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La Monstrua vestida La Monstrua desnuda 

These paintings by the Spanish baroque court painter Juan Carreño de Miranda (1616-1685) 
depict Doña Eugenia Martinez Vallejo at approximately 6 years of age (c. 1680), after she was 
brought to the court of Charles II of Spain and given the moniker “La Monstrua.” It is said 
that upon viewing these paintings in the Museo del Prado, Madrid, Dr. Andrea Prader immedi-
ately recognized features consistent with Prader-Willi syndrome. Although we may never 
know if this child did in fact have PWS, the paintings and contemporaneous 17th century 
descriptions of her condition strongly support this supposition. Indeed, these paintings are 
often regarded as the earliest illustrations of PWS. La Monstrua has continued to be an 
intriguing fi gure, as evidenced by an outdoor sculpture in Avilés created in 1997 by the 
Spanish artist Amado González Hevia “Favila” (b. 1954; www.amadofavila.com) based on 
these baroque portraits.
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Foreword I

In 1988, when the fi rst edition of Management of Prader-Willi Syndrome 
was published, my daughter turned eight years old. That year, due to 
advances in chromosomal analysis, Gabriella was diagnosed with 
Prader-Willi syndrome (PWS). After searching for answers so long, we 
were relieved to fi nally have a name attached to the challenges we 
faced. At that time, we were especially grateful for this handbook and 
for the tools it provided to assist us in confronting the daily manage-
ment of this disorder. However, reading the prognosis for Gabriella’s 
(and our family’s) future was disheartening. Although we remained 
determined to provide her with the best possible opportunities for 
living her life to the fullest, it was diffi cult to see even a glimmer of 
sunshine.

During the past two decades, I have watched this small spark of light 
grow into an expanding ray of hope. There have been countless 
advances in the diagnosis and management of PWS, and many of our 
children have reaped the benefi ts of these new possibilities. With the 
advent of the Internet, the world of PWS expanded, families connected, 
and awareness of the syndrome was suddenly available to anyone who 
had access to a computer. Early diagnosis, early education, and timely 
treatment provide the key to a better quality of life for people with 
PWS. In many countries, several options for treatment are available; in 
other nations, it is still impossible to receive a diagnosis or even get 
necessary medical services. The International Prader-Willi Syndrome 
Organization (IPWSO) provides education, and it encourages nations 
to share their knowledge and resources in order to narrow this dispar-
ity of services. The third edition of Management of Prader-Willi Syndrome 
is a fi ne example of collaboration, which will benefi t patients through-
out the world.

Now we are at the cusp of innovative and extraordinary scientifi c 
discoveries. As this book becomes a reference around the world, it is 
our hope that this comprehensive resource of expertise will provide the 
impetus and inspiration for even more exploration and answers to the 
complexity of this disorder.
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On behalf of our global family, the IPWSO, I wish to express our 
heartfelt thanks to the editors, authors, and others who graciously put 
so many hours into making this book possible. This edition is excep-
tional because it represents direct and indirect contributions from a 
network of professionals and parents from across continents. Their 
combined efforts will be heard around the world and will make a dif-
ference to so many families in so many signifi cant and extraordinary 
ways. Families no longer need to feel isolated, and with knowledge in 
hand, they can better face the challenges of PWS. This management 
book provides tangible assistance and represents hope for the future, 
turning the dream of a better life for people with PWS into a reality.

Pamela F. Eisen
President, International Prader-Willi Syndrome Organization 

(IPWSO)
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Foreword II

It seems yesterday to me, but it was 27 years ago when I was told that 
my son Daniele had Prader-Willi syndrome. I felt lost and confused 
then, because the little information I found available in Italy was not 
encouraging at all; I could not believe my lovely son was going to die 
soon, as the literature said. Inside Daniele’s eyes I saw his joy of being 
part of this world. He was ready and willing to face and share, because 
he had, as he proved, a lot to give. My wife and I decided to do every-
thing we could not to accept the tragic fate it seemed we had to face. 
Today I must thank my son’s eyes for giving me such an inspiration 
to struggle and keep struggling as President of the International 
Prader-Willi Syndrome Organization (IPWSO). I am proud to have 
represented an organization whose now 60 member countries tire-
lessly work through their qualifi ed and enthusiastic professional and 
parent delegates. This close cooperation between parents and profes-
sionals, with active participation and sharing information together, 
makes our organization a unique example in the world. It is clear that 
the results we have achieved are extremely important, giving all 
involved families hope and positive references for the future of their 
children.

The rapid expanding of our contacts worldwide through the Internet 
puts us in contact every day with affected families from different coun-
tries, cultures, and realities. It is incredible how desperate mothers 
become inspired, how discouraged presidents or delegates of local 
associations become both inspired and effi cient, and how doctors 
become important sources of information for their colleagues previ-
ously unknown to them, share scientifi c information, and cooperate in 
research worldwide after an active e-mail exchange. There is still a lot 
to do. We estimate that many, perhaps most, of the affected individuals 
worldwide are unknown; too many affected people sadly die before 
we are able to locate them and provide support. Member countries of 
IPWSO are designated on a world map with a fl ag. Large areas such 
as in Eastern Europe, Africa, and Asia are still without a fl ag; we keep 
working hard to spread our voice. In some countries, as recently hap-
pened with China, the scientifi c contacts with doctors participating in 
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international scientifi c meetings or studying abroad are the right 
channel to follow for opening heavy or hidden gates.

This third edition of Management of Prader-Willi Syndrome is yet 
another excellent tool for soundly informing professionals about the 
syndrome, especially in countries that lack information or where no 
parent organization yet exists. It is an example of the steady and hard 
work of people from multiple disciplines dedicated to study and 
research on PWS throughout the world. I am proud and honored to 
write a few words as introduction to this book, hoping its distribution 
will cover all continents and reach as many professionals as possible. 
On behalf of the IPWSO Board, I wish to thank all authors for their 
precious contribution to making this third edition an important mile-
stone in our mission to know more about the syndrome that affects 
special children of special parents, and who are followed by special 
doctors.

Giorgio Fornasier
Past President, Director of Program Development, International 

Prader-Willi Syndrome Organization (IPWSO)
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Preface

ix

In the fi rst edition of Management of Prader-Willi Syndrome, published 
in 1988, Dr. Hans Zellweger wrote in the foreword, “I  .  .  .  have reached 
the conclusion that PWS is one of the two most grave ailments I have 
encountered.  .  .  .  “Fortunately, if Hans were still alive, I think he would 
fi nd that this is no longer the case. Although still complex to manage 
and challenging at times, the world of Prader-Willi syndrome today is 
much more hopeful. Our son, Matt, was a teenager at the time Dr. 
Zellweger wrote that “Family systems deteriorate and life becomes hell 
for all concerned.” Although we did cringe at those words at the time, 
I can now smile and breathe a sigh of relief to know that we, and many 
other parents, have delightful young adult children who are a joy to 
know.

Rereading the 1988 foreword made me appreciate just how far we 
have come. Many of our children are now diagnosed as newborns 
thanks to increased awareness and the availability of accurate, confi r-
matory genetic testing. Parents are now educated about the syndrome 
much earlier and in far greater depth; as a result they are now far more 
sophisticated advocates for their children with physicians, schools, and 
other care providers. Parents insist on, and frequently provide, more 
comprehensive education of professionals. Early identifi cation and 
strong advocacy, combined with in-depth research has resulted in 
many of our children now being tall (thanks to growth hormone), slim 
(thanks to early intervention and good environmental controls), and 
happy (thanks to good behavior management and psychotropic medi-
cation). This is a new generation of children with many options for 
treatment and management.

This third edition of Management of Prader-Willi Syndrome is crucial 
because the world is bursting with new alternatives for diagnosis and 
treatment, but that information typically gets to professionals in bits 
and pieces. In this book, the editors present the current understanding 
of cause and diagnosis and pull together a comprehensive approach to 
treatment from the wisdom of many renowned experts in the fi eld of 
PWS.



With the Internet, we also now have an entire world of expert knowl-
edge to pull from—and an entire world of PWS for which we are 
responsible. At the PWSA (USA) offi ce, pleas for help do not just come 
from states like Kentucky, California, and Texas anymore. They also 
come from countries such as India, Romania, Tanzania, and Brazil. As 
we reach across continents with the stroke of a key, our goal is that this 
book also is far-reaching, through the bookshelves of libraries across 
the world.

Our praise and gratitude go to the many authors who donated their 
time and expertise to this book—and a very special thank you goes to 
our section editors, Merlin G. Butler, MD, PhD, Phillip D.K. Lee, MD, 
and Barbara Y. Whitman, PhD, and to our managing editor, Linda 
Keder. Hopefully, I will be around long enough to be able to say 
someday, “My goodness, that third edition was certainly dismal!” May 
each generation step on the shoulders of the last, to peer over the wall 
of reality of their day in order to view a brighter future for their chil-
dren with PWS.

Janalee Heinemann, MSW
Executive Director, Prader-Willi Syndrome Association (USA)
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Introduction

Why a third edition of Management of Prader-Willi Syndrome? The 
purpose remains the same as that of previous editions, to reach profes-
sionals, parents, and extended families—virtually anyone interested in 
learning about Prader-Willi syndrome (PWS). And, since the last edition 
was published, there have been major advances in clinical management 
and research into the complex issues associated with this syndrome. 
Genetic tests ensure identifi cation with 99% accuracy, endocrine studies 
have shown the benefi ts of growth hormone therapy, and innovative 
strategies are being designed to enhance psychosocial adaptation. Pro-
fessionals and parents of affected children now have more in-depth 
knowledge, recognize the long-term consequences of this condition, 
and share common goals.

A historical backdrop provides a perspective on what has transpired 
since PWS was fi rst described in 1956 and how far knowledge has 
progressed. For more than 30 years after being identifi ed, only the 
major features were recognized. No cause was known. Few physicians 
had heard of it. The obesity was considered uncontrollable and life 
expectancy short. Children presented then—as now—as limp, sleepy, 
non-responsive babies, who are poor eaters and slow to achieve devel-
opmental milestones. Typically, doctors might have found a paragraph 
or two about PWS in a few medical references but little about manage-
ment. Diagnosis was made by clinical evaluation. Most individuals 
were identifi ed late in childhood if at all. Management was often 
mediocre.

During the 1980s several important events occurred. Holm, 
Sulzbacher, and Pipes published the book Prader-Willi Syndrome, a 
compendium of comprehensive fi ndings from a conference on the 
syndrome in 1981. That same year, Dr. David Ledbetter discovered 
the deletion of information on the 15th chromosome in some affected 
individuals. In 1983, Dr. Merlin Butler recognized that the deletion 
causing PWS occurred in the chromosome 15 inherited from the father. 
Six years later, Dr. Robert Nicholls identifi ed uniparental disomy 15 
(both 15s from the mother) as the genetic explanation for most of 
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the phenotypically similar subjects without the chromosome 15 
deletion and proposed the role of genomic imprinting.

Even though scientifi c research advanced and descriptive articles 
about PWS appeared in the literature, bewildered parents continued to 
struggle to fi nd help. In 1987, when we established a PWS clinic at the 
University of Iowa to serve families, it became clear that case manage-
ment was limited and fragmented in scope. Professionals as well as 
families needed an additional resource. The challenge was to determine 
what information would be most valuable. What we originally con-
ceived as a small booklet of facts to explain PWS to the parents attend-
ing the clinic evolved into the fi rst edition of Management of Prader-Willi 
Syndrome. Welcomed and fully supported by the Prader-Willi Syn-
drome Association (USA), the success of this fi rst volume received 
worldwide distribution due, in large part, to the leading authorities 
that contributed chapters. Seven years later, burgeoning research in 
genetics, endocrinology, the use of psychotropic medications, and inno-
vative approaches to management led to the publication of the second 
volume. This third edition is an indication that the boundaries of what 
is known about PWS have expanded even further.

The multifaceted characteristics of PWS remain the same. The syn-
drome is an eating rather than a weight disorder; the overpowering 
hunger is a physiological fact of life. And, unlike those with exogenous 
obesity, most persons with PWS never feel full. Diffi culties arise when 
this lack of satiety is compounded by the fact that most affected indi-
viduals do not have the cognitive capacity to comply with unsuper-
vised food intake regimens. Furthermore, while food issues are a critical 
component of management, equally important are the emotional and 
cognitive features that affect how individuals think, feel, and react. 
Children, usually affable and compliant until late toddlerhood, tend to 
become emotionally labile as they grow older, demonstrating aberrant 
behaviors, regardless of the presence or absence of obesity. With appro-
priate nutritional management, those who previously would have died 
young due to obesity now live well into adulthood and, with their 
families, confront issues as developmentally disabled adults that 
require comprehensive, sensitive management.

As with any condition, diagnosis is merely the beginning. Ongoing 
case management tailored to the needs of children with PWS and their 
families is essential. For example, recognition early in life can lead to 
specifi c strategies to augment developmental milestones. Recognizing 
this struggle, the U.S. national parent organization, the Prader-Willi 
Syndrome Association (USA) is helping bridge the gap between parents 
and professionals by initiating the learning process. With knowledge 
of what typically happens and possible variations on this theme, fre-
quently noted concerns may be anticipated and ameliorated.

The text of this new edition has been divided into three sections:
Part I: Diagnosis and Genetics, edited by Merlin G. Butler, MD, PhD, 

explains and discusses the complex genetics of PWS and procedures 
for clinical and genetic diagnostic evaluations, as well as providing an 
overview of the clinical fi ndings and natural history of PWS.
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Part II: Medical Physiology and Treatment, edited by Phillip D.K. Lee, 
MD, provides an overview of medical issues and management across 
the life span, with separate chapters devoted to growth hormone issues 
and treatment and to gastrointestinal issues, obesity, and body 
composition.

Part III: Multidisciplinary Management, edited by Barbara Y. Whitman, 
PhD, focuses on the neurodevelopmental, neurocognitive, and devel-
opmental aspects of PWS and the accompanying life span management 
issues, including behavior and crisis management, educational con-
cerns, and vocational and residential options.

We believe that this book, edited and written by the very best in the 
fi eld and updated with the latest research, is likely to be the single best 
resource of information and support for the next several years. There 
is no yardstick to measure the challenges that these children and their 
families face, but professionals and parents alike will be able to achieve 
a depth of understanding and grasp of details about PWS that were an 
unachievable dream only two decades ago. Although we have come 
far, there is still no magic cure. We are hopeful that a genetic interven-
tion will eventually be found.

Louise R. Greenswag, RN, PhD
Randell C. Alexander, MD, PhD

Editors, Management of Prader-Willi Syndrome, First and Second 
Editions
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Part I
Diagnosis and Genetics



1
Clinical Findings and Natural 

History of Prader-Willi Syndrome
Merlin G. Butler, Jeanne M. Hanchett, and Travis Thompson

Historical and Genetic Overview

Prader-Willi syndrome (PWS) is a complex genetic condition character-
ized by a range of mental and physical fi ndings, with obesity being the 
most signifi cant health problem. PWS is considered to be the most 
common genetically identifi ed cause of life-threatening obesity in 
humans and affects an estimated 350,000–400,000 people worldwide. 
The Prader-Willi Syndrome Association (USA) is aware of more than 
3,500 persons with this syndrome in the United States from an esti-
mated pool of 17,000–22,000.37 Prader-Willi syndrome has an estimated 
prevalence in the range of 1 in 8,000 to 1 in 20,000 individuals.17,42 
Although PWS is thought to be one of the more common disorders seen 
for genetic services, pediatricians may only encounter a few patients 
during their lifelong clinical practice. It is present in all races and ethnic 
groups but reported disproportionately more often in Caucasians.38 
Most cases are sporadic; however, at least 20 families have been reported 
in the literature with more than one affected member, including twins. 
The chance for recurrence is estimated to be less than 1%.43 However, 
in some families where defective control of differentially expressed 
genes through errors in the process of genomic imprinting (described 
in detail in Chapter 3) is present in the PWS child and in the father, 
then the recurrence may be as high as 50% for having additional chil-
dren with PWS.12,13

Prader-Willi syndrome was apparently fi rst documented in an ado-
lescent female by J. Langdon Down in 1887,54 but it was not described 
in the medical literature until about 70 years later. This adolescent 
female had mental defi ciency, obesity, short stature, and hypogonad-
ism, and the condition was referred to as polysarcia. In 1956, Prader, 
Labhart, and Willi reported nine individuals (fi ve males and four 
females between the ages of 5 and 23 years) with similar clinical fi nd-
ings.110 Since the 1970s, the disorder has been referred to as the Prader-
Willi syndrome.

In 1981, Ledbetter and others93 fi rst reported the cause as an intersti-
tial deletion of the proximal long arm of chromosome 15 at region 

3
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q11–q13 in the majority of subjects studied using high resolution chro-
mosome analysis (Figure 1.1). The syndrome became one of the fi rst 
genetic syndromes to be attributed to a chromosome microdeletion 
detectable with new high resolution chromosome or cytogenetic 
methods allowing for more precision than previously available. Butler 
and Palmer in 198335 were the fi rst to report that the origin of the chro-
mosome 15 deletion was de novo, or due to a new event, and not present 
in either parent. The chromosome 15 leading to the deletion was 
donated from the father in all cases, as determined by studying minor 
normal variations (chromosome polymorphisms) in chromosome 
structure. This puzzling observation of fi nding only a paternal deletion 
was later clarifi ed by molecular genetic techniques and the reporting 
of a maternal deletion in a separate clinical condition recognized as 
Angelman syndrome (AS). The molecular genetic fi ndings will be 
discussed later.

The cytogenetic deletion of chromosome 15 was seen in approxi-
mately 60% of persons with PWS while the remaining subjects showed 
normal chromosome 15s, translocations, or other abnormalities of chro-
mosome 15.17,32,93 Butler and others in 198632 also reported clinical dif-
ferences in those PWS subjects with and without the chromosome 15 
deletion. Those individuals with the deletion were more homogeneous 
in their clinical presentation and were hypopigmented. Because of the 

Figure 1.1. A prometaphase or high resolution chromosome 15 ideogram (left) 
showing the pattern for chromosome arms (p for short arm and q for long arm) 
and designated bands with two representative chromosome 15 pairs (right). 
The arrows on the ideogram indicate the deletion breakpoints at bands 15q11 
and 15q13. The 15q12 band is indicated by the arrow on each member of the 
chromosome 15 pair that is normal. The left member of the chromosome 15 
pair from the 8.5-year-old male with Prader-Willi syndrome shows the dele-
tion. Modifi ed from Butler, Meaney, and Palmer, American Journal of Medical 
Genetics 1986;23:793–809.32
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hypopigmentation and other eye fi ndings (e.g., strabismus), visual 
evoked potential studies of specifi c brain wave patterns stimulated by 
visual images seen by the patient were performed by Creel et al.48 They 
reported abnormal visual evoked potentials in PWS subjects similar 
to what was seen in individuals with classic albinism. They further 
reported misrouting of the optic nerve as it crossed over at the chiasma 
and described that optic nerve fi bers crossed over 20 degrees or more 
from the temporal side of the retina at the chiasma instead of projecting 
to the same or ipsilateral side of the brain hemisphere. This occurred 
more often in PWS subjects with hypopigmentation. Misrouting of the 
optic nerve can lead to strabismus and/or nystagmus, which are fre-
quently seen in PWS.

Molecular genetic methods using a technique referred to as Southern 
hybridization of newly identifi ed polymorphic DNA markers isolated 
from the 15q11–q13 chromosome region were studied by Nicholls, 
Butler, and others in 1989.107 PWS individuals with normal-appearing 
chromosomes were surprisingly found to have both chromosome 15s 
from the mother. This fi nding was referred to as maternal uniparental 
disomy 15 (i.e., both 15s from the mother) or UPD (Figure 1.2). Studies 
have shown that both members of the chromosome 15 pair were inher-
ited from the mother as a result of an error in egg production due to 
nondisjunction in meiosis; the chromosome 15 pair fails to separate 
normally when the chromosome number is reduced by one half in 
production of the gamete. When a single chromosome 15 is received 
from the father in the normal sperm then trisomy 15 results, or three 
chromosome 15s are present in the fertilized egg. Subsequently, loss of 

Figure 1.2. Polymerase chain reaction amplifi cation of genomic DNA using 
D15S822 locus from the 15q11-q13 region from a Prader-Willi syndrome family 
with normal chromosome studies in the Prader-Willi syndrome individual. The 
mother (on the left), the Prader-Willi syndrome individual (in the middle), and 
the father (on the right) each show two DNA bands representing the presence 
of the D15S822 locus in each chromosome 15 (nondeleted status). The DNA 
pattern from the mother and Prader-Willi syndrome individual are identical 
but no DNA signal from chromosome 15 was inherited from the father. The 
Prader-Willi syndrome individual has two chromosome 15 s from the mother 
and no chromosome 15 from the father, demonstrating maternal disomy 15 or 
both 15 s from the mother.
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the father’s chromosome 15 occurs in early pregnancy. This loss of a 
single chromosome 15 in the cells rescues the fetus. If the trisomic 15 
fi nding had continued in each cell of the fetus, a spontaneous miscar-
riage would have occurred. Chromosome abnormalities, specifi cally 
trisomy 15 and other trisomy and monosomy events, are common 
causes of spontaneous miscarriages.

PWS and Angelman syndrome, an entirely different clinical disorder 
generally due to a maternal deletion of the 15q11–q13 region, were the 
fi rst examples of genomic imprinting in humans, or the differential 
expression of genetic information depending on the parent of origin. 
Thus, gene activity differences exist in maternal and paternal chromo-
some 15s that impact on the clinical phenotype or outcome.

There are two forms of maternal disomy 15 in PWS, maternal isodi-
somy and maternal heterodisomy. Maternal isodisomy refers to the 
presence of identical genetic material (e.g., came from the same chro-
mosome 15 in the mother during production of the egg), and maternal 
heterodisomy refers to the presence of genetic material from two dif-
ferent chromosome 15s received from the mother. Children with PWS 
due to maternal isodisomy may be at increased risk of having a second 
genetic condition if the mother is a carrier of a recessive disorder on 
chromosome 15 such as Bloom syndrome. Bloom syndrome is an auto-
somal recessive condition where the gene is located outside of the 
15q11–q13 region but both members of the gene pair (alleles) are 
abnormal. If the mother carries an abnormal gene allele for Bloom 
syndrome on one of her chromosome 15s, she is unaffected because 
the gene allele on her other chromosome 15 is normal. However, if the 
chromosome 15 region or segment containing the abnormal recessive 
gene allele for Bloom syndrome is donated to the child by the mother 
in an isodisomy fashion (i.e., both chromosome 15s contain the same 
identical genetic information or alleles), then PWS results as well as 
Bloom syndrome.

PWS is thought to be due to a contiguous gene condition involving 
several genes, with nearly one dozen genes or transcripts mapped to 
the 15q11–q13 region known to be imprinted; most are paternally 
expressed (active) or maternally silent. Several of these genes are 
candidates for causing features recognized in PWS including SNURF/
SNRPN, NDN, snoRNAs, MKRN3, and MAGEL.2.8,9,106 The best 
characterized paternally expressed gene studied to date is SNRPN 
(small nuclear ribonucleoprotein N). A second DNA sequence of 
SNRPN is termed SNURF (SNRPN upstream reading frame), 
consisting of gene exons 1–3, which encompasses the imprinting center 
or the genetic locus that controls the regulation of imprinting, or 
turning on and off the activity of specifi c genes throughout the chro-
mosome 15q11–q13 region. The proteins coded for by SNRPN and 
SNURF are not present in subjects with PWS. Further, chromosome 
translocations involving the paternal chromosome 15 that disrupt 
SNURF have been reported in subjects with typical features of PWS.37 
Thus, a disruption of this gene locus will cause loss of function of 
paternally expressed genes in this region (e.g., MAGEL2) and loss of 
proteins coded by the genes. Hence, many of these paternally expressed 
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genes in this chromosome area play a role in brain development and 
function, key for producing the clinical phenotype recognized in PWS. 
Detailed descriptions of the 15q11–q13 genes, their respective roles in 
PWS (and AS), and imprinting will be described in more detail 
elsewhere (see Chapter 3).

Genomic imprinting appears important for growth in humans 
and other mammals. Many conditions now thought to be due to 
genomic imprinting, such as Beckwith-Weidemann and Russell-Silver 
syndromes, present with either overgrowth or growth retardation.19 
Many imprinted genes identifi ed to date are involved with regulation 
of cell proliferation or differentiation. They may also play a role in 
development of tumors. Some imprinted genes are known as fetal 
growth factors; thus, a close relationship exists between genomic 
imprinting and early fetal development. Generally, maternal genes 
have a tendency to suppress growth of the developing fetus while 
paternal genes enhance growth. The competition for expression of 
maternal and paternal genes has evolved to control growth of the 
fetus, and fi ne-tuning of expression of genes depends on the parent 
of origin with a complex balance of maternal and paternal genes. A 
disruption of the genetic balance results in growth anomalies in the 
fetus.

Clinical Presentation and Diagnosis

Many clinical features in PWS may be subtle or non-specifi c while 
other features are more characteristic for the disorder. The primary 
features of PWS include infantile hypotonia, feeding diffi culties, mental 
defi ciency, hypogonadism, behavior problems (temper tantrums, 
stubbornness, obsessive-compulsive disorder), hyperphagia and 
early childhood onset of obesity, small hands and feet, endocrine 
disturbances including recently identifi ed growth hormone defi ciency, 
and a characteristic facial appearance (small upturned nose, narrow 
bifrontal diameter, dolichocephaly, down-turned corners of the mouth, 
sticky saliva, almond-shaped eyes, and strabismus) (Figure 1.3, see 
color insert). Table 1.1 lists the clinical manifestations, frequency, and 
time period when they occur. Some of the characteristics are subtle but 
well recognized by clinical geneticists trained in dysmorphology; 
however, a greater awareness by pediatricians, other physicians, and 
health care providers now exists. Because of the better recognition and 
awareness of PWS by the medical community during the past 10 years 
and more accurate and reliable genetic testing, the diagnosis is made 
earlier than in the past and extensive diagnostic procedures avoided. 
Many children with PWS were not diagnosed in the past until rapid 
weight gain leading to obesity was evident and the presence of specifi c 
learning/behavioral problems was observed. For example, in the 
mid-1980s Butler reported that the average age at diagnosis for PWS 
was greater than 6 years of age.

In 1993, Holm, Cassidy, Butler, and others85 developed consensual 
diagnostic criteria to assist in the diagnosis of PWS using major and 
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minor features and established a scoring system for patients present-
ing with features seen in this syndrome. The scoring system consisted 
of three categories (major, minor, and supportive criteria) and scoring 
was based on a point system. The major criteria were weighed at one 
point each while minor criteria were weighed at one half point each. 
Supportive criteria received no points but may be helpful to confi rm 
the diagnosis. The diagnostic criteria for PWS and recommendations 
for their current use as an indicator for genetic testing are discussed 
in Chapter 2.

Cytogenetic studies using fl uorescence in situ hybridization (FISH) 
of chromosome 15q11–q13 DNA probes became available in the 1990s 
and have been helpful in detecting deletions (Figure 1.4, see color 
insert). If the DNA probes isolated from the 15q11–q13 region do not 
hybridize, or attach, to this chromosome region, then the deletion 
status is confi rmed. These studies have shown that 70% of subjects 

Figure 1.3. Frontal and profi le views of two males (patient A is 8.5 years of age, with the chromosome 
15q11–q13 deletion [seen in Figure 1.1]; patient B is 11 years of age, with maternal disomy 15) 
with Prader-Willi syndrome. Note the typical facial appearance (e.g., narrow bifrontal diameter, 
almond-shaped eyes, triangular mouth), small hands and feet, characteristic obesity, and hypopig-
mentation (seen in patient A with the 15q11–q13 deletion). Modifi ed from Butler, American Journal of 
Medical Genetics 1990;35:319–332.17 (See color insert.)

A B



 Chapter 1 Clinical Findings and Natural History of PWS  9

Table 1.1. Summary of Clinical Findings in Individuals Reported with Prader-Willi 
Syndrome*
Time period when clinical  Affected/total Overall
manifestations fi rst appear Clinical manifestation patients (%)

Pregnancy and delivery Reduced fetal activity 137/181 76
 Nonterm delivery  83/203 41
 Breech presentation  56/212 26

Neonatal and infancy Delayed milestones 405/412 98
 Hypogenitalism/hypogonadism 270/285 95
 Hypotonia 504/538 94
 Feeding problems 445/479 93
 Cryptorchidism 240/273 88
 Narrow bifrontal diameter 138/184 75
 Low birth weight (<2.27 kg)  68/226 30

Childhood Mental defi ciency 504/517 97
 Obesity 287/306 94
 Small hands and feet 237/286 83
 Skin picking 261/330 79
 Short stature (<-1 SD) 232/306 76
 Almond-shaped eyes 151/202 75
 Strabismus 259/494 52
 Delayed bone age  74/148 50
 Scoliosis 159/360 44
 Personality problems 161/397 41
 Early dental caries/enamel  56/141 40
  hypoplasia

Adolescence and Menstruation   38/98 39
 adulthood Reduced glucose  74/371 20
  tolerance/diabetes mellitus
 Seizures  40/199 20
* Number of males 286; number of females 211.
Adapted from M. G. Butler, “Prader-Willi syndrome: current understanding of cause and diagnosis,” American 
Journal of Medical Genetics 1990; 35:319–332.17

with PWS have the typical chromosome 15q11–q13 deletion (Figure 
1.1) while about 25% have normal-appearing chromosomes. Currently, 
DNA tests of children with PWS and normal-appearing chromosomes 
with normal FISH studies, in comparison with parental DNA, have 
shown maternal disomy 15, or UPD, in the vast majority (Figure 1.2). 
A small percentage (1%–3%) of those PWS subjects with normal-
appearing chromosomes and normal biparental chromosome 15 inher-
itance have either very small atypical deletions (undetectable with 
FISH) or mutations (defects) such as microdeletions of the imprinting 
center. All three genetic causes (deletion, maternal disomy, and imprint-
ing defects) can be identifi ed by abnormal methylation testing. Other 
rare genetic causes include translocations or inversions involving the 
chromosome 15q11–q13 region. Table 1.2 lists the genetic testing avail-
able to identify the genetic cause in PWS subjects. Molecular and cyto-
genetic testing for this syndrome will be described in more detail 
elsewhere (see Chapter 4).
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Table 1.2. Genetic Laboratory Testing for Prader-Willi Syndrome
1. Chromosome analysis to rule out translocations
2. Fluorescence in situ hybridization (FISH) analysis using DNA probes 

from chromosome 15q11–q13
3. DNA methylation testing of SNRPN gene with polymerase chain reaction 

(PCR)
4. DNA microsatellite analysis using PCR to confi rm a paternal 15q11–q13 

deletion and size (type I or type II) in PWS or to identify maternal disomy 
15; DNA from the patient and each parent will be required.

5. Gene expression studies of imprinted genes (e.g., paternally expressed 
[maternally silent] SNRPN gene) from the 15q11–q13 region using reverse 
transcriptase-PCR. The lack of paternally expressed genes will confi rm 
the diagnosis of PWS but will not assign the genetic subtype (e.g., deletion 
or maternal disomy).

6. DNA replication pattern analysis of genes from the 15q11–q13 region 
varies depending on the parental source of chromosome 15.

Tests 1, 2, and 3 are usually performed in subjects presenting to the genetics clinic with 
features of PWS, while tests 4, 5, and 6 are research-based tests and available in research 
laboratories only.

Figure 1.4. Representative fl uorescence in situ hybridization (FISH) using a 
SNRPN probe from the chromosome 15q11-q13 region (red color), a centro-
meric probe from chromosome 15 (green color), and a distal control probe from 
chromosome 15q (red color) showing the absence of the SNPRN signal close 
to the centromere on the deleted chromosome 15 from a subject with Prader-
Willi syndrome. (See color insert.)



 Chapter 1 Clinical Findings and Natural History of PWS  11

Clinical Stages and Natural History

The course and early natural history of PWS can be divided into two 
distinct clinical stages. The fi rst stage occurs during the neonatal and 
early infancy periods and is characterized by varying degrees of hypo-
tonia, a weak cry, a narrow forehead, developmental delay, tempera-
ture instability, a poor suck refl ex, sticky saliva, feeding diffi culties 
sometimes requiring gastrostomy or stomach tube placement, hypogo-
nadism, and underdevelopment of the sex organs. Failure-to-thrive is 
noted during this fi rst stage. The hypotonia is thought to be central in 
origin, non-progressive, and on the average begins to improve between 
8 and 11 months of age.32 Infants with PWS sit independently at 11–12 
months, crawl at 15–16 months, walk at 24–27 months, and talk (10 
words) at 38–39 months.32,72 The delay in achieving motor milestones 
appears to relate more to psychomotor development than to excessive 
obesity. Language appears to be the most delayed of the developmental 
milestones.32,72

The second stage usually begins around 2 years of age and is char-
acterized by continued developmental delay or psychomotor retarda-
tion and onset of hyperphagia leading to obesity. Other features noted 
during the second stage may include speech articulation problems, 
foraging for food, rumination, unmotivated sleepiness (found in greater 
than 50% of subjects), physical inactivity, decreased pain sensitivity, 
skin picking and other forms of self-injurious behavior, prolonged 
periods of hypothermia, strabismus, hypopigmentation, scoliosis, 
obstructive sleep apnea, and abnormal oral pathology (enamel hypo-
plasia, dental caries, malocclusion, and decreased saliva).37

Early in the second stage, infants and toddlers are usually easy-going 
and affectionate, but in about one half of PWS subjects personality 
problems develop between 3 and 5 years of age. Temper tantrums, 
depression, stubbornness, obsessive compulsivity, and sudden acts of 
violence of varying degrees may be observed during this stage. These 
behavioral changes may be initiated by withholding of food but may 
occur with little provocation during adolescence or young adulthood. 
Poor peer interactions, immaturity, and inappropriate social behavior 
may also occur during this time.17,57,58,61,127

Pregnancy and Delivery

Decreased fetal movement is noted by the mothers in nearly all PWS 
pregnancies. About one fourth of babies with PWS are delivered in 
breech presentation. Approximately one half of babies with PWS are 
born pre- or post-term (2 weeks earlier or later than the anticipated 
delivery date). Mild prenatal growth retardation is noted, with an 
average birth weight of 2.8 kg. Low birth weight is seen in about 30% 
of deliveries.17

Infancy

Because of generalized hypotonia, neonates with PWS are profoundly 
fl oppy and their presentation can be mistaken for other disorders such 
as Werdnig-Hoffman or trisomy 18 syndromes, a brain anomaly or 
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bleeding, a metabolic disturbance, an infectious agent, or other envi-
ronmental insult. The hypotonia may lead to asphyxia and, in the past, 
has led to extensive medical evaluations including muscle biopsies and 
repeated brain imaging studies. Most of the structural brain imaging 
studies and muscle biopsies performed on infants are thought to be 
normal or not diagnostic for a specifi c syndrome.

Most infants with PWS have a weak or absent cry, little spontaneous 
movement, hyporefl exia, excessive sleepiness, and poor feeding due to 
diminished swallowing and sucking refl exes that may necessitate ga vage 
feedings lasting for several months. However, feeding diffi culties 
generally improve by 6 months of age. Failure-to-thrive and poor weight 
gain are common features seen in infants with PWS. Due to fail ure-to-
thrive, feeding diffi culties, and hormone defi ciencies, the growth of the 
PWS infant may fall below the 3rd centile for weight. Temperature 
ins tability may be present during early infancy with high or low body 
temperatures. The bouts of hyperthermia or fever may trigger medical 
invest igations to pursue an infectious agent, which is not often found. 
Infants with PWS have signifi cant respiratory abnormalities including 
sleep-related central and obstructive apneas and reduced response to 
changes in oxygen and carbon dioxide levels.4,108,136 PWS subjects tend 
to be relatively insensitive to pain including that caused by obtaining 
blood samples. Cryptorchidism (undescended testicles) and a 
hypoplastic penis and scrotum are frequently seen in males and hypo-
genitalism in females. Cryptorchidism may require treatment (hormonal 
and/or surgery), and a referral to a pediatric urologist is warranted 
(see Chapter 5). In addition, the hands and feet may be small at birth.

Mild dysmorphic features are recognized during the infancy period, 
particularly involving the face. These features include a narrow fore-
head; mild upward slanting of the palpebral fi ssures; a long, narrow-
appearing head (dolichocephaly); a small upturned nose; a thin upper 
lip; sticky saliva; and down-turned corners of the mouth. Many of the 
dysmorphic facial features are reminiscent of those due to midline 
central nervous system defects, while others such as a triangular mouth 
may be related to hypotonia and poor prenatal neuromuscular func-
tioning. PWS subjects may have diminished facial mimic activity due 
to the muscular hypotonia as they grow older. They may also present 
with hypopigmentation for their family background, including fair 
skin and light hair color noted during the infancy period. Hypopig-
mentation relative to family background is a feature in about three 
fourths of PWS subjects and correlates with those individuals having 
the 15q11–q13 deletion and loss of the P gene (which causes oculocu-
taneous albinism type II) located in this region.16

As noted above, infants with PWS tend to sit at 11–12 months and 
crawl at 15–16 months on average. Developmental milestones are typi-
cally delayed, and the delay continues into childhood.

Early Childhood

Although infants with PWS may be tube-fed during infancy, by 18 
months to 2 years of age their feeding behavior changes radically and 
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an insatiable appetite may develop, which causes major somatic 
and psychological changes in early childhood. Along with global 
developmental delays, temper tantrums, diffi culty in changing rou-
tines, stubbornness, controlling or manipulative behavior, and 
obsessive-compulsive behavior may become more apparent during 
childhood. Lying, stealing, and aggressive behavior are common during 
the childhood years and may continue into adolescence and adulthood. 
Children with PWS may be less agreeable, less open to new ideas and 
experiences, and more dependent than typically developing children. 
In addition, they are generally less physically active than other children 
their age. Frequently, medical and/or behavior management advice is 
sought to treat the behavioral problems. Medications such as serotonin 
reuptake inhibitors have been of benefi t in controlling behavior and 
psychiatric disturbances in some children with PWS, particularly as 
they become older.42,43

On average, toddlers with PWS learn to walk at about 27 months of 
age. By the time they enter kindergarten, they are nearly always over-
weight and short for age. However, growth hormone treatment signifi -
cantly improves body composition, stature, and energy level. PWS 
children should be evaluated and treated for endocrine abnormalities 
such as hypothyroidism and growth retardation. In addition, enamel 
hypoplasia and dental caries are frequently seen during childhood in 
the syndrome. During early childhood PWS children may also develop 
nystagmus or strabismus, but the most common recognized eye fi nding 
in PWS is myopia,64 followed by decreased visual acuity and impaired 
stereoscopic vision; the latter fi nding is more common in PWS subjects 
with maternal disomy 15.65 The hypopigmentation becomes more pro-
nounced during childhood, particularly in those PWS subjects with the 
15q11–q13 deletion.

The small hands and feet may not be apparent at birth but become 
more recognized during mid-childhood. Almond-shaped eyes may be 
more noticeable during childhood due to the periorbital tissue shape. 
A characteristic body habitus or posture, including sloping shoulders, 
heavy mid-section, and genu valgus with straight lower leg borders and 
sparing of distal extremities from excess fat deposition, is usually 
present by toddlerhood.

About one third of children with PWS function in the low-normal 
intellectual range (70–100 IQ), and the remaining PWS children (and 
adults) function in the mild-to-moderate range of mental retardation 
(50–70 IQ).37,125 The average IQ is 65, with a range of 20 to 100. Aca-
demic achievement is poor for cognitive ability. During the fi rst 6 years 
of life, children with PWS often do not achieve normal levels of cogni-
tion, motor, or language development. There are reported differences 
in behavior, academic, and intelligence testing between the PWS sub-
jects with the typical chromosome 15 deletion versus those with mater-
nal disomy, which will be discussed later in this chapter (see also 
Chapter 8).

Many children with PWS begin school in mainstream settings. About 
5% attend regular school until secondary level, but the intellectual 
impairment and potential behavioral problems present in the majority 
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of children with the syndrome require special education and support 
services. By elementary school age, children with PWS may steal or 
hide food at home or during school to be eaten later. It is common for 
those with PWS to have relatively strong reading, visual, spatial, and 
long-term memory skills but relatively weak math, sequential process-
ing, and short-term memory skills. Verbal skills are relative strengths, 
particularly in those PWS subjects with maternal disomy, although 
speech articulation is often poor, with nasal or slurred characteristics. 
An unusual skill with jigsaw puzzles and fi ne motor skills are particu-
larly common in those with the typical 15q11–q13 deletion. Recent 
studies have documented genotype/phenotype differences between 
the two genetic subtypes (deletion vs. maternal disomy), which 
may impact on these skills. Additional psychobehavioral fi ndings in 
children with PWS will be discussed in more depth elsewhere (see 
Chapters 8 and 12).

Adolescence and Adulthood

Normal puberty is absent or delayed in both males and females with 
PWS. Gonadotropin hormone production by the brain is low, and other 
endocrine disturbances may be identifi ed in this subject population. As 
a result, adolescents and young adults with PWS look young for their 
chronologic age. The occurrence of reduced growth hormone secretion 
and hypogonadotropic hypogonadism in the majority of children and 
adolescents with PWS, along with an insatiable appetite and high pain 
threshold, would suggest a hypothalamic pituitary dysfunction.

Hypogonadism and hypogenitalism occur in the vast majority of 
males and females with PWS and become more evident during adoles-
cence. The hypogonadism is due to hypothalamic hypogonadotropism, 
since it is often associated with low levels of gonadotropin released by 
the brain needed for gonadal development and function. The degree 
of hypogonadism is variable from patient to patient but more marked 
in males. Cryptorchidism occurs with a hypoplastic penis and scrotum 
in males and can be identifi ed in early infancy, but the hypoplastic labia 
minora and clitoris in females may not be as easily recognized, although 
they are cardinal features of this syndrome. Sertoli cells and a variable 
number of Leydig and germinal cells are usually present in the testicles, 
although there have been no reports of fertility in males. In addition, 
the tubules are usually small and atrophic. Penile size increases mod-
estly in many males during the third or fourth decade of life, but tes-
ticular size remains small. In males with palpable testes, the size is 
seldom greater than 6 ml in volume. Treatment of the small penis with 
topical or parenteral testosterone has been effective in achieving penile 
growth in PWS males.40 However, mature genital development in males 
is rarely seen. Gonadotropin treatment may also be helpful in treating 
PWS males with cryptorchidism. Cryptorchid testes may descend 
spontaneously in some patients during childhood and puberty, but 
surgical intervention may be indicated. Precocious development of 
pubic and axillary hair occurs frequently as a consequence of prema-
ture adrenarche. Beard and body hair are variable, occurring later than 
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normal, if at all. Beard growth is absent in about 50% of men.45 Addi-
tional endocrine-related fi ndings and more in-depth discussions are 
presented in later chapters (see Part II).

Menarche is often late or does not occur in females with PWS. In 98 
appropriately aged females reported in the literature,17 38 developed 
spontaneous menstruation (see Table 1.1). In a study of mostly adult 
PWS females, breast development was normal in about one half, with 
onset between 9 and 13 years of age.72 Primary amenorrhea (absence 
of menstruation) was found in about 70% of females and oligomenor-
rhea (infrequent menstruation) in the remaining. Age of menarche is 
extremely wide, from 7.5 to 38 years. In a series of 106 females between 
the ages of 15 and 63, 13 had been given hormones to induce menses. 
Very few of the women who had spontaneous menarche had regular 
menses; most had scant and infrequent menses.76 Pubic hair was normal 
in 40% of females studied.72

Two women with presumed PWS were reported in the 1970s with 
established pregnancies (one woman was pregnant on two separate 
occasions).92 However, the diagnosis of PWS was not confi rmed with 
genetic testing in the two reported females. More recently, at least two 
women with documented PWS, confi rmed by cytogenetic and molecu-
lar genetic methods, have been reported with established pregnancies. 
One woman with PWS was 33 years of age and had suspected maternal 
disomy (i.e., abnormal methylation testing and normal chromosome 
study with FISH). She gave birth to a healthy girl by C-section delivery 
after an estimated 41 weeks gestation.2 The other adult female had 
the 15q deletion and gave birth, not surprisingly, to an infant with 
Angelman syndrome due to the child’s receiving the 15q deletion from 
its mother.116 The mother with PWS and suspected maternal disomy 
had low cerebrospinal fl uid concentration of 5–hydroxyindoleacetic 
acid, a serotonin metabolite.2 Due to behavioral problems before preg-
nancy, she had been medically treated with serotonergic drugs, which 
may have infl uenced gonadotropin release to induce hormonal condi-
tions required for pregnancy and possibly refl ecting low serotonin 
synaptic transmission in the brain. Warnock et al.133 also reported onset 
of menses in two adult females with PWS when treated with fl uoxetine, 
a serotonin reuptake inhibitor that increases the available serotonin for 
brain function. Therefore, fertility in women with PWS is exceedingly 
rare, but reproductive issues should be addressed in reproductive-age 
females with PWS.

Approximately 90% of subjects with PWS without growth hormone 
treatment will have short stature by adulthood. The average adult male 
without growth hormone therapy is 155 cm (61 inches) tall, and the 
adult female averages 147 cm (58 inches).31 Growth standards for Cau-
casian PWS males and females aged 2 to 22 years, without a history of 
growth hormone therapy, were reported by Butler and Meaney in 
199131 and are used in the clinical setting in the United States to monitor 
growth parameters (see Appendix C). These growth standards illus-
trate the growth pattern anomalies in this syndrome compared with 
healthy subjects. For example, the 50th centile for height in the PWS 
group fell below the normal 5th centile by the age of 12 to 14 years, 
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while the 50th centile for weight in the PWS group approximated the 
95th centile in the healthy control group. Height may follow the 10th 
centile or below until the age of 10 years for females and 12 years for 
males, at which time the height velocity often declines relative to 
normal due to the lack of a growth spurt. Growth standards for PWS 
from other countries have also been reported (see Appendix C). Growth 
hormone therapy may increase the growth spurt and impact positively 
on the ultimate height and body composition in the PWS subject (see 
Chapter 7).

Inverse correlations have been reported with linear measurements 
(e.g., height, hand and foot lengths) and age, indicating a deceleration 
of linear growth with increasing age relative to normal individuals.30 
A relative deceleration in growth of certain craniofacial dimensions 
(e.g., head circumference, head length) was also suggested.98 Therefore, 
dolichocephaly or a long, narrow head shape may be considered an 
early diagnostic sign for PWS.

Small hands with thin, tapering fi ngers and small feet (acromicria) 
are seen during infancy and childhood and become more pronounced 
during adolescence and adulthood. There is a straight ulnar border of 
the hands. Foot length tends to be more affected than hand length, 
compared with normative standards. The average adult shoe size for 
males not treated with growth hormone is size 5 and for females size 
3. Therefore, short stature and small hands and feet are present in the 
majority of PWS subjects, although the frequency in blacks is lower.86 
There is relative sparing of the hands and feet from obesity, with fat 
distribution often appearing to end abruptly at the ankle and wrist. 
Scoliosis may also become more pronounced during the adolescent 
period, and kyphosis may be present by early adulthood.

Without intervention, adolescents with PWS may weigh 250 to 300 
pounds by their late teens, which can lead to a shortened life from the 
complications of obesity. Overeating can lead to immediately life-
threatening events such as stomach rupturing. By late adolescence, 
some with PWS begin stealing food from stores and rummaging 
through discarded lunch bags or trash cans to fi nd partially eaten left-
over food or inedible food items (e.g., bags of sugar, frozen food). Some 
parents fi nd it necessary to lock the refrigerator and cabinets containing 
food to prevent excessive eating. Despite these precautions, youth with 
PWS may pry open locked cabinets to gain access to food. In the past, 
many patients with PWS died before the age of 30 years. The eating 
behavior, complications of obesity that can reduce the life expectancy 
of a person with PWS, and cognitive impairments will preclude normal 
adult independent living. Behavioral and psychiatric problems inter-
fere with quality of life in adulthood and may require medical treat-
ment and behavioral management. However, if weight is adequately 
controlled, life expectancy may be normal. Hence, caloric diet restric-
tion is lifelong and important to control the obesity and its complica-
tions. Continued consultation with a dietitian with experience in 
Prader-Willi syndrome is recommended.

Adults with PWS have generalized mild hypotonia and decreased 
muscle bulk and tone, poor coordination, and often decreased muscle 
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strength. However, muscle electrophysiological and biopsy studies are 
generally normal or non-specifi c. The decreased muscle tone and 
muscle mass contribute to the lower metabolic rate, leading to physical 
inactivity and obesity, although thyroid function tests have generally 
been within normal range but not adequately studied to date.17

Sleep disorders and respiratory dysfunction such as hypoventilation 
and oxygen desaturation are common from childhood to adulthood for 
the PWS subject. Adolescents with PWS have a tendency to fall asleep 
during the day, particularly when they are inactive. They do not sleep 
soundly and may awaken often during the night; some may forage for 
food.

Behavioral and learning problems may become more prominent 
during the teenage years, particularly temper tantrums and obsessions. 
Typical adolescent rebelliousness is often exaggerated in those with 
PWS, particularly over access to food. Psychotropic agents can be 
helpful in controlling abnormal behavior, but no specifi c medication 
has been universally effective in controlling abnormal behavior or 
food-seeking behavior. The use of medication to control behavior prob-
lems will be discussed in more detail elsewhere (see Chapter 12). 
It should be noted that children and adults with PWS are typically 
affectionate and outgoing, like to please others, and seek positive 
attention.

Typical behavior problems include rigidity of personality, persevera-
tion in conversation, tantrums, obsessive-compulsive symptoms, and 
noncompliance. Occasionally these worsen during adulthood. In some 
adults, symptoms of psychosis can be seen. Acute psychosis can be seen 
in young adulthood in about 10% of PWS patients. Recently, individu-
als with maternal disomy were reported to have a higher risk of devel-
oping psychoses during adulthood.132 Detailed genotype/phenotype 
correlations addressing these and other issues will be discussed 
elsewhere.

When an adult with PWS is surrounded by caregivers who have 
been trained in the management of PWS, behaviors can be managed. 
Many persons can become happy members of their community. 
When the environment is one in which caregivers are not aware of 
the specifi c needs of adults with PWS, behavioral deterioration can 
be expected.

The adult with PWS may have goals for himself or herself similar to 
those of any other person entering adulthood: establishing vocational 
goals, deciding where to live, and desiring to become independent in 
decision-making. This sometimes leads to confl ict and frequently 
causes an exacerbation of health and behavior problems. For most 
persons with PWS, formal education ends between ages 18 and 21. If 
vocational training has been successfully introduced before then, a 
smooth transition to the world can occur. Unfortunately, many indi-
viduals do not have this available to them and a gap exists between 
completion of school and entrance into a job-training program. This 
loss of daytime structured activities usually results in behavioral dete-
rioration, and health problems may occur or increase. The challenge to 
family members and caregivers is establishing an appropriate environ-
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ment for the adult, which includes a supervised living arrangement 
(with food restrictions), a vocational setting appropriate for the skills 
and behavior of the young adult, and professional sources knowledge-
able about PWS. As in childhood, limiting access to food is essential, 
as is skill in management of typical behavior problems. If this does not 
happen, deterioration in health occurs.

Assignment of legal guardianship to another adult is frequently 
helpful and necessary to assure a safe environment for adults with 
PWS. Decisions regarding living arrangements and availability of food 
are usually made unwisely by persons with the syndrome, and there-
fore it is in the best interest of the person to have guardianship legally 
assigned to a parent or other adult.

Some persons with PWS live into their seventh decade of life. A 
person who died at age 71 years was described in 1994,39 and a second 
individual at 68 years of age was described in 2000.18 Undoubtedly, 
there are other older persons with this syndrome who have not been 
reported in the literature. A review of causes of death in persons with 
PWS in 1996 indicated that obesity-hypoventilation syndrome caused 
the majority of deaths. This review included the experience of seven 
physicians who cared for 665 persons with the syndrome.77 Twenty-fi ve 
deaths had occurred, 14 of them related to obesity complications and 
the remainder due to several other causes. The average age at death 
was 23 years. The syndrome does not include any specifi c internal 
organ abnormality; therefore, if obesity is controlled and overeating 
avoided, life expectancy should be similar to that of other individuals 
with mild mental defi ciencies.

Obesity and Related Problems

Children with PWS become overweight by 2 to 4 years of age, without 
appropriate intervention, as a consequence of overeating due to an 
insatiable appetite and compulsive behavior related to food. Weight 
gain worsens over time due to the fact that individuals with PWS 
require fewer calories (40% to 70% reduction compared with non-obese 
controls), and it can become life-threatening if not controlled. About 
one third of subjects with PWS weigh more than 200% of their ideal 
body weight,99–101,115 and without intervention signifi cant morbidity and 
mortality may occur from the complications of obesity such as cardio-
pulmonary compromise.

Specifi c obesity-related fi ndings may be seen in PWS subjects includ-
ing heart failure, hypertension, thrombophlebitis and chronic leg 
edema, orthopedic problems, abnormal lipid profi les, and Type 2 dia-
betes mellitus. Premature development of atherosclerosis with severe 
coronary artery disease has been reported in PWS subjects.91 Complica-
tions of obesity include skin rashes (particularly in fat folds), ulcers of 
the skin (most commonly in the lower legs), and cellulitis (particularly 
in lower extremities). Other obesity-related problems may include 
obstructive sleep apnea and narrowing of the airway, pathologic frac-
tures, reduced physical activity, impaired respiratory function and 
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hypoventilation, high carbon dioxide levels, specifi c endocrine distur-
bances, risks from general anesthesia, and hypometabolism.

The primary health issues in PWS are exacerbated by obesity and 
related fi ndings. When weight is kept under control, there are few 
serious health issues. If the weight increases, diseases associated with 
obesity may appear. For example, Type 2 diabetes mellitus is seen in 
25% to 30% of PWS adults who become morbidly obese.15 Diabetes is 
diffi cult to control with medication if food restriction is inadequate. 
When food intake is reduced to the appropriate number of calories, 
diabetes usually comes under control quickly. Symptoms of the disease 
disappear in most cases and blood sugar values become more normal. 
If this cannot be achieved, complications of diabetes may occur in a 
few years after the diabetes is detected. These complications may 
include retinopathy, neuropathy, kidney failure, and amputations. 
However, insulin resistance is lower in PWS subjects and insulin 
sensitivity is higher compared with obese individuals without 
PWS.123

Morbid obesity often causes obesity-related hypoventilation, which 
can be a serious problem and demands attention. Loud snoring, inabil-
ity to sleep fl at in bed, and shortness of breath with minimal exertion 
become noticeable. Hypoventilation and sleep apnea can reduce the 
oxygen level in the blood, necessitating pulmonary devices to increase 
oxygenation during sleep. If this is not reversed, right-sided heart 
failure (cor pulmonale) may ensue. Rapid weight gain, swelling of the 
ankles, marked shortness of breath, cyanosis, and decreased activity 
are signs of cardiac decompensation. Although rapid weight loss and 
a program of physical exercise can reverse this cascade of events, hos-
pitalization usually becomes necessary (see Chapter 17). A reevaluation 
of the living environment is essential when this occurs.

Appetite Disorder

As previously stated, obesity is due to several factors such as hyper-
phagia, a lower metabolic rate, persistent hunger, decreased perception 
of satiety, and an uncontrollable appetite with impaired emesis.17,40,84 
The intense preoccupation with food, food craving, lack of satiation, 
and incessant food seeking in PWS are the most striking features of the 
syndrome. There are clinical reports of individuals with PWS engaging 
in pica and eating unpalatable food items (e.g., frozen food), although 
people with PWS generally prefer the same foods as most other people, 
primarily sweet carbohydrates. It is also clear that they are willing to 
consume unpalatable items and even engage in pica when food access 
is suffi ciently restricted.

We have previously demonstrated that people with PWS have ele-
vated plasma gamma aminobutyric acid (GABA) levels,60 possibly up-
regulated following the loss of GABA receptor subunit genes from the 
chromosome 15q11–q13 region, with resulting GABA-A receptor dys-
function. GABA acts as a major brain neurotransmitter involved with 
inhibition. GABA-ergic compounds generally cause disinhibition, 
leading to even less impulse control.6 People with PWS should have 
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little impulse control when faced with availability of food, which is 
commonly claimed by parents and clinicians.

Only recently have studies investigated neuropeptide or endocrine 
factors contributing to eating behavior.50 For example, leptin produced 
by adipose tissue and cholecystokinin produced by the gut are media-
tors of satiety and eating behavior. However, no signifi cant differences 
were found in fasting plasma levels for either leptin or cholecystokinin 
in PWS subjects compared with obese controls.23,33,109 In addition, no 
signifi cant differences in plasma levels were found in the two PWS 
genetic subtypes (typical deletion and maternal disomy). It appears 
that leptin levels in PWS follow the pattern observed in the normal 
population and are positively correlated with fat mass. Recently, 
ghrelin, an endo genous ligand or protein that attaches to the growth 
hormone secretagogue receptor (a hypothalamic G-protein-coupled 
receptor) produced by enteroendocrine cells of the stomach, has been 
found to be involved in energy balance and appetite stimulation. Adults 
and children with PWS were recently reported to have fasting plasma 
ghrelin levels three to fi ve times higher than in non-PWS obese or non-
obese subjects.50,78 Infants with PWS as early as 3 months of age also 
have elevated ghrelin levels.21 Genes from ghrelin and its receptors are 
also expressed in different regions of the brain in PWS and control 
subjects.124 These observations need confi rmation and additional testing 
before we know their role in hyperphagia and the insatiable appetite 
seen as cardinal features in PWS.

Metabolism and Energy Expenditure

The morbid obesity associated with PWS is the result of chronic 
imbalance between energy intake and energy expenditure. It is chal-
lenging to objectively measure these two components of energy balance 
in PWS due to the mental and physical status of these patients, but 
this is essential to determine the energy expenditure per subject and 
specifi c treatment options. Preliminary studies in PWS have attempted 
to measure energy expenditure. For example, daily energy expenditure 
was reported to be 47% lower in PWS subjects compared with controls, 
but this difference was reduced to 14% when allowances were made 
for differences in fat-free mass. Basal or resting energy expenditure, 
corrected for fat-free mass, was similar in PWS patients compared with 
obese controls, suggesting that the low daily energy expenditure in 
PWS was mainly a result of a reduced fat-free mass (muscle) and pos-
sibly a lower level of physical activity. However, electromyograms, 
motor nerve conduction velocity tests, serum creatine phosphokinase, 
and results of light microscopy studies of muscles are usually normal 
in PWS,84 while specialized histochemistry studies of muscles demon-
strate type II muscle fi ber atrophy consistent with disuse.1

Few metabolic studies are known to explain the obesity in PWS, 
particularly relating to adipose tissue metabolism. Thyroid hormone, 
lipid profi les, glucocorticoid, and amino acid levels in PWS are com-
parable to those in obese individuals without PWS, although reduced 
glucose tolerance is reported in one fi fth of patients with PWS.11,34,36,75 
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In six PWS patients no abnormalities in fat metabolism or transport 
were identifi ed in response to norepinephrine, insulin, and glucose.7 
While fat cells were found to be larger than in control individuals, 
uptake of fat and fatty acid composition in adipose tissue was normal 
and the fat cell number was not increased.7,69,74 Levels of adipose tissue 
lipoprotein lipase, an enzyme that regulates uptake and storage of 
triglycerides, were increased 10–fold in fat biopsy specimens from 
seven PWS subjects compared with those of control individuals, when 
adjusted for percent ideal body weight and fat cell size.117 This enzyme 
may be elevated in PWS, but additional research is needed.

Serum cholesterol and triglyceride levels are generally thought to be 
normal in PWS, but fat biopsy specimens reported from nine subjects 
with PWS showed that triglycerides make up more than 98% of the 
fat.105 There was a demonstrated threefold increase in long-chain poly-
unsaturated fatty acids, which suggested a resistance to lipolysis or 
breakdown of fat. In addition, body composition and substrate utiliza-
tion studies in 11 PWS subjects showed a higher percentage of adipose 
tissue, but an apparent normal substrate utilization was found with a 
normal percentage of fat used for basal metabolism when compared 
with other obese control individuals.105 The roles of the elevated long-
chain fatty acids and increased levels of adipose tissue lipase in the 
development of obesity in PWS suggested from fat biopsy specimens 
are not understood. In addition, the relationship, if any, to the genetic 
alterations of chromosome 15 is unclear.

Muscle is metabolically active tissue, while adipose or fat stores 
energy. Therefore, the low muscle mass in PWS signifi cantly contrib-
utes to hypotonia, reduced physical activity, and low energy expendi-
ture. These factors lead to storage of energy in the form of excess 
adipose tissue. In one study, PWS subjects expended approximately 
50% less energy than healthy obese controls. Daily energy expenditure 
can be measured using a whole-room calorimeter to record oxygen 
utilization and carbon dioxide production to determine the metabolic 
rate and energy expenditure. Lower levels were found in PWS subjects 
compared with obese controls. However, no information was recorded 
for differences in fat-free mass or muscle.37

Hill, Butler, and others83 reported resting metabolic rates in lean, 
obese, and PWS subjects using indirect calorimetry following an over-
night fast. The PWS subjects had the lowest resting metabolic rate, fol-
lowed by lean then obese subjects. The usual strong relationship 
observed between resting energy expenditure and fat-free mass was 
not found in the children studied, compared with non-PWS lean and 
obese controls. The study further suggested that the initial low rates of 
energy expenditure in subjects with PWS was independent of fat-free 
mass, but once patients gained a large amount of weight, the relation-
ship appeared to normalize. Recently, Goldstone et al.70 reported on 13 
women with PWS, aged 20 to 38 years, and 45 control women, aged 18 
to 56 years, and found differences in resting metabolic rate. Such dif-
ferences could be explained by the abnormal body composition in 
PWS, suggesting that energy expenditure is normal at the tissue level 
in this syndrome.
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Reduced physical activity described in PWS subjects was suggested 
by Schoeller et al.115 as a major cause of the decreased energy expendi-
ture requirements. Although subjects with PWS have hypotonia during 
infancy, which lessens during the fi rst 1 to 2 years of life, a residual 
amount remains throughout life. This low muscle tone and lack of 
coordination may favor a sedentary lifestyle. However, few studies 
have attempted to quantify the levels of physical activity in PWS either 
in a free setting or in a controlled institutional care setting. It is thought 
that children with PWS are less physically active during play compared 
with normal children. To assess physical activity, Nardella et al.104 
studied children with PWS and controls attending a summer camp 
over a 2–week period by using portable activity meters and pedome-
ters. They reported a wide range of activity levels in subjects with PWS 
compared with normal children. These results were inconclusive and 
furthermore did not address the situation in a free setting.

The role of altered energy expenditure and decreased metabolic rate 
as the causation of obesity, along with excessive caloric intake, decreased 
energy expenditure, and reduced physical activity leading to morbid 
obesity in PWS subjects, will require additional research. Growth 
hormone defi ciency and its therapeutic use to stimulate growth, 
particularly to increase stature and muscle mass while decreasing fat 
mass and improving pulmonary function in PWS subjects, will require 
further long-term studies, but signifi cant benefi ts have been reported. 
Growth hormone therapy and related endocrine and metabolic issues 
will be described elsewhere (see Chapter 7).

Onset and Measurement of Obesity

The onset of obesity occurs between ages 1 and 6 years, depending on 
the defi nition of obesity, with an average age of onset by 2 years in 
PWS subjects without growth hormone treatment. This onset follows 
a period of failure-to-thrive, feeding diffi culties, and hypotonia during 
the neonatal and early infancy period, which is designated as the fi rst 
stage of PWS. The abnormal feeding noted during infancy may be due 
to central nervous system or brain dysfunction, particularly an abnor-
mality of the hypothalamus, although gross neuropathologic studies 
have not identifi ed a consistent brain lesion in this area. However, 
limited brain imaging studies with positron emission tomography for 
evaluating brain metabolism have indicated decreased glucose metab-
olism in the parietal lobes of the brain and hypothalamus in at least 
one adult with PWS.29 In addition, recent studies have shown abnormal 
oxytocin levels in brains of PWS subjects97 and high plasma levels of 
GABA,60 which will require further testing.

Skinfold measurements of PWS infants do show excessive fat at an 
early age (6 months) and before the infant is judged to be obese by 
weight/height parameters.22 The subcutaneous fat pattern is character-
istically centrally located over the buttocks, trunk, and thighs but spares 
the distal regions of the extremities with the use of skinfold measure-
ments.40,99,100,115 A two- to threefold increased fat mass compared with 
the general population has been reported, using skinfold measure-
ments to determine percent body fat.100 This patterning has been sub-
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stantiated using more current and accurate measures of obesity such 
as dual-energy X-ray absorptiometry (DXA); for example, 40% to 60% 
body fat was found using DXA in a recent study, which is about two- to 
threefold higher than in the general population.26 There are several 
methods in use to determine body composition, particularly fat, such 
as bioelectrical impedance, which measures fat-free mass and fat mass; 
skinfold thickness, which measures subcutaneous fat mass at various 
sites; magnetic resonance imaging (MRI) of lean and fat tissues; and 
DXA (or DEXA), which provides a measure of fat tissue, lean tissue, 
and bone density. Of the methods listed, DXA is considered the most 
accurate in determining body composition in PWS or in healthy sub-
jects. A thorough discussion of body composition measurement options 
is included later in this volume (see Chapter 6).

The fatness pattern appears to be sex-reversed, with males having 
more fat than females.99,100 Historically, individuals with PWS were 
described as morbidly obese with body mass index (BMI, defi ned as 
weight in kilograms divided by height in meters squared in adults) 
reported11 as high as 47 ± 4.2, compared with a normal BMI range 
between 21 and 27. There is a tendency for internal or visceral fat areas, 
as determined by MRI studies, to be lower in PWS subjects compared 
with obese subjects, as reported by Goldstone et al.71 Goldstone et al. 
studied 13 adult females with PWS and 14 obese control women and 
found signifi cantly reduced visceral fatness or adiposity in the PWS 
females, which is independent of their total adiposity or use of exoge-
nous sex steroid treatment. This was in contrast to that expected by 
their physical inactivity, hypogonadism, growth hormone defi ciency, 
and psychiatric problems. However, Talebizadeh and Butler123 observed 
an overall trend for decreased visceral fat area but not signifi cantly 
different in the PWS subjects compared with controls. They observed 
that PWS subjects with higher visceral fat area may be at an increased 
risk for obesity-related complications, compared with PWS subjects 
without an elevated visceral fat area.

The cause of the reduced visceral adiposity in PWS may refl ect 
hormone imbalance, hypothalamic dysfunction, or genetic infl uence 
on body fat distribution. The visceral fat is positively correlated with 
glucose and triglyceride levels in both PWS and obese subjects and 
contributes to insulin resistance. A different peripheral-visceral fat 
storage pattern seen in PWS subjects compared with obese controls 
may account for the abnormal fat storage and lipolysis in PWS. In addi-
tion, insulin levels are generally lower in PWS subjects compared with 
obese individuals.

Weight Management

Weight control through diet restriction, exercise programs, and/or 
hormone replacement is a constant key management issue throughout 
the life span of an individual with PWS. Diet is historically the corner-
stone for controlling the obesity seen in PWS. Caloric restriction of 6–8 
calories/cm of height will be required to allow for weight loss, while 
10–12 calories/cm of height usually maintains weight in children with 
PWS, particularly in those not undergoing growth hormone therapy.
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Historically, the calorie requirement to maintain weight is about 60% 
of normal. A low-calorie, well-balanced diet of 1,000–1,200 kcal/day 
combined with regular exercise would be advised, but this is diffi cult 
to implement in children and adults with PWS due to the insatiable 
appetite and food-seeking behavior. Supplemental vitamins and 
calcium are recommended. Unfortunately, no medications or surgical 
procedures have had long-term effectiveness in controlling appetite 
and obesity in PWS. An exercise regime should also contribute to 
weight loss and may improve hypotonia, respiratory problems, and 
excessive daytime sleepiness and apnea common in PWS subjects. In 
addition, locking refrigerators and food cupboards may be required to 
prevent the person with PWS from obtaining additional food and from 
eating inappropriately. With the increasing use of growth hormone 
therapy in the pediatric PWS population, weight, stature, and caloric 
intake require close supervision by a multidisciplinary team.

Surgical procedures such as gastroplasty (reducing the size of the 
stomach) and intestinal bypass to correct or prevent obesity have met 
with only limited success in PWS (see Chapter 6). Stomach rupture has 
been reported as a cause of death in PWS due to overeating,77 and sur-
gically decreasing the size of the stomach may further increase the risk 
for the stomach to rupture. Therefore, these surgical procedures are not 
recommended at this time in subjects with PWS.

As concluded, obesity is the most signifi cant health problem in PWS 
and is an increasingly common trait affecting one half of the general 
adult population in the United States.63,81 It is on the rise in children 
with dramatic increases during the past decade. Obesity is a risk factor 
in fi ve of the top 10 causes of death (heart disease, stroke, diabetes, 
atherosclerosis, and malignancies) in this country. There are several 
genetic syndromes besides PWS with obesity as a major component. 
These include: Cohen, Bardet-Biedl, Albright hereditary osteodystro-
phy, Borjeson-Forssman-Lehmann, Alstrom, Carpenter, and fragile X 
syndromes; cytogenetic or chromosome syndromes (e.g., 1p36 dele-
tion, Smith-Magenis syndrome, Down syndrome, sex chromosome 
aneuploidy); and mutations of several obesity-related genes (e.g., 
leptin, leptin receptor, melanocortin 4–receptor, pro-opiomelanocortin 
[POMC], prohormone convertase-I, peroxisome proliferator-activated 
receptor-gamma, and beta-3 adrenergic receptor).10,37 However, because 
of the substantial body of research on PWS and a prevalence rate 
higher than most, PWS is the best example of an obesity syndrome 
to study in order to gain a better understanding of the genetics of 
obesity, as well as behavioral dysfunction, and genotype/phenotype 
correlations.

Other Medical Findings

Bone Density

Other health concerns in individuals with PWS include reduced 
bone density and osteoporosis, which may lead to fractures.26,41,114 
Bone mineral density is a function of a dynamic process of bone resor p-
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tion and production of mineralized bone matrix. The degradation of 
bone matrix or collagen can be determined by measuring urinary N-
telopeptides of type I collagen, while total bone mineral content and 
body composition (e.g., percent fat) can be determined by dual energy 
X-ray absorptiometry (DXA). Butler et al.26 reported data on bone 
density, anthropometric measurements, and biochemical markers of 
bone turnover in subjects with PWS or simple obesity. Signifi cantly 
decreased total bone and spine mineral density and total bone mineral 
content in PWS subjects (ages 10–44 years) were found compared with 
normative data and similarly aged controls. However, no signifi cant 
difference in urinary N-telopeptide levels was found between the PWS 
subjects and obese controls. This suggested a possible lack of depositing 
bone mineral during growth, when bones should become more dense 
(e.g., in adolescence), more so than bone loss in the subjects with PWS. 
This may be due to decreased production of sex or growth hormones 
and/or long-standing hypotonia with decreased physical activity.

Oral and Dental Issues

Dental or oral fi ndings have received limited study in PWS. Thick, 
sticky saliva is a consistent fi nding detectable during the neonatal 
period in PWS subjects regardless of the genetic subtype. Therefore, 
the gene(s) causing the salivary problem may be infl uenced by genetic 
imprinting. Salivary fl ow in PWS subjects is approximately 20% of that 
reported in controls.79 Therefore, xerostomia or a dry mouth is fre-
quently seen in PWS subjects. The salivary ions and protein are present 
in increased amounts, which may refl ect a concentration effect relative 
to decreased water in the saliva.

Normal salivation produces a buffering capacity, induces clearance 
of substances in the mouth by swallowing, protects the teeth from 
extrinsic and intrinsic acids that initiate dental erosion, and allows for 
a capacity to remineralize partially demineralized enamel.139 Therefore, 
syndromes with salivary dysfunction such as PWS predispose to tooth 
wear and underline the importance of normal salivation in the 
protection of teeth against wear by erosion, attrition, and abrasion. 
Dental malocclusion of varying degrees frequently occurs in PWS 
and may require orthodontic alignment. An altered craniofacial devel-
opment and maxillary hypoplasia appears to predispose to dental mal-
occlusion and possibly a narrow upper airway. The role of the dentist 
is considered important to monitor and treat the dental problems 
frequently seen in PWS. Additional oral fi ndings are discussed in 
Chapter 6.

Growth and Growth Hormone

Growth in people with PWS is generally characterized by initial failure-
to-thrive, which may require gavage or tube-feeding during stage one 
of development, followed by a period of normal growth rate with 
heights below the 50th centile and often below the 10th centile. The 
lack of a growth spurt during adolescence results ultimately in mild 
short stature in both males and females. Without growth hormone 
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treatment, adult males with PWS are generally no taller than typical 
females in relationship to normative data. Bone age is generally delayed 
but may be normal or advanced. However, observed delays or accelera-
tions of bone age generally return toward normal during adolescence 
or adulthood.

Intrafamilial and midparental PWS correlations and heritability 
estimates of anthropometric or physical variables from PWS subjects 
and their parents were undertaken by Butler et al.27 in order to 
determine the effects of the genetic background on several growth 
parameters in this syndrome. The data suggested that taller parents 
with longer foot length have taller-than-average PWS children with 
longer feet. These physical characteristics are apparently infl uenced 
by the genetic background, while soft tissue parameters such as arm 
and calf circumferences and skinfolds showed lower heritability 
estimates.

Growth hormone defi ciency or insuffi ciency is now recognized as a 
key feature of PWS and will be discussed in major detail elsewhere. 
However, one study of children with PWS showed that 98% had 
subnormal growth hormone levels over a 24–hour period, and 91% 
displayed subnormal response to growth hormone stimulation.3 This 
insuffi ciency affects both stature and body composition in PWS 
subjects. Individuals with simple obesity without PWS also show 
reduced growth hormone secretion during provocative testing when 
compared with non-obese subjects, but the growth hormone insuffi -
ciency in PWS is not considered to be secondary to obesity. Individuals 
with simple obesity tend to be taller than normal due to elevated 
levels of another growth-promoting protein produced by the liver 
called insulin-like growth factor I (IGF-I).87 IGF-I is low in children 
with PWS.96,112

Early studies in the 1980s of growth hormone replacement in chil-
dren with PWS provided strong evidence that growth velocity was 
substantially improved. Treatment with growth hormone doses of 
0.125 mg/kg/week showed an increased growth rate of 130%, 300%, 
and 600% of baseline in 3 of 4 treated children with PWS.95 This study 
allowed for larger and more rigorous investigations of PWS subjects, 
which further delineated the presence of growth hormone insuffi ciency 
in children with PWS and provided convincing evidence that growth 
hormone replacement not only increases stature but also improves 
lean muscle mass, decreases body fat, increases exercise capacity and 
physical activity, and improves respiratory function. For example, a 
25% reduction in total body fat was achieved with a corresponding 
30% increase in fat-free mass, measurable by DXA and bioelectrical 
impedance, in children with PWS.96 In addition, some parents reported 
improved behavior in their child with PWS undergoing growth 
hormone therapy, although additional long-term studies are needed. 
The positive changes in body composition (Figure 1.5, see color insert) 
appear to be due to growth hormone treatment and not due to changes 
in caloric intake or exercise regime. Potential side effects have been 
recognized, including the risk for Type 2 diabetes mellitus and worsen-
ing of scoliosis in PWS subjects. Growth hormone appears to have a 



Figure 1.5. Five-year-old boy with Prader-Willi syndrome before (top) and after 3 months of growth 
hormone (GH) treatment (bottom). Note the improved body habitus, muscle bulk, and reduced fat. 
The patient was able to increase total caloric intake, and he had increased activity and wakefulness. 
Reprinted with permission from S.B. Cassidy, “Prader-Willi syndrome in the new millennium: introduc-
tion,” The Endocrinologist 2000;10(4) Suppl 1: 1S–2S. Copyright©2000 by Lippincott Williams & Wilkins. 
(See color insert.)
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high level of safety in the child with PWS and holds promise for 
potential benefi ts in adults with the syndrome not previously treated 
with growth hormone, although there is a paucity of data in adults. 
Additional information regarding use, benefi ts, and potential side 
effects of growth hormone treatment will be described in more detail 
elsewhere (see Chapter 7).

Many clinical features in PWS support growth hormone defi ciency, 
which has been documented by a low peak growth hormone response 
to provocative stimulation tests, decreased random growth hormone 
secretion, and low serum insulin-like growth factor-I (IGF-I) levels in 
several studies in over 300 affected children.14 Additionally, 40% to 
100% of children with PWS have fulfi lled the criteria for growth 
hormone defi ciency, which is generally defi ned as a peak growth 
hormone level of less than 10 micrograms/liter in response to one or 
two stimulation tests. Along with insuffi cient growth hormone secre-
tion, PWS subjects have a dysfunctional hypothalamic-pituitary-
gonadal axis, which may contribute to thermoinstability and a high 
pain threshold and appears to play a role in the abnormal appetite and 
incomplete sexual development. This axis and disturbances seen in 
PWS will be discussed in more detail elsewhere (see Chapter 5).

Blood Studies

Both normal and elevated levels of cholesterol and lipids have been 
reported in subjects with PWS.7,11,36,94 Amino acid levels have also 
been reported to be normal in PWS subjects.34 For example, Butler et 
al.36 reported a comparison study of plasma lipid, cholesterol, glucose, 
and insulin levels in 26 subjects with Prader-Willi syndrome (deletion 
and nondeletion) and 32 individuals with simple obesity. The average 
percentage of ideal body weight (IBW) for the reported PWS group was 
175.6 ± 68.0 compared with 150.3 ± 43.8 for the obese subjects. Fasting 
plasma lipid, glucose, and insulin levels were not signifi cantly different 
between the two subject groups, but insulin levels were higher than 
the normative non-obese ranges. However, no signifi cant correlations 
in lipid levels were found in subjects with PWS (deletion or nondele-
tion) compared with obese individuals for either age or percentage of 
IBW. No consistent abnormalities were reported in fasting plasma 
amino acid or urine organic acid levels in PWS subjects compared with 
obese controls, and similarly for thyroid hormone, spontaneous corti-
sol, and ACTH levels. Basal prolactin levels were reported within the 
normal range in PWS subjects. However, plasma gamma amino-butyric 
acid (GABA), dehydroepiandrosterone (DHEA), and DHEA-sulfate 
levels were reportedly elevated in PWS subjects.14,47,60

Butler et al.25 reported a 6–year-old PWS male with maternal disomy 
15 and ethylmalonic aciduria, which raised the question of an inborn 
error of metabolism, particularly a mitochondrial abnormality. Fasting 
plasma coenzyme Q10, an oxygen scavenger utilized in the mitochon-
dria or the power plant of the cell for the electron transport chain 
involved in cellular metabolism and energy expenditure, was mea-
sured in PWS subjects and compared with obese and non-obese sub-
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jects.24 No signifi cant differences were found in the coenzyme Q10 
levels in PWS subjects compared with similarly aged obese subjects; 
however, lower coenzyme Q10 levels were found in the PWS subjects 
compared with non-obese controls. The role of the mitochondria in 
decreased energy expenditure and the lower metabolic rate in PWS will 
require further testing.

Brain Studies

Although most autopsy studies in PWS subjects have been unremark-
able, recent reports have suggested that the paraventricular nucleus (a 
region of the brain involved in the control of appetite and sexual behav-
ior) may be reduced in size, with fewer oxytocin-expressing neurons. 
Further studies by Swaab121 showed a 30% reduction in the growth 
hormone releasing hormone (GHRH) neurons in the arcuate nucleus, 
a key brain region for the release of neuropeptides involved in eating 
behavior. These changes in the hypothalamic region may be suffi cient 
to impair the regulation of food intake and may be the result of a defec-
tive protein (or lack of a protein) due to the chromosome 15 abnormal-
ity and interference in gene regulation. This protein derangement 
may interfere with several systems through gene transcription errors, 
thereby affecting a regulatory protein impacting on neurotransmitter 
or neurohormone levels. An example is the SNRPN gene, which is 
expressed in the brain and involved with splicing messenger RNA. 
This paternally expressed gene is found in the 15q11–q13 region and 
deleted in the majority of PWS subjects or with lack of expression in 
those with maternal disomy. This loss may impact on the function of 
the hypothalamus and lead to altered hypothalamic neuron and neu-
roendocrine function. The differential expression of a second gene 
called 7B2 in the hypothalamus of subjects with PWS may also be 
affected by this genetic derangement.67 However, the gene expression 
for ghrelin, peptide YY, and their receptors was studied and found to 
be present in brain tissue from both PWS and control subjects.124

The product of gene 7B2 is a neuroendocrine chaperone protein that 
interacts with prohormone convertase PC2, involved in the regulated 
secretory pathway in the brain impacting on function. The 7B2 gene is 
located in the 15q13–q14 region, close to the 15q11–q13 region involved 
in PWS. Therefore, alteration of the 15q11–q13 region (e.g., deletion) 
may impact on regulation or activity of the 7B2 gene in PWS subjects, 
as recently reported.8,9 Hence, Gabreels et al.67 studied the presence of 
the neuroendocrine 7B2 protein in the supraoptic and paraventricular 
nucleus of the hypothalamus of fi ve subjects with PWS using antibod-
ies against various segments of the 7B2 precursor polypeptide. Three 
of the fi ve PWS subjects showed no reaction to the 7B2 antibody, MON-
12, while 30 control subjects showed a positive reaction. Thus, there 
was a clear modifi cation of 7B2 expression in some PWS subjects, 
indicating altered neuroendocrine function. In a similar report, these 
authors showed no antibody reaction in these brain nuclei against 
processed vasopressin, another brain-released hormone, but did show 
reactivity against the vasopressin precursor.66 Preliminary molecular 
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genetic data on the 7B2 gene in eight individuals with PWS showed 
abnormalities (M.G. Butler, unpublished data), but additional studies 
are warranted. In addition, preliminary genome-wide expression using 
gene microarray technology showed over- and underexpression of 
dozens of lipid metabolism and neurodevelopmental genes, when 
comparing brain and somatic tissue of PWS subjects matched with 
controls (M.G. Butler, unpublished data).8,9,124

Positron emission tomography (PET) scans and magnetic resonance 
imaging (MRI) studies in PWS have revealed disturbances in the hypo-
thalamic region of the brain, suggesting possible dysfunction.29 Addi-
tionally, abnormal cortical development was reported using 3-D MRI 
in PWS subjects.138 Specialized proton magnetic resonance spectros-
copy (MRS) of the brain in subjects with PWS and MRI images revealed 
mild abnormalities including slight ventriculomegaly, cortical atrophy, 
and a small brain stem. Other methods to examine brain chemistry 
and metabolites include N-acetylaspartate choline (NAA/Cho) and 
N-acetylaspartate/creatine (NAA/Cr) ratios, which were decreased 
in subjects with PWS, although the Cho/Cr ratio did not differ from 
control subjects. Thus, neuron loss or dysfunction was suggested in 
PWS.80 Parietal lobe pathology detected on 1H-magnetic resonance 
spectroscopy may also be associated with more global brain damage 
and loss of cognitive function.

Cognitive and Behavioral Findings

Decreased intellectual functioning was among the four original defi ning 
characteristics of PWS.55,110,140 IQs have ranged from 12 to 100 in previous 
studies in PWS,32,49,59,75,88,140 but the average IQ is typically in the mild 
range of intellectual disability (55–70 IQ). The distribution includes a 
few reports within the 85–100 IQ range and other reports within the 
profound-to-severe range of mental retardation (IQ < 40). Greenswag72 
reported the IQ in a large survey of PWS subjects and found that 
IQ was greater than 85 in about 5% of subjects, about 25% had border-
line mental retardation, 35% had mild retardation, 25% had moderate 
mental retardation, and about 5% had severe mental retardation.

Although approximately 30% of PWS individuals have IQs in the 
normal or borderline range, cognitive dysfunction is nearly always 
present. However, body weight may correlate with IQ in PWS indi-
viduals. For example, Crnic and colleagues49 reported that individuals 
with PWS who were never obese had signifi cantly higher IQ scores 
(mean = 80.2) than PWS subjects who were currently obese (mean = 
57.3) or had been obese and lost weight (mean = 59.9).

Interestingly, individuals with PWS may have greater-than-expected 
abilities to recognize and evaluate fi gures and shapes and strengths in 
tasks requiring integration of stimuli in a spatial relationship. The 
reports of superior puzzle-solving ability in PWS individuals would be 
consistent with this observation.56,84 Dykens56 studied children with 
PWS in order to characterize their presumed ability at jigsaw puzzles. 
She reported relative strengths on standardized visual-spatial tasks 
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such as object assembly, and the scores were signifi cantly higher in 
PWS subjects compared with age- and IQ-matched control subjects 
with mixed mental retardation, but below those of age-matched normal 
children with average IQs. In contrast, children with Prader-Willi syn-
drome scored similarly to normal peers on word searches and out-
performed them on jigsaw puzzles, placing more than twice as many 
pieces as the typically developing group.

Warren and Hunt135 found that children with PWS performed less 
well on a picture recognition task than children with mental retardation 
of unknown etiology matched for chronological age and IQ. The two 
groups of children performed similarly on a task meant to measure 
access to long-term memory. There are few studies on learning and 
memory in PWS, although it is thought that children with PWS have 
a defi cit in short-term visual memory but not in long-term visual 
storage.135 As mentioned earlier, visual perception, organization, and 
puzzle-solving skills are reported as relative strengths in some people 
with PWS, including stronger visual memory in the PWS subjects with 
maternal disomy compared with those with typical deletions89 (see 
section on Genotype-Phenotype Relationships, below).

Early studies have reported that reading abilities may be better than 
arithmetic abilities in most PWS subjects, although both are defi cient.120 
Greenswag72 reported that 75% of 232 PWS individuals analyzed had 
received special education services and typically performed at the sixth 
grade or lower level in reading and at the third grade or lower in 
mathematics. Reading problems in PWS may be exacerbated by visual 
perceptual defi cits, particularly in the maternal disomy subjects. While 
PWS individuals with typical deletions usually have a lower verbal IQ, 
those with maternal disomy exhibit a defi cit in visual processing on 
some tasks, which may offset their greater verbal ability. However, 
Dykens et al.59 reported that adolescents and adults with PWS have 
overall standard academic achievement scores higher than their ability 
measures. In addition, a study by Kleppe et al.90 revealed multiple 
articulation errors (dysarthria), reduced intelligibility, and delayed lan-
guage skills (vocabulary, syntax, and morphologic abilities) in children 
with PWS.

Dykens et al.59 reported that daily living skills may change with 
increasing age in PWS. Thompson and Butler (unpublished data) found 
that PWS subjects and IQ-matched controls differed substantially in 
their degree of independent community living skills. The PWS subjects 
appeared signifi cantly less competent than controls. While this may 
indicate biologically-based differences in cognitive ability, it may also 
refl ect the far more restricted lives that most individuals with PWS lead 
(and therefore more limited opportunities to develop skills) due to the 
concerns that caregivers have about access to food in uncontrolled 
settings.

Butler, Thompson, and colleagues126 collected clinical, genetic, cogni-
tive, academic, and behavioral data from 49 individuals with PWS (22 
males, 27 females; 27 with the typical 15q deletion, 21 with maternal 
disomy 15, and 1 with an imprinting defect), ranging in age from 10 to 
50 years, and 27 control participants. We found that PWS participants 
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obtained signifi cantly lower scores than control subjects in performance 
IQ (p < 0.05), visual-motor skills (p < 0.01), and adaptive functioning 
as assessed by the broad independence (p < 0.01), community indepen-
dence (p < 0.01), and motor skill (p < 0.001) dimensions of the Scales 
of Independent Behavior. No signifi cant differences were found for 
measures of academic achievement. With respect to maladaptive behav-
iors, PWS participants demonstrated signifi cantly higher levels of 
self-injury on the Reiss (p < 0.05) and higher scores on the general 
maladaptive index (p < 0.05) of the Scales of Independent Behavior, 
indicating worse behavior.

Behavioral Issues

Several behavioral and psychological fi ndings can be present in indi-
viduals with PWS including temper tantrums, stubbornness, hoarding, 
manipulative behavior, depression, emotional lability, arguing, worry-
ing, compulsive behavior, skin picking, diffi culty adapting to new 
situations, diffi culty relating to peers, poor social relationships, low 
self-esteem, and diffi culty in detecting social cues from other 
people.40,72,75,84,120,137 Individuals with PWS are generally more verbally 
aggressive and self-assaultive, but less sexually inappropriate, than 
study controls. Children with PWS may be more immature and clumsy 
and more likely to be disliked and teased by their peers.131 However, 
they also can be caring and affectionate. Not all individuals with PWS 
will have the behavior problems that have been reported. A further 
description and discussion of the behavioral characteristics will be 
presented elsewhere (see Part III).

Self-Injurious Behavior
Skin picking and other forms of self-abusive behavior are found at 
some time in most persons with this syndrome and also can be seen in 
individuals with autism and other related developmental disorders. 
Infections in the involved skin areas can occur. Occasionally, an area 
may be picked for several years. Serious health problems from persis-
tent self-injury may occur and include eye poking, subdural hemor-
rhage from forceful head banging, infections from self-infl icted skin 
picking, and anorectal disease from rectal picking and digging.5 Studies 
may reveal one or more ulcers in the rectum, which can be confused 
with infl ammatory bowel disease.

Self-injurious behaviors can be among the most clinically problem-
atic behaviors associated with Prader-Willi syndrome. Previous studies 
have found self-injurious behavior (most notably skin picking) to be a 
prevalent behavioral problem in 69% of adolescents with Prader-Willi 
syndrome137 and in 81% of adults.129 Symons et al.122 surveyed families 
of 62 persons (24 males, 38 females; mean age of 18 years; age range 3 
to 44 years) with Prader-Willi syndrome and determined the preva-
lence, topographies, and specifi c body locations of self-injurious behav-
ior. Self-injury was reported for 81% of the participants, with over 800 
self-injury body sites recorded. Skin picking was the most prevalent 
form of self-injury (82%), followed by nose picking (28%), hand biting 
(17%), head banging (14%), hair pulling (9%), and rectal picking (6%). 
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The front of the legs and head were disproportionately targeted as 
preferred self-injury body sites.

Among school-age students with mental retardation, Symons et al.122 
found that the most common forms of self-injury were biting, head 
banging, and hitting, whereas picking and pinching were more common 
among the PWS subjects. Non-PWS individuals with mental retarda-
tion tend to direct self-injury toward the head, while PWS subjects tend 
to distribute self-injury widely across the body including specifi c fi nger, 
arm, and leg areas. Other forms of self-abusive behavior have been 
reported, including trichotillomania, pushing pins and tacks into skin, 
and pulling out nails.5 Onset of these behaviors is variable, usually 
during childhood but sometimes not until adolescence or early 
adulthood.

The etiology and pathophysiological mechanisms of self-injury are 
poorly understood. The primary pharmacological approaches for treat-
ing self-injury in persons with mental retardation and related deve l-
opmental disabilities are aimed at the dopaminergic system (i.e., 
neuroleptics), the serotonergic systems (i.e., serotonin reuptake inhibi-
tors), or the endogenous opioid peptide systems (i.e., opiate antago-
nists).6,128 Some pharmacological approaches to treating self-injury 
among persons with Prader-Willi syndrome have been useful.119,134

Compulsive Behavior
Dykens et al.58 reported that compulsive symptoms are found in up to 
60% of persons studied with PWS. Obsessive-compulsive disorder 
(OCD) 32,72 symptoms usually begin in adolescence or adulthood in the 
non-PWS population, and the compulsive behaviors are believed to 
reduce or prevent anxiety. A large body of evidence has implicated 
serotonergic mechanisms as underlying the clinical manifestations of 
OCD in other neuropsychiatric populations.103 Pharmacologic agents 
that inhibit serotonin reuptake (e.g., clomipramine) have produced 
clinical improvements as well as changes in peripheral measures of 
serotonin function,62 and use of these agents has improved compulsiv-
ity and reduced OCD symptoms in some individuals with PWS.51,82 
Similarities in the number, type, and severity of compulsive behaviors 
in adults with PWS and those with OCD have been reported.59 However, 
compulsive behavior in typically developing children decreases from 
2 to 6 years, while compulsivity increases in children with PWS during 
this age range.52,53 There appears to be a temporal correlation between 
appetite onset and compulsivity and tantrums in children with PWS. 
While people with PWS have compulsive disorder that overlaps with 
that seen in other conditions (e.g., OCD, autism), it may also involve 
different mechanisms.

On the Yale-Brown Obsessive Compulsive Scale (Y-BOCS), Butler, 
Thompson, and colleagues126 found group differences between PWS 
and control participants for the total (p < 0.05) and compulsions (p < 
0.01) scores, as well as for specifi c aspects of severity of compulsions: 
time spent performing compulsions (p < 0.01), length of compulsion-
free intervals (p < 0.01), interference with daily activities (p < 0.01), and 
degree of control over compulsions (p < 0.01). In contrast, signifi cant 
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group differences were not obtained for any Yale-Brown Obsessive 
Compulsive Scale obsession scores, or for internal aspects of com-
pulsive behaviors, such as the individual’s effort to resist against 
compulsions.

It appears that people with PWS have a compulsive disorder related, 
but probably not identical, to compulsive disorder seen in other condi-
tions such as autism, Tourette’s syndrome, and obsessive-compulsive 
disorder alone. We further speculate that lack of GABA-ergic inhibition 
of dopaminergic and serotonergic neurons in the orbitofrontal and 
prefrontal cortex and head of the caudate nucleus may be implicated 
in the compulsive symptoms seen due to the following: (1) the presence 
of three GABA-A receptor genes (alpha 5, beta 3, gamma 3) in the 
chromosome 15q11-q13 region; (2) our fi ndings of elevated levels of 
GABA in plasma of individuals with PWS and Angelman syndrome 
(as previously indicated, possibly refl ecting up-regulation of GABA 
due to improper binding at GABA receptors); and (3) recent gene 
expression studies with paternal bias of the GABA receptor genes.8,9 
There are reports that psychotropic medications reduce obsessive-
compulsive disorder symptoms in other people and tend to reduce 
tantrums and compulsive behavior in people with PWS,51, 119, 134 but this 
area has been poorly studied in PWS.

Genotype-Phenotype Relationships

Clinical, Behavior, and Cognition

Phenotypic clinical differences among individuals with Prader-Willi 
syndrome having separate genetic subtypes (typical deletion, maternal 
disomy, or imprinting defect) are important to study to learn about the 
role of specifi c genes and their clinical outcomes. The correlation of 
specifi c clinical manifestations and genetic fi ndings will enhance our 
understanding of genomic imprinting and genotype/phenotype cor-
relations in PWS. The rarity of individuals with imprinting defects has 
limited their comparison to those individuals with typical deletions or 
maternal disomy for genetic and clinical correlation studies.

The phenotypic spectrum of PWS is quite variable and may be 
dependent on the genetic subtype. In addition, genotype/phenotype 
differences may be helpful in guiding the clinician in the evaluation of 
patients with suspected PWS and in providing prognostic counseling 
for families once the diagnosis (and specifi c genetic subtype) of PWS 
is established.

Hypopigmentation (i.e., lighter hair, eye, and skin colors compared 
with other family members at a similar age) has been noted to occur at 
a higher frequency in PWS subjects with the typical chromosome 15 
deletion16,17,32 and is found to be associated with a deletion of the P gene, 
which is involved in pigment production, localized at the distal end of 
the chromosome 15q11–q13 region. Molecular genetic studies have 
shown that hypopigmentation does not correlate with the DNA haplo-
type pattern in the region of the P gene.118 In addition, the P gene is not 
considered to be imprinted and is expressed in both chromosome 15s 
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but deleted from one member of the pair in PWS (and AS) subjects with 
the typical 15q11–q13 chromosome deletion, leading to a decreased 
amount of pigment.8,9

Previous studies have revealed that individuals with PWS with the 
chromosome 15 deletion were more homogeneous than other PWS 
subjects in their clinical presentation and anthropometric or physical 
measurements (e.g., radiographic measurements of the bones of the 
hand), as refl ected in the metacarpophalangeal pattern profi le.28 Those 
with the 15q deletion (males and females) also were more homoge-
neous than nondeletion subjects with respect to dermatoglyphic plantar 
fi ndings of the foot, with a lack of plantar interdigital II-IV patterns 
with almost exclusively hallucal distal loops.111 Early studies were 
conducted before the recognition of maternal disomy 15 as the most 
common cause of the nondeletion status among people with PWS.

With the advent of molecular testing for all subjects with PWS, 
several studies have been reported to compare the major genetic sub-
types (deletion and maternal disomy) with clinical fi ndings. For 
example, Gillessen-Kaesbach et al.68 noted lower birth weights in indi-
viduals with PWS and the typical deletion subtype, while an increased 
maternal age was found in the case of those with maternal disomy. This 
latter observation was consistent with the source of the extra chromo-
some 15 from the mother during egg production causing trisomy 15, 
or three chromosome 15 s in the fetus, followed by loss of the chromo-
some 15 donated from the father during early pregnancy, leading to 
maternal disomy 15 in the fetus at birth. Mitchell et al.102 also reported 
a shorter birth length in PWS males with maternal disomy, compared 
with males having the 15q deletion, and a shorter course of gavage 
feeding with a later onset of hyperphagia in PWS females with mater-
nal disomy. In addition, Cassidy et al.44 observed that people with PWS 
and maternal disomy were less likely to have the typical facial appear-
ance and less likely to show certain behavioral features of PWS, includ-
ing skin picking, skill with jigsaw puzzles, a high pain threshold, and 
articulation problems. No signifi cant differences were found between 
the groups (deletion and maternal disomy) in most other clinical fi nd-
ings including neonatal hypotonia, need for gavage feeding, cryptor-
chidism, genital hypoplasia, small hands and feet, scoliosis, dental 
anomalies, sticky saliva, behavioral disturbances, hyperphagia, 
decreased vomiting, or sleep disorder. Gunay-Aygun et al.73 reported 
that the diagnosis of PWS among individuals with maternal disomy 
was typically reported later than among those with a deletion, possibly 
due to a milder phenotype in maternal disomy subjects.

People with PWS may hoard and arrange items excessively. Dykens 
et al.57 described differences between the genetic subtypes in PWS 
subjects such that the deletion group had higher scores using the Child 
Behavior Checklist, indicating more compulsive symptoms and more 
symptom-related distress. In addition, Symons et al. characterized the 
self-injurious behavior in 62 PWS subjects via a questionnaire survey.122 
PWS individuals with the typical 15q11-q13 deletion injured at signifi -
cantly more body sites than did individuals with maternal disomy 15. 
Skin picking was the most common form of self-injury. Thompson and 
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Butler126 found that PWS subjects with typical deletions exhibited sig-
nifi cantly greater self-injury than both a control group and a maternal 
disomy subgroup. The typical deletion subgroup also displayed higher 
compulsivity scores than the control group and spent more time engag-
ing in compulsive behavior. Their compulsive rituals interfered with 
their daily living, and they were less able to control their compulsive 
behavior. Both PWS genetic subgroups showed signifi cantly greater 
global severity of compulsive behaviors than the control group, while 
the typical deletion group consistently showed the most severe 
symptoms of OCD. Subjects with maternal disomy showed an inter-
mediate level of OCD symptoms. Additional studies will be needed to 
confi rm this observation. In addition, Vogels et al.132 recently reported 
that psychoses in Prader-Willi syndrome subjects occur more often in 
those adults with maternal disomy 15 compared with those with the 
deletion.

Subgroup comparisons in a study by Roof, Butler, Thompson 
and others113 revealed additional differences between PWS deletion 
and maternal disomy participants in measures of intelligence and 
academic achievement administered to 38 individuals with PWS (16 
males and 22 females; 24 with deletion and 14 with maternal disomy). 
PWS subjects with maternal disomy 15 had signifi cantly higher verbal 
IQ scores than those with the deletion (p < 0.01). The magnitude of 
difference in verbal IQ was 9.1 points (69.9 versus 60.8 for maternal 
disomy and deletion PWS subjects, respectively). Only 17% of the 
subjects with the 15q11-q13 deletion had a verbal IQ ≥ 70, whereas 50% 
of those with maternal disomy had a verbal IQ ≥ 70. However, 
performance IQ scores did not differ between the two PWS genetic 
subtype groups (62.2 versus 64.7 for maternal disomy and deletion 
PWS subjects, respectively). The full scale IQ did not differ signifi cantly 
between the two groups (64.1 versus 61.0 for maternal disomy and 
deletion, respectively). Specifi c subtest differences were noted in 
numeric calculation skill, attention, word meanings, factual knowl-
edge, and social reasoning, with the maternal disomy PWS subgroup 
scoring higher than the typical deletion subgroup. Deletion PWS 
subgroup subjects scored higher than the maternal disomy subgroup 
on the object assembly subtest, which further supports specifi c visual-
perceptual skills being a relative strength for the deletion subgroup. 
This may explain anecdotal accounts of subjects with PWS having an 
uncanny ability to assemble jigsaw puzzles and the study reported by 
Dykens.56 Dykens found that, within Prader-Willi syndrome, puzzle 
profi ciency was not predicted by age, IQ, gender, degree of obesity, or 
obsessive-compulsive symptoms but by the genetic status (specifi cally 
higher in the deletion subgroup).

The mechanisms whereby certain skills appear to be preserved in the 
maternal disomy subgroup have yet to be identifi ed. Whether this 
phenomenon is caused by genomic imprinting versus the nonimprint-
ing status of genes in the 15q11-q13 region is not known. The presence 
of more active or expressed genes in maternal disomy individuals may 
be due to possible dosage mechanisms. If only one allele, or member 
of a gene pair, is normally expressed (i.e., one allele is active on the 
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mother’s chromosome 15 but inactive on the father’s chromosome 15), 
and there are two active copies instead of one copy (e.g., maternal 
disomy 15), then more gene product is produced, which may be advan-
tageous. Evidence to date further documents the difference between 
verbal and performance IQ score patterns among subjects with PWS 
and the deletion versus the maternal disomy subtype.

Visual Perception and Visual Memory

Discrimination of shape of motion testing was performed by Fox et al.65 
wherein forms were generated by random dot elements that varied in 
element density and temporal correlation. This testing was done in four 
participant groups (PWS deletion, PWS maternal disomy, comparison 
subjects, and normal controls). The procedure uses white dots present-
ing on a computer monitor that blink on and off randomly. Imbedded 
within the randomly presented dots is a fi xed array of dots with a 
defi ned form (e.g., the letter “E”), moving slowly from side to side. The 
array may vary in element density and degree of correlation of the 
blinking dots. Performances of normal controls exceeded that of all 
other groups (78% correct, p < 0.009). The typical PWS deletion (66%) 
and equivalent controls (59%) did not differ signifi cantly. However, 
performance of the maternal disomy group was signifi cantly worse 
(38%) than any of the other groups (p < 0.04). The inferior performance 
of the maternal disomy group may be attributed to receiving two active 
alleles of maternally expressed genes infl uencing development of the 
visual system. Other possibilities include the requirements of pater-
nally expressed genes, residual mosaic trisomy in brain tissue, or 
complex interactions including specifi c ratios of differentially spliced 
gene products.65 Alternatively, since we know people with PWS have 
elevated plasma GABA, and it has been shown from other studies that 
excessive GABA levels have deleterious effects on retinal functioning, 
it is possible that visual signal strengths could be compromised at the 
level of initial input, which would manifest itself as a perceptual 
defi cit.

Joseph et al.89 reported substantial differences in visual-spatial 
memory among PWS individuals with maternal disomy compared 
with those with deletions. The rate of short-term memory decay among 
individuals with maternal disomy was considerably slower than in 
either PWS individuals with typical deletions or matched controls. The 
study involved 17 individuals with PWS—7 with deletions, 10 with 
maternal disomy—and 9 matched controls. Each participant performed 
a visual recognition task. A series of color digital photographs was 
presented; most were presented twice, and the remainder appeared 
only once. Photographs presented twice were separated by 0, 10, 30, 
50, or 100 intervening photographs. After viewing each photograph, 
participants indicated whether or not the photograph had been pre-
sented previously. This procedure was conducted twice, once using 
photographs of foods and the second time using non-food items. As 
the number of intervening photographs increased between the fi rst and 
second presentation, participants were less likely to remember having 
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seen the photograph previously. Performance by the maternal disomy 
participants was less affected by increasing the number of intervening 
photographs relative to the other two groups (deletion and non-PWS 
controls), suggesting superior visual recognition memory.

Phenotypes Associated with Longer Versus Shorter 
Typical Deletions

The majority of people with PWS have a paternally derived interstitial 
deletion of the 15q11–q13 chromosome region including 3.5 million to 
4 million base pairs of DNA. Two proximal breakpoints (BP1 and BP2) 
where the typical deletion occurs have been reported in this region. 
Type I deletions (involving BP1) are larger than type II deletions (involv-
ing BP2) by about 500 kilobases of DNA.130 Clinical, anthropometric, 
and behavioral data were analyzed in 12 PWS subjects (5 males, 7 
females; mean age 25.9 ± 8.8 years) with type I deletion and 14 PWS 
subjects (6 males, 8 females; mean age 19.6 ± 6.5 years) with type II 
deletion, determined by presence or absence of DNA markers between 
BP1 and BP2.20 PWS subjects with the longer typical deletions scored 
signifi cantly higher in tests measuring self-injurious and maladaptive 
behaviors compared with PWS subjects with shorter typical deletions. 
In addition, obsessive-compulsive behavior was more evident in PWS 
subjects with longer deletions. It appears that loss of genetic material 
between breakpoints BP1 and BP2 signifi cantly increases the severity 
of behavioral and psychological problems in this syndrome. Four genes 
have been identifi ed and located between BP1 and BP2.46 They may 
play a role in brain development or function accounting for our 
observed clinical differences. One of those genes, NIPA-1, is expressed 
in brain tissue and will require further investigation to determine its 
role in causing specifi c clinical fi ndings in PWS.

Conclusions

Prader-Willi syndrome is a prototypic contiguous gene disorder with 
several genes in the 15q11–q13 region contributing to the phenotype. 
PWS and Angelman syndrome were the fi rst examples in humans of 
genomic imprinting, or due to the difference of genetic expression 
depending on the parent of origin. Signifi cant behavioral differences 
distinguish the two major genotypes (typical deletion versus maternal 
disomy). Generally, those with typical deletions of the entire region 
have had the most severe behavioral phenotype with more skin picking, 
lower verbal IQ, and hypopigmentation. Those with maternal disomy 
are more impaired on visual perception but have superior visual rec-
ognition memory. We have recently found that among those with 
typical deletions, there are two subtypes, a longer (type I) and shorter 
(type II) deletion. The phenotypes of individuals with the longer dele-
tion are more severe in general than those with shorter deletions. Within 
the region between the longer and shorter deletion breakpoints is the 
NIPA-1 gene, which is expressed in brain tissue and may be implicated 
in these differences.20
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Many features in persons with PWS suggest a hypothalamic dys-
function: hyperphagia, sleep disorders, defi cient growth hormone 
secretion, and hypogonadism. In addition, children with damage to the 
hypothalamus such as following craniopharyngioma brain tumor 
surgery can show features similar to PWS including an increased 
appetite, obesity, learning and behavior problems, a decreased growth 
rate, and endocrine disturbances. This relationship should be further 
pursued in brain pathology and neuroanatomical studies including 
brain imaging (e.g., functional MRI and optical topography).

A multidisciplinary approach is needed to treat individuals with 
PWS, regardless of the age of the patient. Primary care physicians 
such as pediatricians, family physicians, or internists should be able to 
treat most patients with PWS in consultation with a clinical geneticist, 
endocrinologist, dietitian, and other experts as needed. Additional 
information about PWS can be obtained by contacting a local genetics 
center and through the national and local Prader-Willi syndrome 
associations.

Most individuals with this syndrome can be healthy if diagnosed 
early and a treatment plan is in place to avoid the complications of 
uncontrolled obesity. Additional needs depend on the overall health of 
the child and the age at diagnosis. Exercises to increase coordination, 
balance, and strength are important but should be kept simple and low 
in number at the beginning and gradually increase over time. Consulta-
tion with the patient’s doctor and physical therapist is recommended 
before undertaking an exercise program at home or in the school 
setting. A better understanding of energy expenditure and energy 
balance in PWS is clearly needed.

There are currently no consistent, well-established behavioral or psy-
chological management methods for overcoming all behavioral prob-
lems associated with PWS. The greatest success appears to be obtained 
by capitalizing upon the inherent compulsivity of people with PWS in 
devising highly predictable daily routines, the use of behavior manage-
ment reward systems to promote exercise and diet control, and provid-
ing choice whenever feasible within the structured daily schedule. 
Tasks to improve social skills such as taking turns or working together 
with peers may be useful. These tasks should be incorporated into the 
classroom setting by working closely with the school educators and 
administrators.

Selective serotonin reuptake inhibitors may be helpful in reducing 
tantrums, while atypical neuroleptics that produce minimal weight 
gain may be of some value in treating aggressive outbursts that may 
occur in some PWS individuals. Skin picking appears to be regulated 
by a different neurochemical mechanism than other compulsive symp-
toms, which may implicate the lack of GABA-ergic inhibition at the 
brain level. No systematic trials of GABA agonists have been reported 
to date. Pharmacological treatments for weight control and behavior 
problems have met with only modest results. A better understanding 
of genome-wide microarray expression in brain and peripheral tissues 
and recognition of disturbed interconnected gene pathways in PWS 
may lead to additional treatment modalities.
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It is often diffi cult but vital to fi nd appropriate services to meet the 
needs of the immediate and extended family as well as teachers. Since 
nearly one third of the people with PWS have a low normal IQ, they 
often do not qualify for mental retardation services yet are poorly 
served within most psychiatric programs. Many parents and advocacy 
organizations have developed specialized residential programs for 
young adults with PWS to meet this need.

With recent approval of growth hormone for treating individuals 
with PWS, many children are now on therapy and positive results have 
been reported, specifi cally with an increased muscle mass and strength, 
improved respiratory function, decreased fat mass, increased physical 
activity and energy expenditure, and taller stature. Potential side effects 
relating to growth hormone treatment are under long-term study in the 
PWS population. PWS subjects may have scoliosis, which could be 
exacerbated by rapid growth in children with or without PWS regard-
less of growth hormone treatment. Therefore, checking and monitoring 
for scoliosis should be performed by their physician on a regular basis 
before and while receiving growth hormone. Growth hormone treat-
ment in non-PWS populations may be associated with an increased risk 
for slipped capital femoral epiphysis, a condition that is associated with 
obesity. Growth hormone treatment also may be associated with an 
increased incidence of pseudotumor cerebri. Thus, careful monitoring 
for these fi ndings should be routine in following children with PWS.

Obesity is a major health problem in PWS with an increased risk for 
Type 2 diabetes mellitus in individuals with PWS and other complica-
tions related to obesity. Moreover, growth hormone treatment may 
decrease insulin sensitivity and further increase the risk for non-insulin-
dependent diabetes mellitus. Therefore, all children with PWS and 
obesity should be carefully monitored for glucose intolerance and dia-
betes mellitus regardless of growth hormone treatment.

It is reasonable to believe that the improvement in body composition 
noted in children with PWS on growth hormone therapy should lower 
the risk for co-morbid diseases (e.g., diabetes, high blood pressure, 
cardiovascular disease). A long life span with a better quality of life 
would be anticipated. There is a high probability that the growth 
hormone/insulin growth factor axis defi ciency seen in children with 
PWS is also present in adults. Therefore, adults may also benefi t from 
growth hormone therapy, but there is a paucity of data in treating 
adults with PWS at this time. Understanding the genetic cause and 
pathophysiology of Prader-Willi syndrome should allow for better 
treatment options for the future and a better quality of life for those 
affected with this condition.
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Diagnostic Criteria for 

Prader-Willi Syndrome
Shawn E. McCandless and Suzanne B. Cassidy

Diagnostic criteria for Prader-Willi syndrome (PWS) were originally 
established in 1993 by consensus of a group of highly experienced 
physicians and psychologists.7 These criteria were developed to care-
fully establish the basis for diagnosis to allow for accurate management 
and genetic counseling, and to ensure uniform clinical diagnosis for 
future molecular investigations in defi ning the cause of the syndrome 
and development of diagnostic tests. As diagnostic testing with FISH 
(fl uorescence in situ hybridization) and other molecular techniques 
became a reality, the validity of the criteria was confi rmed.3,4,5,8,13,18 At 
the same time, the need for precise clinical diagnostic criteria was 
superseded by the need for guidelines to identify appropriate indica-
tions for molecular testing.6 Today, this is the most important use of 
diagnostic criteria. This chapter will review the diagnostic criteria, 
evaluate the current status of these criteria, and review approaches to 
diagnosis in light of the natural history of the disorder. The goal of 
diagnostic criteria now should be to maximize early identifi cation 
while limiting costs for unnecessary testing.

Diagnosing Prader-Willi Syndrome Using 
Diagnostic Criteria

The diagnostic criteria developed in 1993 through a consensus process 
are shown in Table 2.1.7 Clinical diagnosis is based on a scoring system 
that assigns one point each for major criteria and one half point for 
minor criteria. The diagnosis is confi rmed in an individual of 3 years 
or older when at least fi ve major criteria are present and there is a total 
of at least eight points. Because many of the diagnostic criteria are not 
present in the fi rst several years of life, diagnosis in a child under 3 
years of age requires the presence of only four major criteria and at 
least fi ve total points.

Experience demonstrated that the diagnostic criteria allowed for con-
fi dence that the diagnosis was correct but that they did not confi rm the 
diagnosis in some individuals who truly did have the disorder.5 This 
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Table 2.1. Consensus Diagnostic Criteria for Prader-Willi Syndrome*
Major criteria

 1. Neonatal and infantile central hypotonia with poor suck, gradually improving with age
 2. Feeding problems in infancy with need for special feeding techniques and poor weight gain/

failure to thrive
 3. Excessive or rapid weight gain on weight-for-length chart (excessive is defi ned as crossing two 

centile channels) after 12 months but before 6 years of age; central obesity in the absence of 
intervention

 4. Characteristic facial features with dolichocephaly in infancy, narrow face or bifrontal 
diameter, almond-shaped eyes, small-appearing mouth with thin upper lip, down-turned 
corners of the mouth (3 or more required)

 5. Hypogonadism—with any of the following, depending on age:
a. Genital hypoplasia (male: scrotal hypoplasia, cryptorchidism, small penis and/or testes for 

age [<5th percentile]; female: absence or severe hypoplasia of labia minora and/or clitoris)
b. Delayed or incomplete gonadal maturation with delayed pubertal signs in the absence of 

intervention after 16 years of age (male: small gonads, decreased facial and body hair, lack 
of voice change; female: amenorrhea/oligomenorrhea after age 16)

 6. Global developmental delay in a child younger than 6 years of age; mild to moderate mental 
retardation or learning problems in older children

 7. Hyperphagia/food foraging/obsession with food
 8. Deletion 15q11–q13 on high resolution (>650 bands) or other cytogenetic/molecular 

abnormality of the Prader-Willi chromosome region, including maternal disomy

Minor criteria

 1. Decreased fetal movement or infantile lethargy or weak cry in infancy, improving with age
 2. Characteristic behavior problems—temper tantrums, violent outbursts and obsessive/

compulsive behavior; tendency to be argumentative, oppositional, rigid, manipulative, 
possessive, and stubborn; perseverating, stealing, and lying (5 or more of these symptoms 
required)

 3. Sleep disturbance or sleep apnea
 4. Short stature for genetic background by age 15 (in the absence of growth hormone 

intervention)
 5. Hypopigmentation—fair skin and hair compared to family
 6. Small hands (<25th percentile) and/or feet (<10th percentile) for height age
 7. Narrow hands with straight ulnar border
 8. Eye abnormalities (esotropia, myopia)
 9. Thick, viscous saliva with crusting at the corners of the mouth
10. Speech articulation defects
11. Skin picking

Supportive fi ndings (increase the certainty of diagnosis but are not scored)

 1. High pain threshold
 2. Decreased vomiting
 3. Temperature instability in infancy or altered temperature sensitivity in older children and 

adults
 4. Scoliosis and/or kyphosis
 5. Early adrenarche
 6. Osteoporosis
 7. Unusual skill with jigsaw puzzles
 8. Normal neuromuscular studies
* Scoring: Major criteria are weighted at one point each. Minor criteria are weighted at one half point. Children 3 
years of age or younger: Five points are required for diagnosis, four of which should come from the major group. 
Children 3 years of age to adulthood: Total score of eight is necessary for the diagnosis. Major criteria must comprise 
fi ve or more points of the total score.
Source: V. A. Holm et al., “Prader-Willi syndrome: consensus diagnostic criteria.”7 Reproduced with permission 
from Pediatrics, Vol. 91(2), p. 399, Copyright ©1993 by the AAP.
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was further confi rmed in a critical review of the diagnostic criteria by 
Gunay-Aygun et al.,6 who showed that 15 of 90 patients with a molecu-
larly confi rmed diagnosis of PWS did not meet the requirements of the 
diagnostic criteria. The authors pointed out that the criteria were devel-
oped to precisely identify affected individuals for counseling and for 
involvement in studies to develop molecular tests. Now that highly 
sensitive and specifi c molecular testing is available, the purpose of 
diagnostic criteria has shifted to identifying those individuals for whom 
diagnostic testing is indicated.6 Therefore, new criteria were suggested 
to prompt specifi c genetic testing for PWS (see Table 2.2). Other authors18 
have identifi ed “core” criteria, the absence of any one of which strongly 
predicts negative molecular genetic testing. These criteria are: a weak 
suck in the neonatal period, a weak cry and reduced activity in the 
neonatal period, absence or rarity of vomiting, and thick saliva. Again, 
the presence of these criteria is age dependent, limiting their usefulness 
in the very young patient.

The new criteria shown in Table 2.2 take into account the evolving 
clinical course of the disorder. Recognition of the natural history of a 
condition is especially important now that specifi c management strate-
gies are known to alter the long-term consequences of the disorder. 
Other chapters in this book will document the importance of early 
diagnosis in maximizing potential growth and performance in indi-
viduals with PWS while minimizing long-term complications.

As noted previously, there are two distinct phases recognized in the 
life of an individual with PWS. The fi ndings associated with these two 
phases affect the likelihood that an individual with PWS will satisfy 

Table 2.2. Proposed Revised Criteria To Prompt Diagnostic Testing 
for Prader-Willi Syndrome
Age Features Suggesting PWS

Birth to 2 years Hypotonia and weak suck

Early childhood Appropriate neonatal history of hypotonia
  and weak suck
 Global developmental delay

Later childhood Appropriate neonatal history of hypotonia
  and weak suck
 Global developmental delay
 Excessive appetite and lack of satiety
  (hyperphagia), obesity (if food not limited)

Adult Mild or borderline mental retardation
 Excessive appetite and lack of satiety (hyperphagia),
  obesity (if food not limited)
 Hypothalamic hypogonadism
 Typical behavior (especially obsessive-compulsive
  features, skin picking, or temper tantrums)
Adapted from M. Gunay-Aygun et al., Pediatrics, 2001;108(5):E92.6
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the diagnostic criteria. Phase 1 begins in the uterine environment with 
decreased fetal movement and a high rate of malposition (breech), 
leading to the need for uterine manipulation (e.g., external version to 
move the breech fetus to a headfi rst position for delivery) and surgical 
delivery (Caesarian section). In the newborn and in early infancy there 
is profound hypotonia, excessive sleepiness, failure to wake for feeding, 
and lack of crying. This is generally accompanied by a poor or weak 
suck, diffi culty latching on to the breast leading to high failure rate for 
breast-feeding, poor intake from a bottle, and poor weight gain. Most 
infants require tube feedings for weeks to months, rarely persisting 
beyond 6 to 9 months, in order to avoid or minimize the poor weight 
gain.

Of the eight major diagnostic criteria put forward by the consensus 
group,7 only four relate to clinical fi ndings found in the fi rst 2 years of 
life (numbers 1, 2, 4 and 5 in Table 2.1). Another major criterion, pres-
ence of a cytogenetic abnormality, may be found in some but is unlikely 
to be found unless the diagnosis of PWS is already being considered. 
Therefore, the diagnostic criteria are much less useful in the fi rst 2 years 
of life, at the time when the proper diagnosis is critical for early inter-
vention to prevent complications. This recognition of the limitations of 
the original diagnostic criteria has prompted the current recommenda-
tion that testing be considered for all infants with hypotonia and a poor 
suck (Table 2.2). PWS appears to be one of the most common identifi -
able causes of marked neonatal hypotonia. This was shown in a German 
study that identifi ed PWS, confi rmed molecularly, in 29 of 65 hypotonic 
infants tested.5 This was subsequently confi rmed by Richer et al.16 in 
an 11-year retrospective study of newborns admitted to the neonatal 
intensive care unit of a children’s hospital, which showed that PWS 
was second only to hypoxia as a cause of hypotonia (6 of 33 patients 
with central hypotonia).

The differential diagnosis in the fi rst phase of neonatal hypotonia 
includes a wide variety of other chromosomal rearrangements that are 
mostly detectable by high resolution chromosome analysis or subtelo-
meric FISH in addition to spinal muscular atrophy type I (Werdnig-
Hoffmann disease), congenital myotonic dystrophy, peroxisome 
biogenesis disorders (e.g., Zellweger syndrome), congenital central 
nervous system malformations or anoxic injury, and rarely benign con-
genital hypotonia.1 Many other disorders may present with congenital 
hypotonia, most of which are easily distinguished by other clinical 
fi ndings. The differential diagnosis of infantile hypotonia is beyond the 
scope of this chapter.

By the later part of the fi rst year and early second year of life, the 
feeding diffi culties are usually resolving, the infant begins to have 
better weight gain, and there is slow but steady developmental pro-
gress. This “honeymoon period” may last 2 or 3 years before the onset 
of the second phase of the clinical course of PWS, the hyperphagic 
phase. At this time recognition of signifi cant developmental delay may 
bring the child with PWS to medical attention, although there is a ten-
dency to delay diagnostic testing at this point because the feeding 
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problems and hypotonia appear to be improving relative to the fi rst 
year of life.

The second distinct phase in the life of a person with PWS is charac-
terized by the onset of excessive appetite, or more accurately, lack of 
satisfaction of hunger after eating. This is accompanied by a failure to 
progress beyond several normal behavioral phases of the 2-year-old, 
including the need for routines in the schedule, diffi culty with transi-
tions between activities, and rapidly escalating loss of emotional control 
(tantrums) during disagreements or disappointments. At the same time 
there may be recognition of unusual food-related behaviors such as 
foraging or hoarding food. Often there is obsessive thinking about food 
and verbal repetition of questions about food (e.g., “When will it be 
time for lunch?”). The combination of rapid weight gain and behavioral 
issues often brings the child to medical attention and suggests the diag-
nosis of PWS to the medical provider. Unfortunately, this often occurs 
after the child has become massively obese. It is not uncommon to see 
the plot of the child’s weight on a standard growth curve go from below 
the 3rd percentile to above the 95th percentile in less than a year.

At this time, the consensus clinical diagnostic criteria are more likely 
to be positive. The hypogonadism is clearly present, though it may be 
overlooked by physicians, especially in prepubertal females. It is gener-
ally more obvious in males than females because of the high rate of 
undescended or nonpalpable testes and small penis. The female exter-
nal genitalia may be underdeveloped, with very small labia minora and 
clitoris. If not appreciated in childhood, the hypogonadism becomes 
readily apparent in late adolescence with the lack or arrest of develop-
ment of secondary sexual characteristics. Interestingly, there is often 
premature adrenarche, with development of fi ne pubic hair, underarm 
hair, odoriferous sweat, and sometimes acne.

The characteristic facial appearance is often more readily distin-
guished in later childhood as well, particularly in the presence of 
obesity. Anecdotally, it appears that treatment with growth hormone 
may alter the facial appearance somewhat, making diagnosis more 
diffi cult based on that fi nding. The presence of the minor criteria of 
short stature and small hands and feet may also be altered by therapy 
with growth hormone.

Later in childhood the global developmental delay becomes more 
obvious as the motor issues begin to resolve. In the school-age child 
specifi c learning strengths and weaknesses may be recognized on the 
background of global cognitive dysfunction, leading the informed edu-
cator to raise the possibility of the diagnosis.

How Sensitive and Specifi c Are the Diagnostic Criteria?

The consensus diagnostic criteria are highly specifi c for the diagnosis 
in later childhood. There are few convincing reports in the literature of 
individuals who clearly meet the diagnostic criteria but have normal 
molecular studies,18 but it is possible that injury to the developing 
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hypothalamus or pituitary could cause some of the typical PWS fi nd-
ings (e.g., Cushing syndrome). Experience suggests that these patients 
can be distinguished from molecularly confi rmed patients with PWS 
on the basis of clinical grounds, although we are aware of no confi rma-
tion studies.

The published consensus diagnostic criteria are less sensitive for 
molecularly confi rmed subjects with PWS. Gunay-Aygun et al.6 found 
that 15 of 90 (16.7%) patients confi rmed by methylation testing or FISH 
studies did not meet consensus diagnostic criteria. These included 14 
subjects with deletions and 1 subject with uniparental maternal disomy, 
and all were over 3 years of age. Other authors have found better sen-
sitivity.3 Some investigators have tried to refi ne the diagnostic criteria 
retrospectively by identifying those features found in all confi rmed 
subjects.18 These so-called core criteria have not been evaluated 
prospectively. What is clear from all of these studies, though, is the 
importance of the characteristic neonatal fi ndings of hypotonia and 
poor feeding. Absence of these fi ndings makes the likelihood of molecu-
lar confi rmation of PWS very low, although validation studies are 
needed.

Another interesting fi nding by Gunay-Aygun et al.6 is the recognition 
that many of the so-called minor diagnostic features of the consensus 
criteria (see Table 2.1) are actually more sensitive in identifying PWS 
than some of the major criteria. Specifi cally, the characteristic facial 
appearance is not highly sensitive for the diagnosis of PWS, nor does 
it appear to be highly specifi c.

It seems most appropriate, in light of the highly sensitive and specifi c 
molecular genetic testing available, to use clinical indicators to help 
select individuals for laboratory testing. The newer proposed indica-
tions, as suggested by Gunay-Aygun et al.,6 are shown in Table 2.2.

Several conditions other than PWS are associated with obesity, hyper-
phagia, developmental delay, and hypotonia in older children and 
adults. Among the more commonly seen are Albright hereditary osteo-
dystrophy (Online Mendelian Inheritance in Man15 #103580), fragile X 
syndrome (OMIM #309550), Bardet-Biedl syndrome (OMIM #209900), 
Alstrom syndrome (OMIM #203800), Cohen syndrome (OMIM #216550), 
Beckwith-Wiedemann syndrome (OMIM #130650), and other chromo-
somal rearrangements. Generally, these disorders can be distinguished 
clinically, although in some cases molecular testing to rule out PWS 
may be indicated in the process of making another diagnosis of exclu-
sion (e.g., some cases of Cohen syndrome). There are other less common 
syndromes involving obesity and developmental abnormalities that 
also should be distinguished, but because they are less readily recog-
nizable they may require confi rmation that PWS is not the correct 
diagnosis. These include MOMO (macrosomia, obesity, macrocephaly, 
ocular abnormalities) syndrome (OMIM #157980), Urban-Rogers-
Meyer syndrome (OMIM #264010), and syndromes reported by Camera 
et al.2 and Vasquez et al.17 In addition, as with neonatal hypotonia, there 
are a number of chromosomal abnormalities associated with these 
fi ndings that are detectable by high resolution chromosome analysis 
and subtelomeric FISH.
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Role of Diagnostic Criteria in the Laboratory Evaluation 
of PWS

Because of the need for early initiation of appropriate management 
strategies, diagnostic assessment ideally should occur early in life, 
when the primary clinical abnormality is profound hypotonia. Finding 
an individual with infantile hypotonia, for example, should prompt 
obtaining diagnostic laboratory testing for PWS.

The diagnostic evaluation for possible PWS is most cost-effective 
when performed in stepwise fashion.12 The fi rst step is confi rmation 
of PWS using a methylation-sensitive DNA method, utilizing either 
methylation-sensitive PCR-based or Southern blotting.9,10,13 We note 
that in practice both approaches occasionally have false negative and 
false positive results, so it is reasonable to consider repeating diagnostic 
testing using a different methodology in individuals who meet diag-
nostic criteria but have a previous negative test result. The recently 
developed diagnostic approach that measures expression of the SNRPN 
gene by reverse transcription PCR has not yet been shown to be as 
complete in ascertaining PWS.14

Once abnormal methylation is established the pattern will defi ne 
whether the abnormality is consistent with PWS or Angelman syn-
drome. The next step is to perform FISH analysis to identify microdele-
tions of chromosome 15q11–q13 utilizing, at minimum, the SNRPN 
probe that can identify both the common large deletions as well as 
some smaller deletions involving the region around the imprinting 
center. If no deletion is found, the DNA is obtained from the affected 
individual and both parents, if possible (although it can often be done 
with DNA from only one parent), for uniparental disomy studies. If 
this is also normal, then the only remaining explanation for the abnor-
mal methylation pattern is an imprinting defect, which may be inher-
ited or a new event (de novo).

As noted elsewhere in this textbook, rarely PWS can result from 
chromosome translocations involving the PWS critical region of chro-
mosome 15, again with potentially signifi cant implications for recur-
rence risk in the parents and extended family. Since full chromosome 
analysis is also needed if the methylation pattern is abnormal, in order 
to conduct FISH for the deletion and to rule out a translocation, the 
authors routinely order chromosome analysis at the same time as PWS 
methylation analysis. This also serves to identify other chromosomal 
abnormalities causing a phenotype similar to that of PWS (see, e.g., 
McCandless et al.11).

Changes in the availability of specifi c molecular testing for PWS 
make documentation of the specifi c cause mandatory to confi rm the 
diagnosis and prevent recurrences in those rare families with an inher-
ited form of the disorder. Likewise, the development of effective treat-
ment strategies, such as growth hormone therapy, means that early 
diagnosis is critical to providing the best possible outcome. Therefore, 
the role of the clinical diagnostic criteria has changed from that of care-
fully defi ning the disorder to one of identifying those individuals for 
whom further testing is indicated. Judicious interpretation of the 
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medical literature and further critical study will allow the diagnosis of 
PWS to be made early in the vast majority of patients while limiting 
the expense of testing in those at low likelihood of being affected. The 
priority for testing is in infants with marked hypotonia and feeding 
problems, two highly sensitive markers of PWS.
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3
Molecular Genetic Findings in 
Prader-Willi Syndrome
Karin Buiting and Bernhard Horsthemke

Prader-Willi syndrome (PWS), the most common genetic cause of 
marked obesity in humans,17 is due to loss of expression of paternal 
genes from the 15q11–q13 region under the control of an imprinting 
center. PWS and Angelman syndrome, an entirely different clinical 
condition due to lack of maternally expressed genes, were the fi rst 
examples in humans of genomic imprinting. There are three recog-
nized genetic subtypes in PWS, including paternally derived interstitial  
deletions of the 15q11–q13 region, maternal uniparental disomy 15 
(both 15 s from the mother), and imprinting defects.

Genomic Imprinting

The chromosomal region 15q11–q13 contains a cluster of genes that are 
expressed from the paternal or maternal chromosome only (Figure 3.1). 
This peculiar expression pattern is a consequence of genomic imprint-
ing, which is an epigenetic process by which the paternal and the 
maternal germ lines mark specifi c chromosome regions. In each gen-
eration, the parental imprints are erased and reset according to the sex 
of the individual (Figure 3.2A). The mechanisms underlying genomic 
imprinting are not completely understood, but parent-of-origin-
specifi c DNA methylation plays an important role in this process. DNA 
methylation refers to the addition of a methyl group (CH3) to carbon 
atom 5 of cytosine (Figure 3.2B and C). Only cytosines followed by 
guanine are methylated. The sequence 5¢-CG-3¢/3¢-GC-5¢ is palindro-
mic, and the dinucleotides are either methylated or unmethylated on 
both strands. De novo DNA methylation is catalyzed by the DNA meth-
yltransferases 3A and 3B (DNMT3A and DNMT3B). After DNA repli-
cation, the newly synthesized DNA strand is methylated by the 
maintenance DNA methyltransferase 1 (DNMT1). In general, methyla-
tion of the promoter region of a gene means gene silencing.

Within the imprinted region in 15q11–q13, most genes are methyl-
ated and silenced on the maternal chromosome and expressed from the 
unmethylated paternal allele only. A paternally derived deletion of this 
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region, the absence of a paternal chromosome 15 in maternal uniparen-
tal disomy 15, or the silencing of the paternal alleles by an imprinting 
defect lead to a complete loss of function of the paternally expressed 
15q11–q13 genes and Prader-Willi syndrome (Figure 3.3). It is still a 
matter of debate whether PWS is caused by the loss of function of a 
single gene or of several genes, with growing evidence supporting the 
involvement of more than one gene.

Deletions and Translocations

A 4 Mb de novo interstitial deletion of the paternal chromosome 
[del(15)(q11q13)], which includes the entire imprinted domain plus 
several nonimprinted genes, is found in about 70% of subjects with 
PWS. The deletion is visible by high resolution chromosome banding 
analysis and was fi rst described by Ledbetter and colleagues in 1981.45 
The deletion occurs at a frequency of about 1 in 10,000 newborns and 
is probably one of the most common deletions observed in humans. In 
a few patients, the region is deleted as the result of an unbalanced 
translocation. By studying the inheritance of chromosomal polymor-
phisms, Butler and Palmer in 198319 demonstrated that the deletion 

Figure 3.1. Schematic overview of human chromosomal region 15q11–q13. White boxes represent genes 
expressed from the paternal chromosome only; black boxes represent genes expressed from the mater-
nal chromosome only; and gray boxes represent genes expressed from both chromosomes. Orientation 
of transcription, or gene expression, is indicated by horizontal arrows. The snoRNA genes are indicated 
as grouped or ungrouped vertical lines and the two critical imprinting center (IC) elements for AS 
(black circle) and PWS (white circle) are shown. Vertical arrows show the positions of translocation 
breakpoints on chromosome 15 that have been reported for 5 patients with PWS. The breakpoint cluster 
regions are indicated as black bars. The extension of the class (type) I and class (type) II deletions and 
the atypical deletions in patients AS deletion 135 and AS deletion 216 are drawn as horizontal lines. The 
proximal deletion breakpoints of AS deletion 1 and AS deletion 2 defi ne the distal boundary of the 
PWS critical region.
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Figure 3.2. A. Genomic imprinting. During gametogenesis, parental imprints are erased and reset 
according to the sex of the individual. Imprints are maintained during mitotic cell divisions. White 
boxes represent paternal imprint; black boxes represent maternal imprint; gray boxes represent no 
imprint. B. Methylated cytosine. C. Methylation of CG dinucleotides in both DNA strands.

Figure 3.3. Genetic lesions in PWS. White boxes represent genes expressed from the paternal chromo-
some only, and black boxes represent genes expressed from the maternal chromosome only. Orientation 
of transcription, or gene expression, is indicated by vertical arrows.
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always occurs on the chromosome 15 inherited from the father. This 
fi nding was confi rmed in 1989 at the molecular level by Knoll and co-
workers,43 who also demonstrated that chromosome 15 deletions in 
Angelman syndrome (AS), which affect the same chromosome region, 
always occur on the maternal chromosome. It is now known that AS 
results from the loss of function of the UBE3A gene, which in the brain 
is expressed from the maternal chromosome only (Figure 3.1).

At the molecular level, two classes or types of deletions (types I and 
II) can be distinguished. In both types, the distal breakpoints are close 
to, but telomeric to the P gene (breakpoint region 3, BP3, Figure 
3.1).25,43,44,51 In type I deletions (30%–40% of patients), the proximal 
breakpoint is centromeric to the marker D15S541 (breakpoint region 1, 
BP1). In type II deletions (60%–70% of patients), the proximal break-
point is between D15S541 and D15S543 (breakpoint region 2, BP2).26,43 
In order to analyze the chromosomal mechanisms underlying deletions 
in PWS, Carrozzo et al.20 and Robinson et al.57 genotyped families of 
PWS and AS patients with the help of microsatellite markers fl anking 
the common deletion region. Both groups obtained evidence that the 
deletions can occur by crossover events between the two homologous 
chromosome 15s (interchromosomal) or between different regions of 
one chromosome 15 (intrachromosomal). The recurrence risk is very 
low if the parents have normal chromosomes.

The clustering of the deletion breakpoints in most of the patients 
with del(15)(q11q13) suggested that there are duplicated sequences that 
are susceptible to nonhomologous crossovers. Interestingly, proximal 
15q is involved in other cytogenetic rearrangements also. For example, 
inv dup(15) with breakpoints in q11.2 or q13 account for approximately 
50% of all supernumerary marker chromosomes.27,57,70 Less frequent 
are duplications, triplications, and inversions of this chromosomal 
region.62

The fi rst evidence for duplicated sequences came from the identifi ca-
tion of a gene family (D15F37/HERC2), which was found to have mul-
tiple expressed copies within the breakpoint cluster regions in proximal 
15q.11,12,39 Using combinations of molecular and cytogenetic methods,1,25 
it could be demonstrated that all duplicated copies of this gene family 
and additional expressed and nonexpressed sequences are part of large 
duplicated sequence stretches of 200–400 kb in size.

Balanced translocations involving chromosome 15 are extremely 
rare in PWS. So far, fi ve paternally derived de novo translocations have 
been reported, all of which disrupt the SNURF-SNRPN gene in either 
of two locations (Figure 3.1). In two patients with typical PWS, the 
translocation breakpoint disrupts SNURF.42,66 In three patients with 
some features of PWS, the translocation breakpoints clustered in a 
region distal to SNRPN.28,63,73

Maternal Uniparental Disomy

To fi nd out more about the molecular defect in PWS patients without 
del(15)(q11q13), Nicholls, Butler and colleagues in 1989 studied DNA 
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samples from such families with the help of chromosome 15 markers.52 
They identifi ed two probands that lacked a paternal chromosome 15 
and found that they had two different maternal chromosome 15 s [uni-
parental heterodisomy 15, upd(15)mat]. This fi nding established that 
the PWS chromosomal region is subject to genomic imprinting and that 
PWS is caused by the absence of a paternal contribution of genes on 
chromosome 15. As the paternally expressed genes are silent on the 
maternal chromosome, the loss of a paternal chromosome cannot be com-
pensated by a second maternal chromosome 15. Subsequent studies 
revealed that upd(15)mat is the second most frequent fi nding in PWS 
and accounts for approximately 25% of all cases.

Maternal uniparental disomy arises in most cases from the postzy-
gotic correction of a meiotic error. During meiosis, the diploid set of 
chromosomes (n = 46) is reduced to a haploid set (n = 23). Nondisjunc-
tion of the homologous chromosome 15 s during female meiosis I or 
nondisjunction of the two sister chromatids during meiosis II results in 
an oocyte with two chromosome 15 s or no chromosome 15. Fertiliza-
tion of an oocyte with two chromosome 15 s by a normal sperm with 
one chromosome 15 leads to a zygote trisomic for chromosome 15. This 
condition is not compatible with normal development but can be 
rescued by loss of one chromosome 15. In two thirds of cases, one of 
the two maternal chromosome 15 s will be lost from the trisomic cell. 
This results in a normal set of chromosomes. If, however, the paternal 
chromosome is lost, the cell is left with two maternal chromosomes 
[upd(15)mat]. As judged by the state of DNA markers close to the 
centromere, most cases result from a meiosis I error. In these cases, 
the marker closest to the centromere is heterozygous. If the patient is 
homozygous at this marker, although the mother is heterozygous, a 
meiosis II error is likely. As a consequence of recombination events 
prior to the segregation of the chromosomes, heterodisomic and isodi-
somic segments alternate along the chromosome. As in other non-
disjunction cases, the risk of uniparental disomy (UPD) increases with 
maternal age.58 The recurrence risk is very low if the parents have 
normal chromosome 15 s.

Imprinting Defects

A few patients with PWS (about 1%) have apparently normal chromo-
some 15 s of biparental inheritance, but the paternal chromosome 
carries a maternal imprint. This leads to a complete loss of the pater-
nally expressed genes in 15q11–q13. Thus, the functional consequence 
of the incorrect imprint is identical to that of maternal uniparental 
disomy.

In approximately 15% of these patients with PWS and an imprinting 
defect, the incorrect imprint is the result of a microdeletion affecting 
the imprinting center (IC).10,15,54,60,65 The IC overlaps with the SNURF-
SNRPN gene (Figure 3.1) and regulates in cis DNA methylation, gene 
expression, and chromatin structure of the whole imprinted domain. 
The IC appears to consist of two elements. One element is defi ned by 
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Table 3.1. Estimated Frequency and Recurrence Risk for Specifi c 
Genetic Subtypes in Prader-Willi Syndrome
 Deletion

 15q11–q13 Uniparental Imprinting Balanced

 (de novo) disomy 15 defect translocations

Frequency 70% 25% ~1% <0.1%
Recurrence risk <1% <1% 0–50% Unknown

IC deletions in patients with AS and an imprinting defect. The shortest 
region of overlap (AS-SRO) is 880 bp and maps 35 kb centromeric to the 
SNURF-SNRPN.14 The IC element affected by these deletions is neces-
sary for establishing the maternal imprint. It probably interacts with 
the second element, which is defi ned by IC deletions in patients with 
PWS and an imprinting defect. The shortest region of overlap (PWS-
SRO) is 4.3 kb in size and spans exon 1 of SNURF-SNRPN.54 The IC 
element affected by these deletions is required for the maintenance of 
the paternal imprint during early embryogenesis.2,30

Most of the IC deletions are familial mutations. A deletion of 
the PWS-SRO can be transmitted silently through the female germ 
line, but leads to an incorrect maternal imprint on the paternal chromo-
some when inherited from a male. Familial IC deletions are associated 
with a 50% recurrence risk (see Table 3.1). In the case of a de novo 
deletion, the recurrence risk is not increased when it occurred after 
fertilization, but it can be up to 50% when the father has a germ line 
mosaicism.

The majority of patients with PWS and an imprinting defect (85%) 
have no IC deletion or point mutation of the PWS-SRO.9,13 This indi-
cates that the imprinting defect occurred spontaneously in the absence 
of a DNA sequence change. Interestingly, in all informative cases the 
chromosome carrying the incorrect imprint was inherited from the 
paternal grandmother.9,13 These data suggest that the imprinting defect 
results from a failure to erase the maternal imprint in the father’s germ 
line. In contrast to patients with an IC deletion, some of these patients 
share the same paternal chromosome with a healthy sibling. This 
indicates that the recurrence risk for another child with the disorder is 
very low.

Genes in the 15q11–q13 Region

The proof for genomic imprinting of 15q11–q13 has come from the 
identifi cation of genes that are expressed from the paternal or maternal 
chromosome only (Figure 3.1). Within the 2 Mb imprinted domain, four 
paternally expressed genes encoding a protein have been identifi ed, 
MKRN3, MAGEL2, NDN, and the SNURF-SNRPN. Paternal-only 
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expression of these genes is regulated by parent-of-origin-specifi c DNA 
methylation of the promoter regions of each gene. Whereas the active 
paternal allele is unmethylated, the inactive maternal allele is methyl-
ated. Parent-of-origin-specifi c DNA methylation can be used to confi rm 
the clinical diagnosis of PWS patients with a deletion of 15q11–q13, 
uniparental disomy, or an imprinting defect. Recently, several pater-
nally expressed small nucleolar (sno) RNA genes have been identifi ed. 
Telomeric to the paternally expressed domain are two maternally 
expressed genes, UBE3A41,48 and ATP10C.36,49

MAKORIN3 (MKRN3, formerly ZNF127) is a ubiquitously expressed 
intronless gene that defi nes the most telomeric border of the imprinted 
domain of human 15q11–q13.23,40 It encodes a putative RING zinc fi nger 
transcription factor, which belongs to the MAKORIN gene family and 
may function as a ribonucleoprotein. Just telomeric to MKRN3 are two 
other intronless genes, MAGEL2 and NECDIN (NDN). Both genes 
encode proteins that are part of the melanoma-associated antigen 
(MAGE) protein family.3,38,46,47 MAGEL2 is expressed only in the brain 
and placenta.5

In the mouse, Necdin (Ndn) is expressed predominantly in postmi-
totic neurons with the highest expression in the hypothalamus and 
other brain regions at late embryonic and early postnatal stages. 
However, the human NDN gene was found to be expressed in all 
tissues studied, with highest expression in the brain and placenta. It is 
upregulated during neuronal differentiation, and in vitro experiments 
have shown that over-expression of this gene leads to suppression of 
cell proliferation. Data obtained from different mouse models suggest 
that this gene may contribute to respiratory problems observed in 
patients with PWS (see below).

The most complex gene in 15q11–q13 is SNURF-SNRPN. The origi-
nal gene was found to consist of 10 exons, which encode two different 
proteins.34,53 Exons 1 to 3 encode SNURF, a small polypeptide of 
unknown function, while exons 4 to 10 encode SmN, a spliceosomal 
protein involved in mRNA splicing in the brain. Exon 1 and the pro-
moter region overlap with the IC. In the past few years, many more 
5¢ and 3¢ exons of SNURF-SNRPN have been identifi ed. These exons 
have two peculiar features: they do not have any protein coding poten-
tial, and they occur in many different splice forms of the primary 
transcript. Alternative transcripts containing novel 5¢ exons were 
described by Dittrich et al.29 and characterized in detail by Färber et 
al.31 These transcripts start at two sites that share a high degree of 
sequence similarity and span the AS-SRO. Additional 3¢ exons were 
described by Buiting et al.8 and Runte et al.59 This analysis also showed 
that the IPW exons, which were previously thought to represent an 
independent gene,71 are part of the SNURF-SNRPN transcription unit. 
Some of these splice variants are found predominately in the brain and 
span the UBE3A gene in an antisense orientation. In contrast to the 
paternally expressed genes in 15q11–q13, maternal-only expression of 
UBE3A in brain is not regulated by DNA methylation. It is tempting 
to speculate that the antisense transcript silences the paternal allele of 
UBE3A.
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Interestingly, the IC-SNURF-SNRPN transcript also serves as a host 
for several snoRNAs, which are encoded within introns of this complex 
transcription unit. They are processed from the primary transcript, 
and as this is made from the paternal chromosome only, the snoRNAs 
show the same imprinted expression pattern. The genes are present as 
single copy genes (HBII-13, HBII-437, HBII438A and HBII-438B) or as 
multi-gene clusters (HBII-85 with 27 gene copies and HBII-52 with 47 
gene copies).22,59 In contrast to other snoRNAs, which are usually 
involved in the modifi cation of ribosomal RNAs, these snoRNAs do 
not have a region complementary to ribosomal RNA and might be 
involved in the modifi cation of mRNAs. In HBII-52, 18 nucleotides are 
complementary to the serotonin receptor 2C mRNA.22 It is possible that 
these snoRNAs are involved in the editing and/or alternative splicing 
of this mRNA.

In two unrelated families, a small deletion spanning UBE3A and the 
HBII-52 gene cluster has been identifi ed. Whereas maternal transmis-
sion of the deletion leads to AS, paternal transmission is not associated 
with an obvious clinical phenotype. This excludes the HBII-52 snoRNAs 
from a role in PWS. The HBII-85 gene cluster is distal to three balanced 
translocation breakpoints in patients with some features of PWS. As 
HBII-85 is not expressed in these patients,73 these snoRNAs may play 
a role in PWS.

In addition to the imprinted genes, several nonimprinted genes have 
been identifi ed in the chromosomal region affected by the common 
large deletion (Figure 3.1). These genes may modify the PWS pheno-
type, and some are responsible for other genetic disorders. One is the 
oculocutaneous albinism type II (OCA2) gene. Hypopigmentation is a 
frequent fi nding in PWS and AS patients with a common large dele-
tion.64 This nonimprinted phenotype is associated with the deletion of 
one OCA2 gene copy and may be caused by a gene dosage effect. 
However, Bittel et al.3,4 did not obtain any evidence, by expression 
profi ling, of reduced OCA2 mRNA levels in lymphoblastoid cell lines 
from PWS and AS deletion patients. They did observe several tran-
scripts from within the PWS/AS region, e.g., the GABA receptor subunit 
genes GABRA5 and GABRB3—that had less than half the control level 
of expression in the deletion cell lines. These genes are probably 
expressed at higher levels from the paternal allele than the maternal 
allele. A maternal bias of expression was seen for four genes including 
UBE3A and ATP10C. Different expression levels of some of these genes 
in UPD versus deletion cells may underlie the phenotypic differences 
seen in PWS patients with different chromosomal defects.

Patients with a class or type I deletion, but not patients with a type 
II deletion, are hemizygous for four nonimprinted genes located 
between the deletion breakpoint cluster regions BP1 and BP2. These 
are the genes NIPA1, NIPA2, CYFIP1, and GCP5. 23 Heterozygous muta-
tions in NIPA1 lead to autosomal dominant spastic paraplegia.55 Since 
spastic paraplegia has never been observed in patients with PWS or AS 
and a type I deletion, it is likely that a mutant protein and not reduced 
gene dosage leads to the disorder. Recently, clinical differences have 
been reported by Butler et al.18 in PWS subjects with type I deletions 
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versus type II deletions. Type I deletion subjects have more behavioral 
problems than type II deletion PWS subjects.

Downstream Genes from the 15q11–q13 Region

It is likely that the loss of function of the paternally expressed genes in 
15q11–q13 directly or indirectly affects the activity of other genes. The 
identifi cation of downstream genes may help to understand the patho-
genesis of PWS. To date, only one study has addressed this question. 
Using high density microarrays, Horsthemke et al.37 compared the gene 
expression profi les of normal and upd(15) fi broblasts isolated from a 
mosaic patient. By comparing cell lines from the same individual, 
Horsthemke et al.37 circumvented the problem of interindividual vari-
ation in gene expression. However, there are also certain drawbacks 
associated with the study: cloned fi broblasts can show considerable 
interstrain variation, and the major symptoms in PWS are related to 
brain and not fi broblast dysfunction. The overall gene expression pro-
fi les were highly similar, indicating that the chromosome 15 status did 
not have a major effect on the global gene expression pattern in fi brob-
lasts. Among the genes showing reduced expression in upd(15)mat 
cells was SCG2, which encodes for secretogranin II. This protein is 
mainly found in the core of catecholamine-storage vesicles within cells 
of the neuroendocrine system. It is a precursor of secretoneurin, which 
induces dopamine release.61 SCG2 is an interesting candidate gene, 
because dopamine is known to regulate food intake by modulating 
food reward via the meso-limbic circuitry of the brain.44 Recent imaging 
studies in humans69,74,75 have linked dopamine with eating behavior 
and obesity, and Wang et al.69 have suggested that obese individuals 
may perpetuate pathological eating as a means to compensate for a 
decreased reward. To substantiate the notion that a defect in dopamine-
modulated food reward circuits contributes to the development of 
hyperphagia in PWS, it will be necessary to replicate these fi ndings in 
other patients and in mouse models. In addition, Bittel et al.3,4 reported 
altered expression of genes/transcripts distal to the 15q11–q13 region 
using microarray technology in PWS and AS deletion subjects, which 
may refl ect the different chromatin patterns in these subjects compared 
with normal.

Mouse Models of Prader-Willi Syndrome

Human chromosome region 15q11–q13 is evolutionally related to 
mouse chromosome region 7C. The conserved synteny of the “PWS 
genes” makes it possible to study the effects of uniparental disomy and 
chromosomal deletions, as well as knock-outs for individual genes and 
regulatory elements in mice. These studies may help to unravel the 
pathogenesis of PWS.

The fi rst mouse model for maternal uniparental disomy was described 
by Cattanach and colleagues in 1992.21 Mice with a maternal duplica-
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tion of 7C are smaller compared with their wild type littermates and 
die 2 to 8 days after birth. The early postnatal lethality is possibly 
associated with a reduced suckling activity. This effect is therefore 
consistent with the feeding problems and failure-to-thrive in newborns 
with PWS.

Nicholls and colleagues in 1999 reported a transgene mouse model 
with a chromosome deletion of 7C.32 The size of the deletion is similar 
to the deletions in PWS patients. Mice inheriting the deletion from their 
father show failure-to-thrive and growth retardation and die within the 
fi rst week of life.

Several knock-outs of individual genes have been described also. 
Jong et al.40 demonstrated that a disruption of Mkrn3 had no pheno-
typic effect in the mouse. The resulting mouse was viable and fertile, 
suggesting that Mkrn3 does not have a signifi cant role in PWS.

The Ndn gene was studied in three different mouse models. In the 
fi rst study,67 no obvious phenotype was seen. However, in two other 
studies, Gerard et al.33 and Muscatelli et al.50 found that in certain 
mouse strains the paternal transmission of a null allele strain leads to 
postnatal lethality with variable penetrance. The lethality of the mutant 
mice arose from a respiratory defect, suggesting that absence of NDN 
expression may contribute to the observed respiratory abnormalities in 
individuals with PWS through a suppression of central respiratory 
drive.56 Surviving mice in all three studies had no overt phenotype and 
were non-obese and fertile.

Furthermore, Muscatelli et al.50 found behavioral and hypothalamic 
alterations in Ndn-defi cient mice: Ndn mutant mice displayed increased 
skin scraping in an open fi eld test and improved spatial learning and 
memory in the Morris water maze, possibly mimicking the skin picking 
and improved spatial memory typical of PWS. These fi ndings suggest 
that the NECDIN protein may be responsible for at least a subset of the 
multiple clinical features present in PWS.

Brannan and her colleagues showed that a disruption of the Snrpn 
gene is without any obvious phenotypic effect.6,76 The same is true for 
a Snurf deletion, as demonstrated by Tsai et al.,68 but White et al.72 sug-
gested that the Snrpn-defi cient mice may have a defi ciency of dopamine 
in the striatum.

To study the IC, which overlaps with Snrpn exon 1, three different 
deletions were engineered. Bressler et al.7 found that a 0.9 kb deletion 
of the exon 1 region of Snurf-Snrpn had no effect, whereas a paternally 
transmitted 4.8 kb deletion led to postnatal lethality in about 50% of 
mutant mice. Surviving mutant mice were viable and healthy.

The paternal transmission of a 42 kb deletion (exons 1–6 of Snurf-
Snrpn plus 23 kb upstream sequence) resulted in 100% postnatal 
lethality. The mutant mice were smaller than their wild type litter-
mates, exhibited hypotonia and died within the fi rst days of life. Again, 
strain-specifi c differences were observed.6,24 By breeding chimeric males 
with females of another strain, some viable offspring were obtained. 
Surviving mice were smaller than normal, but fertile and not obese. 
Expression studies of the paternally expressed genes at birth, 1 week, 
2 weeks, and 3 weeks of age revealed a leaky expression of all these 
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genes. Even more surprising was the fi nding that, based on studies of 
the Snrpn locus, the leaky expression was derived from the maternal 
allele. From this it can be concluded that certain mouse strains do not 
silence imprinted genes as completely as other strains. Furthermore, it 
appears that only low levels of expression of PWS candidate genes are 
required to overcome most of the typical features of PWS.

Two mouse models with a deletion distal to the Snurf-Snrpn gene 
have been reported. One deletion spans from Snurf-Snrpn exon 2 to 
Ube3a.68 Mice with a paternally inherited deletion showed hypotonia, 
growth retardation, and 80% postnatal lethality. All surviving animals 
were fertile and non-obese. No obvious phenotype was found in mice 
harboring a paternally derived deletion spanning from the Ipw exons 
to Ube3a.68 This suggests that the critical region for many PWS features 
maps between Snrpn and the Ipw exons. This interval does not contain 
any protein-coding genes but only the snoRNA genes MBII-85, MBII-13 
and MBII-437. Therefore, these snoRNAs are good candidates for hypo-
tonia, failure-to-thrive, and growth retardation.

A common feature in the mouse models that showed a phenotypic 
effect is postnatal lethality, and apart from the Ndn-defi cient mice, all 
exhibit growth retardation. Only the Ndn-mutant mice showed hypoth-
alamic alterations and features mimicking respiratory problems in 
PWS babies. Hypotonia was reported for both an IC-deletion mouse 
and a deletion including snoRNA genes. In none of the mouse models 
was obesity and/or hypogonadism found. However, the UPD and 
large deletion mice do not survive the fi rst week of life, and therefore 
these animals cannot be studied at later developmental stages.
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4
Laboratory Testing for 
Prader-Willi Syndrome
Kristin G. Monaghan and Daniel L. Van Dyke

In 1981, Ledbetter and co-workers45 described a cytogenetically visible 
deletion in proximal 15q in four patients with Prader-Willi syndrome 
(PWS). Proximal 15q was targeted for analysis because several previ-
ously published Prader-Willi cases exhibited an isochromosome 15q or 
a translocation with proximal 15q breakpoints.12,34 Since the fi rst report 
of the cytogenetic deletion of proximal 15q in PWS, several cytogenetic 
and molecular genetic techniques have been used to further character-
ize the chromosome 15q11–q13 region and for laboratory diagnostic 
purposes in a range of PWS subjects having a variety of abnormal 
chromosome fi ndings.

Using several chromosome staining methods to evaluate chromo-
some 15 short arm variants, Butler and Palmer16 showed that the PWS 
deletion preferentially involves the paternally inherited chromosome 
15. Butler13 subsequently reported that short arm or C-band variants 
appeared to be more common in chromosome 15s with a deletion than 
in normal 15s.

Nicholls, Butler, and co-workers56 studied the parental origin of the 
chromosome 15 pair in two PWS patients who did not exhibit a 15q 
deletion. They were the fi rst to describe uniparental disomy (UPD) in 
PWS and concluded that genetic imprinting in this region must play a 
causal role in both PWS and Angelman syndrome (AS). One of their 
PWS patients carried a familial robertsonian 13;15 translocation. What 
they could not recognize at the time was the causal relationship between 
robertsonian translocations and UPD.3

Aside from these important early studies, a large variety of balanced 
and unbalanced chromosome 15 rearrangements have been described 
in PWS patients.12,17 Most of the chromosome 15 rearrangements associ-
ated with PWS have resulted in deletion of proximal 15q, and in many 
of these cases deletion of the paternally inherited chromosome 15 was 
demonstrated. Some unusual chromosomal causes of PWS that have 
been described include intrachromosomal triplication71 and an unbal-
anced reciprocal translocation resulting in maternal disomy for proxi-
mal 15q.58 In contrast to the deletion cases, PWS and AS patients who 
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carry an additional dicentric chromosome [+dic(15)(q11-q13)] also have 
UPD, which accounts for their phenotype.61 Patients with a +dic(15)(q11–
q13) without UPD have a different phenotype.51,59

Hulten et al.37 described a family segregating a translocation involv-
ing chromosome 15 and 22 [t(15;22)(q13;q11)] in affected PWS and AS 
children. The affected children exhibited the same 15q deletion and 22q 
duplication, except that the PWS children inherited the translocation 
from their carrier father, and the AS child inherited it from his carrier 
mother.

A landmark report by Dittrich et al.26 described the abnormal DNA 
methylation pattern in PWS and AS. They digested patient DNA with 
the methylation-sensitive HindIII/HpaII restriction enzymes and per-
formed Southern blot analysis with the PW71 (D15S63) probe. Normal 
subjects exhibited a 6.0 kb and 4.4 kb band, whereas PWS subjects 
exhibited only the maternal 6.0 kb band and AS subjects exhibited only 
the paternal 4.4 kb band.

In 1994, Lerer et al.47 reported their use of probe PW71 to detect 
parent-of-origin-specifi c differences in DNA methylation at the D15S63 
locus in PWS patients with 15q deletions or UPD. Using similar 
methods, Butler14 evaluated a group of 27 suspected PWS patients. 
Thirteen had a deletion by G-banding and FISH. One patient had a 
balanced 15;19 translocation, four had UPD, and two had no parental 
studies but exhibited abnormal methylation, so probably had UPD. 
Two patients with normal karyotypes exhibited a normal methylation 
pattern and so remained unexplained. Testing ruled out PWS in the 
remaining fi ve patients. The patient with the t(15;19) exhibited a normal 
methylation pattern, but the FISH results were consistent with a chro-
mosome 15 break within the PWS critical region.67 This important 
patient appears to represent the fi rst with a defi nite PWS diagnosis and 
a normal methylation pattern. A few similar PWS patients have been 
described with a balanced translocation and a normal DNA methyla-
tion pattern.17 In the cases that have been evaluated, the translocation 
breakpoint was within the SNRPN gene or between the SNRPN and 
IPW genes.22,43,63,67 Each of these translocations represented a new muta-
tion in the patient.

Several reports have described multiplex PWS families.50,52 In each 
case, the methylation pattern of affected PWS individuals and carrier 
family members, such as fathers, was abnormal and consistent with a 
diagnosis of PWS. The affected family members inherited an atypically 
small deletion—as small as 7.5 kb—from their father, and the unaf-
fected carriers inherited the deletion from their mother. Such deletions 
are important to identify because there is a 50% risk of PWS in children 
of carrier males. For example, the family described by McEntagart et 
al.50 exhibited the usual PWS methylation pattern. Microsatellite analy-
sis was employed to distinguish between UPD and a deletion. Four 
microsatellite markers within the PWS critical region demonstrated 
normal biparental inheritance, but two other markers exhibited only a 
maternal allele. Additional family studies confi rmed an inherited dele-
tion of the markers D15S128 and D15S63. The unaffected father and 
paternal grandmother of the proband exhibited a typical AS methyla-
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tion pattern, or having no maternal contribution, and this inheritance 
pattern has been observed in other families (cf. Buiting et al.8). In these 
families, detailed genetic services and counseling are recommended.

Ohta et al.57 described sporadic PWS patients with abnormal meth-
ylation but without evidence of UPD, a deletion involving the PWS 
critical region, or a deletion of the imprinting center. In contrast to the 
imprinting center deletion families, these cases appear to have no sig-
nifi cant recurrence risk. Buiting et al.9 summarized their observations 
of 51 PWS and 85 AS patients who exhibited an imprinting defect 
(abnormal methylation pattern) but who did not have evidence of the 
usual deletion or UPD. Seven of the 51 PWS patients were shown to 
have a deletion involving the imprinting center, and in fi ve of these 
subjects the father carried the same deletion on the chromosome 15 that 
he inherited from his mother. Three of the PWS patients with an 
imprinting center deletion had a positive family history. In contrast, 
none of the remaining 44 patients had an affected relative. Sequence 
analysis of the PWS-SRO (PWS-shortest region of deletion overlap) for 
32 of the 44 nondeletion patients revealed no clinically signifi cant 
mutations—only benign, single nucleotide polymorphisms. Parental 
and grandparental origin studies were most consistent with PWS 
having been caused by a rare and sporadic failure during spermato-
genesis to erase the maternal imprint from the PWS/AS imprinting 
center.

FISH Probes for Prader-Willi Syndrome Diagnosis

Several FISH probe kits are commercially available that employ a probe 
encompassing the SNRPN and IC region, and a control probe localized 
to distal 15q. Metaphase FISH analysis is expected to reveal a normal 
pattern with a SNRPN/IC signal and a control signal on each chromo-
some 15, or a deletion pattern with a control signal on each chromo-
some 15 but only one SNRPN/IC signal. A normal FISH pattern does 
not exclude UPD or a microdeletion involving the IC only. Some but 
not all chromosome 15 rearrangements are detectable using FISH (e.g., 
isochromosome 15q or extra dicentric 15).

Cytocell (www.cytocell.com) manufactures the Aquarius Prader-
Willi/Angelman Region Probe with Control Probe (15qter). This probe 
kit targets SNRPN and the imprinting center. Vysis (www.vysis.com) 
manufactures four PWS/AS region probe kits. Among them, the LSI 
Prader-Willi/Angelman Region Probe (SNRPN) targets SNRPN and 
includes control probes for the centromere region and 15q22 (PML).

Molecular Analysis for Prader-Willi Syndrome

Molecular genetic testing for Prader-Willi syndrome can be divided 
into four categories: methylation analysis by Southern blot or poly-
merase chain reaction (PCR), reverse transcription PCR (RT-PCR) to 
detect SNRPN expression, microsatellite analysis to detect uniparental 
disomy, and specialized studies using various molecular techniques for 
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the identifi cation of imprinting defects. Each method has advantages 
and disadvantages compared with other methods (Table 4.1). For some 
patients, a combination of several methods may be needed to establish 
a diagnosis and determine the etiology (Figure 4.1). Genetic testing and 
genetic counseling for Prader-Willi syndrome are important not only 
to confi rm the diagnosis but also to determine and discuss the recur-
rence risk of PWS with other family members. The recurrence risk is 
less than 1% if the proband has a large deletion, uniparental disomy, 
or a nondeletion imprinting defect. Imprinting defects that are due to 
a microdeletion in the imprinting center (IC) are associated with a 50% 
risk of PWS in the siblings of a proband. Familial PWS deletions are 
found on the paternal chromosome of the proband and on the maternal 
chromosome 15 of the phenotypically normal father.

Molecular genetic tests currently used for the diagnosis of PWS are 
based on the difference in the methylation status of the maternal and 
paternal chromosome 15s. The difference occurs within genomic areas 
consisting of a high proportion of the dinucleotide CpG, referred to as 
CpG islands. CpG islands are located throughout the genome and are 
usually associated with the promoters of genes. Methylation of the 
CpG island occurs on cytosines. Unmethylated promoters are generally 
found in active genes, whereas inactive genes usually have a methyl-
ated promoter region. This mechanism is involved in normal human 
development, X-chromosome inactivation and imprinting.77 With 
respect to imprinting of the PWS region on chromosome 15, the mater-
nal chromosome is normally methylated and thus inactive, whereas the 
paternal chromosome is unmethylated and active. The inheritance of 
one methylated, inactive PWS locus and one unmethylated, active PWS 
locus is crucial for normal human development.

Southern Blot Analysis

Initially, genetic testing for PWS involved chromosome analysis and 
DNA analysis of several restriction fragment length polymorphisms 
(RFLPs) and microsatellites to identify deletions and UPD. This was 
time consuming and not useful for some families due to a lack of infor-
mative polymorphic markers. Furthermore, high-resolution karyotypes 
were unreliable for the detection of a PWS deletion.66

The fi rst clinically available DNA test for Prader-Willi syndrome 
involved Southern blot analysis, a method still used in many molecular 
diagnostic laboratories. Southern blot analysis involves several steps, 
the fi rst of which is digesting DNA with restriction enzymes. The 
restriction fragments are then separated on the basis of size by agarose 
gel electrophoresis, with the smaller fragments migrating through the 
gel faster than larger ones. The DNA is then denatured to produce 
single stranded fragments that are transferred to a nitrocellulose or 
nylon membrane (Southern blot) on which they become immobilized. 
The single stranded DNA on the Southern blot is then hybridized to a 
single stranded DNA probe (usually several hundred base pairs to 
several kilobases in length) that has been radioactively labeled. The 
single stranded DNA probe binds to its complementary single stranded 
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DNA sequence on the nylon membrane. Excess probe is then washed 
off of the blot, and the membrane is exposed to X-ray fi lm, a process 
called autoradiography. The fi lm is then developed, with the autora-
diogram revealing the location on the original agarose gel where the 
probe was bound, or hybridized, corresponding to the allele sizes of 
the restriction fragments.

Southern blot analysis for the diagnosis of PWS requires the use of 
two restriction enzymes, one that will cleave DNA regardless of the 
methylation status of the DNA (maternal and paternal chromosome 
15), and another enzyme that will only cleave its recognition sequence 
if the DNA is unmethylated (paternal chromosome 15). Many different 
probes have been used for the diagnosis of PWS including the zinc 
fi nger gene, ZNF127 (D15S9), PW71B (D15S63), and the gene for the 
small nuclear ribonucleoprotein N (SNRPN) exon 1 (summarized by 
Buchholz et al.5). Southern blots hybridized with the ZNF127 probe are 
diffi cult to interpret and thus are not used in most clinical laboratories. 
PW71B and SNRPN have been used extensively in clinical laboratories 
because they give a clear difference between the maternal and paternal 
alleles.

Methylation analysis by Southern blotting using either the PW71B 
or SNRPN probes will detect over 99% of subjects with PWS.4 The 
SNRPN and PW71B probes have been validated as diagnostic tests for 
PWS.42 Few subjects have been reported in the literature with typical 
PWS features and normal methylation studies. One example involved 
an individual with a classic PWS phenotype, normal SNRPN and 
PW71B methylation studies, and normal UPD studies. Chromosome 

Figure 4.1. Laboratory testing for diagnosis and characterization of Prader-
Willi syndrome.
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analysis detected a de novo balanced translocation involving 15q11–q13 
disrupting the SNRPN locus, which was confi rmed by SNRPN expres-
sion studies.67

Disadvantages of Southern blot analysis include: a large amount of 
high quality, high molecular weight DNA must be used (usually ~5 mg); 
and information is only provided about those methylated regions 
within the PWS sequence recognized by methylation sensitive restric-
tion enzymes. In addition, radioactivity is usually involved, although 
nonradioactive Southern blotting using chemiluminescent detection 
has been described.69 Furthermore, because the methylation test does 
not distinguish among deletions, uniparental disomy, and IC defects, 
refl ex testing is required to defi ne the etiology of the PWS. The PW71B 
and SNRPN probes are reliable as the primary approach to PWS molec-
ular diagnosis. However, PWS patients have been reported with dis-
cordant results with the two probes.5,6 Thus, for PWS patients with a 
classic phenotype who have a negative methylation result using one 
probe, studies using either the opposite probe or the same probe with 
different restriction enzymes should be performed.

PW71B
PW71, located at D15S63, is an imprinted locus of unknown function 
that resides within the PWS/AS critical region. The probe, PW71B, 
used for methylation studies24 is a 365bp HaeIII fragment cloned into 
the SmaI site of the plasmic vector, pUC19. The probe is excised by 
digestion with EcoRI and HaeIII and is available through the American 
Type Culture Collection (ATCC/NIH Repository #99412/99413). 
PW71B includes the original PW71 probe26 and gives better hybridiza-
tion signals than the original probe.24 At least one HpaII and one CfoI 
restriction enzyme recognition sequence are methylated on the mater-
nal, but not paternal, chromosome 15. Combinations of restriction 
enzymes that can be used with PW71B include BglII/CfoI, HindIII/
CfoI, and HindIII/HpaII. The maternal and paternal fragment sizes 
vary based on the combination of restriction endonucleases used 
(Figure 4.2).

The PW71B methylation test accurately detects most cases of PWS29; 
however, false positive and false negative results can occur as well as 
technical diffi culties in the laboratory.6,8,48,72 Technical diffi culties 
reported with PW71B are due to the probe being so small. This can be 
resolved by using a high probe count, low stringency washes, and 
dextran sulfate, which increases the hybridization signal by preventing 
nonspecifi c binding of the probe to the membrane.24,25 False positives 
may occur due to incomplete digestion with the methylation sensitive 
restriction enzyme.25 To control for the completeness of enzyme diges-
tion, the laboratory should run a normal sample in addition to samples 
positive for AS and PWS on all Southern blots.

Unusual results have been reported due to a benign polymorphism 
of North-African origin in the restriction enzyme recognition sequence 
for BglII.23 False positive results reported by Buiting et al.6 were due to 
a 28 kb deletion spanning the D15S63 locus with a frequency of 1 in 75 
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among the Ashkenazi Jewish population.64 This deletion is a benign 
variant with no effect on imprinting in the PWS region; it arose due to 
a recombination event between repetitive Alu sequences. False negative 
results for PW71B and SNRPN have been reported due to mosaicism 
for a 15q11–q13 deletion, detected by FISH studies but masked in 
methylation studies by a normal cell population.48

SNRPN
Exons 1–3 within the SNRPN upstream reading frame encode a protein 
product of unknown function termed “SNURF” (SNRPN upstream 
reading frame). Exons 4–10 encode SNRPN (SmN), which functions in 
mRNA splicing. The SNRPN gene is expressed only from the paternal 
allele32; there is extensive methylation of the maternal SNRPN CpG 
island, which represses transcription of SNRPN from this allele. This 
differential methylation is the basis of the SNRPN molecular diagnostic 
test for PWS.33,68 The CpG island of the SNRPN gene contains several 
NotI sites that are methylated on the maternal chromosome. The probe 
used for analysis is a 0.9 kb NotI fragment cut from a 4.2 kb XbaI 
fragment containing SNRPN CpG island and is available from the 
American Type Culture Collection (ATCC Repository #95678, #95679). 
Following digestion of genomic DNA with NotI and XbaI, Southern 
blot analysis of a normal maternal chromosome results in a 4.2 kb band, 

Figure 4.2 A. Restriction map and RFLP sizes surrounding PW71B probe23,24,25,29 (*MT-sensitive site, 
methylated site will not cut with enzyme). B. Autoradiogram of Southern blot using the probe PW71B 
with HpaII and HindIII digested DNA. The patient analyzed is negative for Prader-Willi syndrome 
(PWS); both DNA bands are present. AS = Angelman syndrome.
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consistent with the methylation of the NotI sites (which will not cut 
with the enzyme). A normal paternal chromosome results in a 0.9 kb 
band, because the unmethylated NotI sites are cut by the enzyme 
(Figure 4.3).

For SNRPN Southern blot analysis, blood should be collected in 
either EDTA or ACD tubes. DNA extracted from blood collected in 
sodium heparin tubes may not be completely digested with NotI, 
resulting in a weak paternal band and a possible false positive result 
for PWS.40 In addition to a weak paternal band, additional bands larger 
than the expected 4.2 kb band are also seen in DNA extracted from 
sodium heparinized blood samples. Studies to determine the complete-
ness of the digest can be performed if the laboratory suspects incom-
plete NotI digestion.25,40

Polymerase Chain Reaction (PCR)

Several methods involving PCR analysis for the molecular diagnosis 
of PWS have been developed, including methylation-specifi c PCR, 
fl uorescence melting curve analysis, bisulfi te restriction analysis, and 
reverse transcription PCR. These techniques have several advantages 

Figure 4.3 A. XbaI/NotI restriction map and RFLP sizes surrounding SNRPN probe68 (*MT-sensitive 
site, methylated site will not cut with enzyme). B. Autoradiogram of Southern blot using the probe 
SNRPN with NotI and XbaI digested DNA. The patient analyzed is negative for Prader-Willi syndrome 
(PWS); both the 4.2 kb and the 0.9 kb DNA bands are present. AS = Angelman syndrome.
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over Southern blot analysis for the diagnosis of PWS (Table 4.1), includ-
ing a rapid turnaround time and smaller amount of DNA template 
required.39 As with Southern blot analysis, each method will detect 
virtually all cases of PWS.

Methylation-Specifi c PCR (mPCR)
In 1997, Zeschnigk and co-workers demonstrated that >95% of the CpG 
dinucleotides around SNRPN exon 1 are methylated on the maternal 
chromosome and not methylated on the paternal chromosome. The 
template for methylation-PCR (mPCR) is bisulfi te treated DNA. Bisul-
fi te converts unmethylated cytosines to uracil.35 PCR primers specifi c 
to the modifi ed and unmodifi ed DNA sequence were designed to dis-
tinguish between the maternal and paternal alleles.39,41,78,79

Following an overnight incubation of DNA treatment with bisulfi te, 
multiplex PCR using maternal- and paternal-specifi c primers analyzed 
by gel electrophoresis produces two different amplicons, one corre-
sponding to the maternal allele and the other corresponding to the 
paternal allele. The amplicon sizes vary depending on the primers 
used. Using the primers described by Kubota et al.,41 normal individu-
als show a paternal product of 100 bp and a maternal product of 174 bp, 
whereas PWS patients show only the maternal 174 bp product and AS 
patients show only the 100 bp paternal product (Figure 4.4). Untreated 

Figure 4.4. Methylation-specifi c PCR (mPCR) analysis of the SNRPN promoter 
using method described by Kubota et al.41 Lane 1 (far left): size standard 
(marker V, Boehringer Mannheim). Lane 2: no DNA or negative control. Lanes 
3–4: patients analyzed for Prader-Willi syndrome (PWS); both are normal with 
the maternal (174 bp) and paternal (100 bp) bands or amplicons present. Lanes 
5–6: normal controls. Lane 7: PWS positive control. Lane 8: AS positive control. 
Lane 9 (far right): no DNA or negative control.
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DNA does not result in a PCR product since the primers are not com-
plementary to the unmodifi ed DNA sequence.41 Denaturing high per-
formance liquid chromatography (DHPLC) and primer extension ion 
pair reverse phase HPLC are alternative methods to gel electrophoresis 
for the analysis of mPCR products.2,49

PCR using bisulfi te treated DNA produces accurate results in PWS 
patients, in complete agreement with Southern blot analysis.11,54,79 This 
method requires only a small amount of DNA template, which can be 
extracted from whole blood, lymphoblasts, dried blood cards, cultured 
amniocytes, cultured chorionic villi, heparinized blood, and archived 
fi xed-cell suspensions remaining from FISH studies.41,75 This method 
analyzes the methylation status of the SNRPN gene along many CpG 
dinucleotides, avoiding the potential pitfall of restriction site polymor-
phisms23 and incomplete digests. One drawback of mPCR is that the 
smaller, paternal allele is preferentially amplifi ed in this assay, which 
may result in a false negative result for PWS or a false positive result 
for AS. To obtain amplicons of similar intensity, the relative primer 
concentrations need to be adjusted with three- to fourfold less paternal 
primers than maternal primers.41,79 Skewed signal intensity may also 
refl ect mosaicism for UPD, which can be confi rmed by microsatellite 
analysis of individual cells.36

Fluorescence Melting Curve Analysis
Bisulfi te treated genomic DNA amplifi ed with primers specifi c for 
SNRPN can also be analyzed by melting curve analysis.77 This method 
is based on the difference in melting temperatures between the mater-
nal and paternal PCR amplicons. Double-stranded DNA denatures at 
a temperature dependent on its sequence, with G-C base pairs melting 
at a higher temperature than A-T base pairs. Using this technology, 
amplifi cation is performed in a thermal cycler connected to a fl uorom-
eter or LightCycler, eliminating the need for gel electrophoresis. This 
method has all of the benefi ts of mPCR with an even shorter turn-
around time. However, careful primer design is essential to a successful 
assay, and this method utilizes expensive equipment that may not be 
available in all clinical molecular laboratories.

PCR Using DNA Digested with Methylation-Sensitive 
Restriction Enzymes
A variant of mPCR involves the digestion of genomic DNA with meth-
ylation-sensitive restriction enzymes followed by PCR amplifi cation of 
the SNRPN promoter.21 Two separate digests are performed: one with 
NotI, which will only digest unmethylated DNA; and another with 
McrBC, which will only digest methylated DNA. Three separate mul-
tiplex PCRs are then performed using uncut DNA, NotI treated DNA, 
and McrBC treated DNA as templates. Each PCR contains two sets of 
primers, one specifi c for SNRPN and another control primer set specifi c 
for a nonimprinted gene on another chromosome. SNRPN sequences 
are not amplifi ed from McrBC treated DNA from PWS patients or from 
NotI treated DNA from AS patients. Though reported to be 100% sensi-
tive and specifi c for PWS and AS caused by deletions and UPD, this 
assay will only detect CpG methylation that occurs in methylation-
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sensitive restriction sites and is prone to false negative results second-
ary to incomplete NotI digestion. This method is nonisotopic, requires 
a minimal amount of DNA, and does not require bisulfi te treatment of 
the DNA.

Bisulfi te Restriction Analysis (BRA)
Bisulfi te restriction analysis (BRA) was developed as an alternative 
to mPCR.73,74 This method involves two rounds of methylation-
independent nested PCR amplifi cation of bisulfi te treated genomic 
DNA, followed by CfoI digestion. Bisulfi te treatment destroys the CfoI 
recognition sequence on the paternal allele, so that the paternal 
amplicon will remain undigested whereas the maternal allele will be 
cleaved. There is the risk of a false negative result in a PWS patient 
due to incomplete digestion, and BRA is more labor intensive than 
mPCR, requiring the bisulfi te treatment of DNA, two separate PCRs, 
a restriction enzyme digest, and gel electrophoresis. However, BRA 
eliminates the concerns of preferential amplifi cation of the paternal 
allele in mPCR and can also be used on fi xed-cell suspensions 
remaining from cytogenetic studies.74

Reverse Transcription PCR (RT-PCR)
Although Southern blot, mPCR and its variants will detect >99% of 
PWS cases, a few cases have been reported in the literature with a 
classic PWS phenotype, normal methylation studies, and balanced 
15q11q13 translocations.22,43,63,67 In these cases, disruption of the SNRPN 
locus by the translocation was revealed by abnormal SNRPN expres-
sion. Expression studies of the SNRPN gene are used as another means 
for the clinical molecular diagnosis of PWS.32 The SNRPN expression 
test is rapid and reliable in the molecular diagnosis of PWS.18,76 This 
assay involves the reverse transcription of RNA extracted from blood 
collected in either sodium EDTA or sodium heparin tubes. Multiplex-
PCR is performed on the cDNA product with two sets of primers, one 
specifi c for the SNRPN mRNA and one specifi c for a constitutively 
expressed X-linked gene (WASP). The products are analyzed by agarose 
gel electrophoresis and visualized by staining with ethidium bromide. 
Absence of the SNRPN product in the presence of the control amplicon 
indicates lack of SNRPN expression, hence a diagnosis of PWS.

Similar to mPCR, RT-PCR is nonisotopic, requires only a small 
amount of blood, and has a short turnaround time (1–2 days). RT-PCR 
is predicted to detect all cases of PWS, regardless of etiology, but is not 
informative in diagnosing AS. This method has been shown to correctly 
identify cases of PWS due to deletion, UPD, imprinting defects, and 
translocations (including those that are not detectable by standard 
methylation analysis), although relatively few cases of PWS due to IC 
microdeletions and translocations have been studied. RT-PCR involves 
the isolation and handling of RNA, which requires dedicated “RNAse 
free” laboratory areas. Another drawback of working with RNA is that 
it degrades more rapidly than DNA. False positive or negative results 
have not been reported using RT-PCR; however, theoretically a false 
negative result could occur in a patient with normal levels of nonfunc-
tional SNRPN protein.18
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Uniparental Disomy

Once the diagnosis of PWS has been established using SNRPN meth-
ylation or expression analysis, additional studies are needed to deter-
mine the molecular mechanism of PWS, provide accurate genetic 
counseling, and establish recurrence risks for other family members 
(Figure 4.1). Over 70% of subjects with PWS have deletions; therefore, 
FISH studies should be the initial refl ex test performed. If FISH studies 
are negative (normal) then the possibility of UPD, accounting for about 
20% to 25% of PWS subjects, should be considered.44 Uniparental 
disomy studies involve the amplifi cation of multiple microsatellites 
within the PWS critical region as well as microsatellites outside of the 
critical region (to distinguish between an IC deletion and UPD). DNA 
from the proband and both parents is required for UPD analysis. If 
only one maternal allele is present within the critical region as well as 
proximal and distal loci, isodisomy is implied. If both maternal alleles 
are present, heterodisomy is implied. Maternal inheritance within the 
critical region, with maternal and paternal alleles present in the outside 
regions, will occur if a deletion is present. A number of microsatellites 
within and adjacent to the critical region can be used for this 
analysis.4,7,15,19,28,30,47,55 Information regarding many of the microsatellites 
is available on the Genome Database Web site (www.gdb.org27), includ-
ing primer sequences and references. When possible, microsatellites 
can be amplifi ed by multiplex PCR to save time and reagents. The PCR 
products can be radioactively labeled and analyzed by polyacrylamide 
gel electrophoresis. Alternatively, microsatellites can be amplifi ed by 
multiplex PCR using fl uorescence labeled primers and analyzed on an 
automated DNA sequencer.46

Imprinting Defects

PWS patients with positive methylation DNA studies, a normal karyo-
type and FISH studies, and biparental inheritance of chromosome 15 
are assumed to have an imprinting defect. This occurs in less than 5% 
of PWS cases. Approximately 15% of the imprinting defects are due to 
microdeletions within the IC, the majority of which are inherited, with 
a 50% recurrence risk.8,9,10,57 An abnormal methylation pattern in the 
unaffected father of a PWS proband is indicative of a familial IC dele-
tion. Methylation studies of a carrier father will reveal an AS methyla-
tion pattern. A normal methylation pattern in the father of a PWS 
proband is suggestive of a nondeletion case, which accounts for the 
other 85% of PWS imprinting defects.8,9

Nondeletion imprinting defects occur during spermatogenesis when 
the imprint on the father’s maternally inherited chromosome 15 is not 
erased.7,9 Although the proband inherits one chromosome 15 from each 
parent, the paternally inherited chromosome carries the grandmaternal 
imprint, thus the proband has two maternally imprinted chromo-
somes.50 The mechanism for this type of defect is not known. No IC 
point mutations have been identifi ed in patients with a nondeletion 
imprinting defect.7,9,57
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High-Resolution FISH Probes

Tharapel et al.70 reported their use of primed in situ labeling (PRINS) 
to identify deletions of SNRPN, GABRB3, and DGCR2/TUPLE1. This 
method has potential use to identify small deletions within the PWS 
imprinting center.

High-resolution FISH probes to test for constitutional and acquired 
chromosome imbalances have been developed.38,62 The probes can 
identify small deletions involving only the imprinting center, including 
those that have been reported in multiplex PWS families. Their PWS-
SRO probe performed as expected in typical PWS deletion cases and 
in a case of familial PWS in which a deletion was confi ned to the PWS 
imprinting center.38

Prenatal Diagnosis

Prenatal diagnosis of PWS and genetic counseling should be offered 
when the father is a microdeletion carrier, as the recurrence risk for 
PWS in this situation is 50%. A carrier female is not at risk to have 
children with PWS; however, she is at risk to have affected grandchil-
dren through her carrier sons. Prenatal testing is also indicated for PWS 
due to a paternal translocation, as there is an increased recurrence risk. 
For PWS due to large deletions, nondeletion IC defects, and UPD, the 
recurrence risk is small (<1%); however, prenatal testing may be offered 
to reassure the parents.1

PWS prenatal testing should be considered in women undergoing 
routine prenatal testing for fetal chromosome abnormalities by CVS 
or amniocentesis when any of the following are detected: 15q 
deletions, mosaic trisomy 15, familial or de novo translocations or 
marker chromosomes involving chromosome 15 (including iso-
chromosome 15).1,44,60,65 All of these situations are associated with an 
increased risk of 15q deletions or UPD.

Microsatellite analysis, which requires fetal as well as parental DNA, 
can be used to test for UPD or small deletions. Microsatellite analysis 
may also be used for preimplantation genetic diagnosis to detect PWS 
IC deletions. Methylation analysis can be performed on fetal tissue to 
detect >99% of PWS cases. PW71B is known to be hypomethylated in 
amniocytes and chorionic villi, which could result in a false positive 
diagnosis of AS. ZNF127 and PW71B are not diagnostic for prenatal 
specimens.24,31,42,65,72 SNRPN analysis by mPCR or Southern blot analy-
sis is the method of choice for prenatal PWS diagnosis.4,42

Selecting a Reference Laboratory

The American College of Medical Genetics (ACMG) and American 
Society of Human Genetics (ASHG) have recommended that PWS/AS 
genetic testing include either: (1) Southern hybridization with SNRPN 
or PW71B probes followed by FISH, UPD, or imprinting studies in posi-
tive cases, or (2) FISH and methylation analysis performed simultane-
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ously, followed by UPD studies if needed.1 In either scenario, 
chromosome analysis is recommended to identify a translocation or 
other abnormality. It is recommended that the methods used take into 
account a number of factors, including the availability of testing, known 
test results for a given patient, and physician experience. When the like-
lihood that a patient will test positive for PWS is less than 50%, it is less 
expensive to perform DNA methylation studies, with FISH and UPD 
studies done only if PWS or AS is diagnosed.53 However, whenever an 
expedient diagnosis is crucial—for instance, in a hypotonic newborn—
simultaneous FISH and DNA testing should be considered.

We surveyed U.S. clinical molecular genetics laboratories listed on 
the GeneTests web site (www.geneclinics.org20) and found that about 
half perform PWS testing by PCR methods and half utilize Southern 
blot analysis, with SNRPN being the most common probe used (K.G. 
Monaghan, unpublished data). About one third of the labs offer mi-
crosatellite analysis for UPD studies, and two thirds offer FISH for 
PWS. Approximately half of the labs offer prenatal diagnosis for 
PWS. This is consistent with a recent American College of Medical 
Genetics/College of American Pathologists (ACMG/CAP) molecular 
gen etics survey (MGL-A, 2003) in which 46% of labs reported using 
Southern blot analysis, 46% used PCR, 4% performed SNRPN expres-
sion studies by RT-PCR, and a minority used a combination of methods 
including Southern blot and PCR or Southern blot and SNRPN expres-
sion studies.

Laboratories in the U.S. can be inspected and accredited by the CAP 
laboratory accreditation program and Clinical Laboratory Improve-
ment Act (CLIA). In addition, profi ciency testing is available for 
many genetic conditions, including cytogenetics, FISH, and PWS/AS 
DNA testing. Of the labs participating in a recent MGL-CAP survey, 
93% (43/46) correctly genotyped the PWS/AS specimens included in 
the profi ciency test. In the 2002 CY-C CAP survey, all participating 
laboratories correctly scored the PWS unknown case. Although partici-
pation in inspections and profi ciency testing do not exclude the possi-
bility of technical or clerical errors, participation in these voluntary 
inspections and lab surveys indicates the laboratory’s commitment to 
quality.

Other considerations when selecting a reference laboratory include 
the cost and reporting time. In addition to the many technical advan-
tages of mPCR (Table 4.1), our survey found that PCR offers a short 
turnaround time (3–5 days) and a lower price (~US$250–$400) com-
pared with Southern blot analysis (2–3 weeks; ~US$300–$500) and 
FISH (3–5 days; ~US$300–$500).

Finally, when a laboratory report is inconsistent with the clinical 
presentation of a patient, it is important to keep in mind the pitfalls of 
genetic testing. An abnormal result can be masked by polymorphisms 
within restriction enzyme recognition sequences (refer to section on 
Southern blotting), mosaicism for 15q11–q13 deletions,48 or mosaicism 
for UPD.36 Incomplete restriction enzyme digests can result in a false 
positive for PWS, while degraded DNA can result in a false positive 
for AS when analyzed by Southern blotting. A normal polymorphism 
within a primer sequence can interfere with PCR amplifi cation. Sample 
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mix-ups can occur in the clinic or in the laboratory. Testing for the 
wrong disease can result in a noninformative negative result, in which 
case the differential diagnosis should be considered. Mistaken pater-
nity will yield uninformative results for microsatellite analysis. Con-
tamination of samples is especially problematic for PCR-based assays 
and contamination of fetal specimens with maternal DNA can result in 
inaccurate prenatal results. Laboratories should perform additional 
studies to exclude maternal cell contamination of any prenatal speci-
men. If there is any doubt in the patient’s result it is reasonable to repeat 
testing using an alternative methodology or to request a second 
specimen.
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In the decade since the previous edition of this text,2 a wealth of infor-
mation has accumulated regarding the medical pathophysiology and 
treatment of PWS. Clinical diagnostic criteria and acceptance of genetic 
testing in the mid-1990s helped to focus clinical and research attention 
on individuals with this condition. The identifi cation of a defect in the 
growth hormone (GH) system and, moreover, demonstration of GH 
treatment effi cacy, provided the fi rst and, to date, only treatment for 
PWS to attain regulatory approval.

Despite these advances, we still lack systematic information regard-
ing many of the morbidities associated with PWS. Aside from GH-
related studies, few rigorously-collected data on suffi cient numbers of 
individuals have been published. Medical care for most individuals 
with PWS worldwide remains uncoordinated and clinical protocols 
are largely based on anecdotal experience. These circumstances are 
undoubtedly due to a combination of the uncommon occurrence of the 
condition, a relative paucity of specialized treatment facilities with 
consequent lack of centralized care and data collection, and historical 
prejudices and beliefs regarding natural history and treatment out-
comes. Nevertheless, our understanding of the medical aspects of PWS 
has reached a new level in the past decade, and there are continuing 
efforts amongst experts in the fi eld to establish logical, evidence-based 
treatment modalities.

Whereas the 1995 edition of this text contained only a single 
chapter concerning medical pathophysiology, entitled “Endocrine 
and Metabolic Aspects of Prader-Willi Syndrome,”127 the current 
edition includes three chapters covering a wider range of medical 
concerns. This fi rst chapter in Part II provides a general overview of 
medical concerns in PWS and discussion of conditions that are not 
addressed in successive chapters. The next chapter (Chapter 6) 
addresses issues related to obesity, gastrointestinal function, and 
body composition. Finally, Chapter 7 is dedicated to a review of GH 
therapy in PWS.
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Natural History and Age-Related Morbidity

The medical life history of a typical individual with PWS can be 
instructive in providing a logical framework for the succeeding discus-
sions. Various “life stage” classifi cations have been proposed, all gener-
ally similar in terms of associated morbidities. The life-staging outlined 
here is primarily for the sake of illustration. In reality, most PWS-
associated morbidities are part of a lifelong continuum.

The fi rst stage is in utero. The most notable abnormality at this stage 
is fetal hypomotility, usually noted by women with previous non-PWS 
pregnancies. This hypomotility is consistent with hypotonia, a lifelong 
feature of the syndrome. In male fetuses with PWS, there is an increased 
risk for testicular maldescent but not other genital abnormalities. Sco-
liosis may also occur in utero, although this is uncommon in our experi-
ence. Hypogonadism and scoliosis, like hypotonia, are lifetime features 
of the syndrome. No other abnormalities have been noted during fetal 
life. No abnormalities of the placenta, umbilical cord, or amniotic fl uid 
volume or composition have been reported. Increased fetal wastage has 
not been reported.

The neonate with PWS is usually born at or near term and no specifi c 
abnormalities of labor and delivery have been noted. A slightly low, 
but not usually abnormal, birth weight is characteristic. Cryptorchi-
dism and scoliosis may be noted at birth, along with the characteristic 
facies and other features as described in preceding chapters.

The most striking medical abnormality in the neonatal period is 
severe whole-body hypotonia, a condition that is virtually universal 
for infants with PWS. Decreased limb movements, marked truncal 
hypotonia, weak cry, and decreased neuromotor refl exes are related 
characteristics. Dysconjugate eye movements (strabismus, but not nys-
tagmus) may be noted. A weak suck refl ex and consequent poor feeding 
occur in all infants with PWS.

For the remainder of the neonatal period hypotonia and associated 
morbidities continue to be the number one major medical concern. 
Failure-to-thrive is a common diagnosis, often leading to valiant efforts 
to increase body weight gain. However, it should be noted that obesity, 
defi ned as increased body fat relative to lean mass, is present even in 
these underweight infants with PWS68; feeding maneuvers may improve 
weight gain, while doing little to improve mass and function. However, 
severe undernutrition may have detrimental effects on bone growth 
and brain development.

Neuromotor and speech delay, the latter probably due to a combina-
tion of oromotor hypotonia and central cognitive defects, are also 
fi rst noted in the neonatal period. Apnea and hypoventilation may be 
observed in the neonatal period and are nearly universal on formal 
testing.

The toddler/childhood stage has a markedly late beginning in chil-
dren with PWS, with most children unable to ambulate until after 2 
years of age. Although markedly decreased muscle mass and hypoto-
nia continue during this period, the available muscle fi bers gain suffi -
cient function to enable food gathering and oromotor function, greatly 
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increasing the risk for overweight. Problems with apnea and hypoven-
tilation may appear to abate during this period. Scoliosis may progress 
with ambulation and linear growth. Physical therapy can markedly 
improve physical function during childhood, although hypotonia is 
still evident.

One of the paradoxes of childhood growth in PWS is that linear 
growth will often decelerate as weight gain accelerates, typically begin-
ning at 1 to 3 years of age. The major exceptions are those children who 
develop premature adrenarche. As discussed in a later section, these 
children can appear to have normal or accelerated linear growth; 
however, their fi nal adult height is often severely compromised due to 
premature epiphyseal closure.

Adolescence is marked by incomplete sexual maturation. Adrenarche 
is usually normal or early, but male individuals with PWS rarely prog-
ress past mid-puberty and girls often fail to have menarche. Because 
of the hypogonadism and defi ciencies in the growth hormone system, 
the usual pubertal growth spurt is blunted. Scoliosis, if present, can 
become particularly problematic starting in late childhood. Overweight 
also tends to progress rapidly, accompanied by increased risks for 
associated morbidities, such as diabetes mellitus. Unlike with usual 
exogenous obesity, bone mineral density is often low in adolescents 
with PWS, a problem that tends to progress through adult life.

The natural medical history of adults with PWS is relatively unstud-
ied. Although most young adults with PWS are capable of living a 
semi-independent life, signifi cant physical disability is evident. The 
combination of overweight and hypotonia eventually leads to wheel-
chair-dependence in many cases and respiratory insuffi ciency in most 
cases. In addition, osteoporosis, often caused or accentuated by 
untreated hormonal defi ciencies, and scoliosis can also lead to signifi -
cant morbidity.

Mortality

The natural life span of individuals with PWS is currently undefi ned. 
Experience suggests that survival past the 5th or 6th decade is unusual. 
For instance, in a survey of 232 adults with PWS, the oldest was 62 
years.78 Perhaps because of the obvious feature of overweight and 
obesity, an anecdotal assumption has been made that many, if not most, 
individuals with PWS succumb to cardiovascular complications related 
to obesity. However, available data suggest that this may not be the 
case. As reviewed in other sections, insulin resistance does not appear 
to occur in the majority of adults with PWS. Atherogenic lipid profi les 
have also not been observed with increased frequency, and atheroscle-
rotic heart disease has not been reported. Personal experience and 
recent data indicate that the major cause of overall mortality in PWS is 
respiratory insuffi ciency or cardiorespiratory failure. In many cases, 
demise appears to be triggered by acute or chronic pulmonary infec-
tion. It appears likely that underlying poor respiratory effort due to 
hypotonia may be a major contributing factor. This anecdotal impres-
sion is supported by available published reviews of cases.
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In an early review of cases, Laurance et al.125 found 24 individuals 
with PWS alive after age 15 years (15–41 years of age) and 9 deaths; 4 
deaths occurred before age 15, and 5 between 17 and 23 years of age. 
Cardiorespiratory failure was the proximate cause of death in these 
cases.

A population-based survey in England included 66 individuals with 
PWS, aged birth to 46 years; 25% were found to have Type 2 diabetes 
mellitus, and 50% had recurrent respiratory infections.31,242 Other mor-
bidities included ulcers of the lower extremities (22% of adults), scolio-
sis (15% in children), and sleep disorders (20%). Limited data from this 
study indicated an extrapolated lifetime mortality rate of >3% per 
year.

An international review of mortality in PWS found 13 deaths in 
individuals under the age of 5 years and 14 deaths in individuals older 
than 9 years.185 Of the 13 deaths in younger individuals, 9 were due to 
respiratory failure and 2 were judged to be “sudden” following onset 
of gastrointestinal symptoms and fever. In the 14 older patients, pneu-
monia was contributory in 3 cases and cardiorespiratory failure in 1. 
Of the other deaths, two were thought to be due to gastric dilatation, 
two had uncertain cause, and there were single cases of myocardial 
infarction, stroke, familial cardiomyopathy, femoral thrombosis, spinal 
myelitis, and malignancy. Nine of the younger and only three of the 
older patients were autopsied.

In a study of 36 adults with PWS in Australia, there were 10 deaths 
at a mean age of 33 years (range 20–49 years); 3 were due to pneumonia 
or cardiorespiratory arrest, 1 was due to respiratory illness complicated 
by congestive heart failure, 2 were undetermined, and there were single 
cases of hypoglycemia, myocardial infarction, stroke, and pulmonary 
embolus.193

A population-based study in Flanders of all patients diagnosed by 
DNA methylation analysis found no individuals with PWS over age 56 
years and a marked drop in numbers of cases with age, particularly 
after age 32 years.229 Seven cases of death were reviewed: three children 
succumbed to pneumonia and respiratory failure and four adults died 
from various causes—respiratory infection, cardiorespiratory failure, 
stroke, and car accident. Respiratory problems were thought to be pos-
sibly contributory in fi ve of eight deaths (5 months to 43 years of 
age).200

Small adrenal size was identifi ed in three of four autopsied patients 
in this latter series but was not reported in another series of seven 
autopsies.185 The possibility of adrenal hypofunction at the time of 
death is unresolved, although other studies have shown normal adrenal 
function in PWS.

Medical Concerns

Numerous medical conditions have been associated with PWS, with 
varying degrees of published documentation. For the purposes of dis-
cussion, PWS-associated physiology, pathophysiology, and medical 
morbidities will be grouped as follows:
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This Chapter: Medical Considerations

I. Disorders of Sexual Development and Maturation
A. Genital hypoplasia and cryptorchidism
B. Hypogonadism

II. Musculoskeletal Disorders
A. Hypotonia
B. Scoliosis
C. Osteoporosis

III. Respiratory and Circulatory Disorders
A. Respiratory disorders
B. Cardiovascular and cerebrovascular systems

IV. Miscellaneous Medical Concerns
A.  Thermoregulatory disorders, autonomic dysfunction, and anes-

thesia risk
B. Ophthalmologic disorders
C. Sensory function
D. Mitochondrial DNA
E. Epilepsy
F. Cancer

G. Infection

Chapter 6: Gastrointestinal System, Obesity, and Body Composition

I. Gastrointestinal System and Disorders
A. Oropharynx
  1. Salivation
  2. Feeding and swallowing
B. Stomach
  1. Mechanical function
  2. Digestion
C. Intestines
D. Pancreas and liver

II. Obesity and Nutrition
A. Overweight and obesity
  1. Diagnosis
  2. Pathogenesis:
  a. Overweight and body composition
  b. Energy expenditure
  3. Associated morbidities
B. Treatment
  1. Nutritional strategies
  2. Special nutritional considerations
  3. Associated morbidities

III. Measurement of Body Composition
A. Review of methodologies
B. Summary comments
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Chapter 7: Growth Hormone

I. Background
II. Growth hormone treatment

A. Effi cacy of treatment in children with PWS
B. GH treatment of adults with PWS
C. Adverse effects

III. Summary and Conclusions

Based on clinical experience and published studies, conditions that do 
not occur with increased frequency in PWS include the following:

 1. Thyroid dysfunction1,29,36,51,126,177,206,240

 2. Hyper- or hypoprolactinemia36,126,160,177,195,206

 3. Adrenocortical dysfunction29,35,126,195

 4. Abnormal melatonin secretion177

 5. Parathyroid hormone disorders
 6. Intrinsic defects in calcium or vitamin D metabolism (although 

nutritional defi cits can occur)
 7. Dyslipidemia22,170,204

 8. Type 1 diabetes mellitus
 9. Autoimmune or immunodefi ciency disorders
10. Disorder of the renin/aldosterone/angiotensin29 and antidiuretic 

hormone systems
11. Renal and hepatic disorders
12. Primary lung diseases, including asthma
13. Disorders of olfaction and taste72,171 (not including food 

preference)
14. Hearing disorders (Auditory and visual processing disorders have 

been reported.199)
15. Slipped capital femoral epiphysis241

16. Seizure disorders

Disorders of Sexual Development and Maturation

Genital Hypoplasia and Cryptorchidism

Pathophysiology
Genital hypoplasia is a frequent fi nding in neonates with PWS, occur-
ring in 13 of 15 cases (86.5%) reviewed for derivation of infant diag-
nostic criteria.44,105

In male infants with PWS, cryptorchidism is reported in >90% of 
cases; most cases are bilateral.17,54,57 In comparison, cryptorchidism 
occurs in 5% or less of non-PWS infant males.19 It is clinically important 
to distinguish true cryptorchidism from retractile and gliding testes,19 
although the evaluation and treatment of these conditions is similar. 
Small testes and scrotal hypoplasia, although usually not a true bifi d 
scrotum, are also reported in most cases of PWS,53 whereas micropenis 
is reported in less than 50%. Hypospadias and retention of female 
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structures have not been reported. Prostate and ductal systems have 
not been fully characterized, although anecdotal reports indicate that 
the testicular accessory structures are often noted to be hypoplastic at 
surgery. Inguinal hernia can be expected to occur in >90% of cases of 
cryptorchidism due to persistence of a patent processus vaginalis128; 
however, data in PWS regarding inguinal hernia risk is lacking.

Genital abnormalities in female infants with PWS have been more 
diffi cult to characterize, although neonatal labial hypoplasia has been 
reported.40 Hypoplasia of the clitoris and/or labia minora was noted 
in 32 of 42 females with PWS (76%) evaluated at a mean age of 17.5 
years. Internal female genital anatomy has not been characterized, 
although no specifi c abnormalities of müllerian duct derivatives have 
been described. In addition, no cases of inappropriate virilization or 
appearance of male structures has been reported.

Clues to possible mechanisms for the fetal genital malformations in 
PWS can be gleaned from the nature of the observed abnormalities and 
knowledge of normal fetal genital maturation, which has been exten-
sively reviewed in the literature7,144,191 and is only briefl y summarized 
here.

In the male fetus, the fi rst evidence for sexual differentiation, the 
appearance of the seminiferous cords and Sertoli cells, occurs at ~6–7 
weeks gestation. Leydig cell production of testosterone is fi rst detect-
able before 9 weeks gestation. Müllerian (female) duct regression occurs 
between 7 and 10 weeks, overlapping with Wolffi an (male) duct dif-
ferentiation between 8 and 12 weeks.

For the male external genitalia, elongation of the genital tubercle is 
noted by 8 weeks. By 16 weeks gestation, urethral closure with penile 
formation and fusion of the labioscrotal folds are complete. All of these 
events, and the formation of the prostate, are dependent upon the 
production of testosterone by the fetal Leydig cells and conversion to 
dihydrotestosterone, via the action of 5a-reductase Type II in the target 
tissues. The external genitalia experience further growth and less sig-
nifi cant differentiation after approximately 13 to 14 weeks gestation.

The testes originate at 7 to 8 weeks gestation in proximity to the 
inguinum and kidneys and are apparently anchored in place by the 
gubernaculum, a gelatinous structure that attaches the lower pole of 
each testis to the inguinal region. Testicular descent has been divided 
into two stages.110 The fi rst stage, occurring at 8–15 weeks gestation and 
sometimes termed transabdominal descent, involves cranial migration 
of the kidneys and other structures while the testes remain in place. 
The gubernaculum enlarges in an androgen-independent process that 
may be facilitated by testicular production of insulin-3 (also known as 
descendin), creating a path in the inguinal canal for future testicular 
descent. The inguinal canal is formed by differentiation of musculature 
surrounding the gubernaculum. During the second stage, at 28 to 35 
weeks, the patent processus vaginalis protrudes through the internal 
inguinal ring, thereby transmitting intra-abdominal pressure to the 
gubernaculum.109 This is thought to cause movement of the gubernacu-
lum through the inguinal canal into the scrotum, thereby guiding initial 
testicular descent. As summarized by Hussman and Levy,109 descent of 
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the testes is dependent on both gubernaculum-dependent develop-
ment of the inguinal canal and on the sporadic increases in intra-
abdominal pressure induced by fetal respirations and hiccupping. After 
descent, the gubernaculum regresses through an androgen-dependent 
mechanism. Androgens may also infl uence development of muscula-
ture involved in formation of the inguinal canal and optimization of 
intra-abdominal pressure.

Although fetal gonadotropin production is evident by 9 to 10 weeks, 
the early stages of testicular differentiation, androgen production, and 
genital development are likely maintained by placental chorionic 
gonadotropin, which is the predominant fetal gonadotropin through 
gestation. However, during late gestation, production of LH and pos-
sibly other fetal pituitary hormones appears to be necessary for com-
pletion of external genital development, genital growth and testicular 
descent, as evidenced by the common fi ndings of micropenis and 
cryptorchidism in cases of congenital hypopituitarism (non-PWS).

It is important to realize that each stage of male fetal sexual differ-
entiation and development is controlled by time-limited processes that 
are determined not only by hormonal exposure, but also by specifi c 
genes with time-limited activity.7 Therefore, each step described above 
must occur within a specifi c “window of opportunity.” In addition, the 
testicular hormones (insulin-3, testosterone) involved in testicular 
descent are largely active on a local or paracrine, rather than systemic, 
level. Therefore, unilateral defects in hormone action may lead to uni-
lateral cryptorchidism.

In consideration of this knowledge of male genital embryology, a 
tentative theory for the occurrence of male genital abnormalities in 
PWS can be generated. Steps that are not abnormal in PWS include 
urethral closure and labioscrotal fusion, implying normal testicular 
differentiation, normal in utero testosterone production, and normal 
activity of 5a-reductase through 16 weeks gestation. In addition, the 
usual location of undescended testes near the inguinal ring or in the 
inguinal canal in PWS-associated cryptorchidism implies normal 
androgen-independent transabdominal descent at 8–15 weeks. The 
preponderance of bilateral cryptorchidism indicates that unilateral tes-
ticular malfunction or structural abnormality is not involved. Finally, 
the not uncommon occurrence of bilaterally descended testes and the 
relatively low occurrence of micropenis suggest that the genital abnor-
malities are not intrinsic to the genetic defect per se, but may be second-
ary to other factors that occur with variable severity from one affected 
individual to another. Two major possibilities along these lines are (1) 
fetal gonadotropin defi ciency, leading to decreased late-gestational 
testosterone defi ciency; and (2) fetal hypotonia, leading to inadequate 
intra-abdominal pressure. Since both hypotonia and a variable, non-
absolute gonadotropin defi ciency occur in postnatal life, it appears 
likely that both factors are involved in the etiology of the male genital 
abnormalities in PWS.

Normal female external genital development has been characterized 
by Ammini et al.9 The labial folds, clitoris and vestibule with single 
perineal opening are evident by 11 weeks gestation. Between 11 and 20 
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weeks, the labia majora, derived from the genital swellings (scrotal 
anlage in the male), continue to enlarge. However, the labia minora, 
derived from the genital folds (~penile shaft in the male), and the cli-
toris, derived from the genital tubercles (~glans penis in the male), 
show little change during this period. At 23–25 weeks, the labia minora 
enlarge and protrude past the labia majora, and the dual openings 
(urethra and vagina) move to the perineum. Thereafter, the labia majora 
become more prominent. Fetal pituitary gonadotropin levels peak at 
20–24 weeks (FSH > LH) in the female, and a maximal number of 
ovarian primordial follicles are observed at 22–24 weeks, possibly 
stimulated by the FSH peak. In females with PWS, the major external 
genital abnormality has been noted to be hypoplastic labia minora and 
a small clitoris, structures that show maximal growth immediately fol-
lowing the fetal gonadotropin surge. Therefore, it appears likely that, 
as with males with PWS, the external genital abnormalities in some 
female infants with PWS may be related to a defi ciency of fetal gonado-
tropin secretion.

Evaluation
Any male neonate with unexplained hypotonia and cryptorchidism 
with or without micropenis should be suspected of having PWS, 
especially if there are no other anogenital abnormalities. Unexplained 
neonatal hypotonia is, of course, a stand-alone criterion for consider-
ation of PWS testing80; however, cases of late-diagnosed (older children 
and adults) PWS presenting with hypotonia and cryptorchidism have 
been anecdotally observed by the authors. Similarly, in females with 
hypotonia, the presence of hypoplasia of the labia minora and/or small 
clitoris should further encourage consideration of testing for PWS.

In cases of cryptorchidism, evaluation for presence of testes and tes-
ticular function may be advisable before and after surgical treatment. 
Consultation with a pediatric urologist and pediatric endocrinologist 
is highly advisable. If the testicle(s) is completely nonpalpable, an 
initial inguinal/pelvic ultrasound should be performed. In some cases, 
a magnetic resonance imaging (MRI) may provide additional informa-
tion,58 although this procedure has not usually been necessary in our 
experience. Brain imaging studies are not particularly useful unless 
there is other evidence for pituitary or CNS dysfunction; intrinsic struc-
tural abnormalities of the central nervous system visible on routine 
imaging have not been identifi ed in PWS.35,201

Single measurements of testosterone, LH, and FSH in the fi rst few 
days of life or during the expected secondary gonadotropin surge at 
30–60 days of age may, if positive, confi rm the presence of functional 
testicular tissue. A testosterone level >20–50 ng/dL (700–1750 pmol/L) 
is indicative of testosterone production. However, although this random 
sampling is often useful in non-PWS infants with cryptorchidism, 
utility may be limited in congenital hypogonadotropic hypogonadism 
since gonadotropin priming may be necessary for optimal testicular 
response. Therefore, a negligible random neonatal testosterone level in 
an infant with PWS does not preclude the existence of functional tes-
ticular tissue.
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Gonadal stimulation testing to document functional testicular tissue 
is not usually required, but may be indicated in those patients with true 
bilateral cryptorchidism and a low random neonatal testosterone level 
or in older infants/children where the hypothalamic-pituitary-gonadal 
axis may be expected to be naturally suppressed. Since orchiopexy is 
usually not performed in the immediate neonatal period, such testing 
can often be delayed until immediately prior to surgery. A standard 
“short” testosterone stimulation test involves daily intramuscular injec-
tions of chorionic gonadotropin (1500 U/m2/dose) for 3 to 5 days, with 
serum testosterone measured at baseline and 24 hours after the fi nal 
injection. However, since gonadotropin priming may be necessary to 
achieve testicular secretion, a “long” test may be preferable. A typical 
regimen is chorionic gonadotropin 500–1000 U by intramuscular injec-
tion twice a week (e.g., Monday/Thursday) for 5 weeks (10 doses total) 
with baseline and 24-hour post-fi nal-dose serum testosterone levels. 
The baseline level is theoretically not necessary for either the short or 
long test, although it may provide information about basal secretion 
and tissue responsiveness. A post-test testosterone level of >100–200 ng/
dL is clearly indicative of testicular activity; levels between 20 ng/dL 
and 100 ng/dL are considered equivocal, although there is presumably 
some amount of functional tissue present. The long test has the addi-
tional theoretical advantages of more prolonged testosterone produc-
tion, possibly resulting in some penile growth, testicular enlargement, 
and possible testicular descent. However, these latter effects are rarely, 
if ever, observed in PWS. Intranasal and subcutaneous gonadotropin 
administration have also been used for diagnosis and treatment of 
cryptorchidism; however, reports specifi c to PWS are limited.91,112

Treatment
Micropenis: In the male infant with PWS and micropenis, a short course 
of low-dose testosterone may be used to improve the appearance and 
function of the penis.84 It is often stated that a stretched penile length 
of <1.5–2.0 cm could lead to diffi culty with toilet training and upright 
urination, as well as complicate peer relationships40; however, scientifi c 
data relating to these effects is lacking. Treatment of micropenis in 
infancy is often based on the judgment of the physicians and parents. 
In non-PWS individuals, there is no evidence that such treatment 
adversely affects later penile growth potential.23

If treatment is elected, a typical treatment regimen is depot testoster-
one (enanthate or cypionate), 25 mg by intramuscular injection every 3 
to 4 weeks for 3 to 6 months. A longer course or higher dose is not rec-
ommended since either of these could lead to inappropriate virilization 
and acceleration of skeletal maturation. Experience suggests that this 
treatment should be initiated in infancy, preferably before 6 months of 
age, for maximal effectiveness. There is a theoretical risk for triggering 
central puberty in older children, although this risk may be minimal in 
children with PWS. The child should be examined prior to each dose 
to gauge clinical response and the necessity for additional doses; a 
stretched penile length ≥2.0 cm is adequate. Particularly in the obese 
child, the suprapubic fat pad should be fully compressed when obtain-
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ing a penile length measurement. On occasion, a few strands of pubic 
hair and acceleration of linear growth may be observed during the 
treatment course, but these effects invariably abate within a few weeks 
after treatment is completed.

Cryptorchidism: Spontaneous descent of a cryptorchid testicle(s) may 
occur in a prepubertal or pubertal boy with PWS,88 as it does in a sig-
nifi cant proportion of cases of non-PWS cryptorchidism.19 The converse 
condition, spontaneous ascent of a descended testicle(s) has not been 
reported in PWS. In other cases, medical intervention with gonadotro-
pin administration may be successful in achieving testicular descent,214 
although the ultimate success rate of hormonal therapy is low in non-
PWS cases of true cryptorchidism207 and data in PWS is lacking.

In both PWS and non-PWS cases of cryptorchidism, the justifi cation 
for and timing of surgical exploration and orchiopexy have been con-
troversial. Studies in non-PWS populations indicate that cryptorchi-
dism is associated with a 35- to 48-fold increased risk for testicular 
cancer.128 However, it is unclear whether surgical correction of cryptor-
chidism (orchiopexy) reduces the risk for cancer. Several studies indi-
cate that the risk for testicular cancer is negligible if surgical correction 
is performed before puberty, whereas the risk for cancer is increased 
>30-fold thereafter.99 The majority of such tumors in non-PWS crypt-
orchid males are testicular carcinoma, although germ cell and Sertoli 
cell tumors are also reported.50 Given these statistics, it may be some-
what surprising that only two cases of testicular cancer in PWS have 
been published, a seminoma in a 40-year-old man178 and a germ cell 
neoplasm in a 9-year-old boy with cryptorchidism.111 Since the risks for 
maldescent-associated cancer in non-PWS cases may also involve an 
association with puberty, it is possible that the numbers of observed 
cases in PWS are low due to early correction and lack of later spontane-
ous pubertal development.

Facilitation of physical surveillance for torsion and testicular tumors 
has also been proposed as a justifi cation for orchiopexy.128 In one study 
of non-PWS individuals, more than half the cases of torsion of an intra-
abdominal testis, usually presenting with pain and discomfort, were 
associated with germ cell tumor.176 In PWS, a single case of germ cell 
neoplasia discovered in a cryptorchid testicle has been reported.111

Preservation of testicular function and fertility has been given as 
another reason for treatment of cryptorchidism. In a study of 1,335 
non-PWS boys with cryptorchidism, an increased risk for germ cell 
absence was noted after 15–18 months of age, and this was associated 
with adult infertility in a follow-up study, while surgical correction 
prior to this time appeared to preserve fertility.50 This may have rele-
vance to PWS, in which lack of germ cells has been found on testicular 
biopsy.29,116,235 Preservation of male fertility has not been an emphasis 
in the treatment of PWS, but the evolving treatment of this condition 
may soon justify consideration of this possibility.

Among other factors to be considered, an undescended testis located 
in the inguinum may be at increased risk for traumatic injury. In non-
PWS cases, cryptorchidism is associated with a >90% chance for a 
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patent processus vaginalis and consequent increased risk for hernia 
and hydrocele,128 thus providing another justifi cation for surgical eval-
uation and repair. Cosmetic and psychosocial considerations may also 
be important in some cases.

All cases of cryptorchidism should be evaluated by an experienced 
pediatric urologist before 6 months of age. Since infants with PWS may 
present unique surgical and anesthesia risks, surgical procedures 
may be delayed and medical therapy initially attempted. Orchiopexy 
may be particularly diffi cult in PWS due to the degree of maldescent 
and hypoplastic accessory structures. Either before or after surgery, the 
testicles may be atretic and nonfunctional, and experience suggests that 
the risk for post-orchiopexy testicular retraction and degeneration is 
high. In some cases, removal of the testicular tissue with or without 
placement of prostheses may be a preferred or necessary option.

Hypogonadism

Pathophysiology
Hypogonadism, evidenced by incomplete pubertal (sexual) develop-
ment occurs in more than 80% of adolescents and adults with PWS.105 
Puberty normally occurs as a two-system process, beginning after 8 
years of age: adrenarche and gonadal maturation, or gonadarche. 
Adrenarche involves production of adrenal androgens, resulting in 
secondary sexual hair growth (pubic and axillary hair); this effect is 
superseded in males by testicular production of testosterone. The 
control of adrenarche is not completely defi ned. In boys, gonadarche 
involves testicular production of testosterone, resulting in masculiniza-
tion. In girls, gonadarche includes ovarian maturation and estrogen-
ization. Gonadarche is controlled by pituitary production of the 
gonadotropins, luteinizing hormone (LH), and follicle-stimulating 
hormone (FSH), which are in turn controlled by hypothalamic pro-
duction of gonadotropin-releasing hormone (GnRH).

In PWS, adrenarche usually occurs normally in both sexes, although 
a relative decrease in secondary sexual hair has been anecdotally 
reported. A signifi cant proportion of children with PWS have prema-
ture adrenarche, perhaps related to insulin resistance or decreased 
insulin sensitivity122,182,184 (discussed further in Chapter 6).

On the other hand, gonadarche is usually abnormal in PWS. Many 
female patients with PWS progress through phenotypic puberty (breast 
development) but fail to have normal menstrual cycles and/or have 
early menopause. Breast development can progress to full maturation, 
although 49 of 81 individuals (64%) in a survey study were reported 
to have small or fl at breasts.78 Breast development is presumably due 
to estrogens originating from the ovaries and/or peripheral conversion 
of adrenal precursors; estrogen receptor variants have not been iden-
tifi ed in PWS. Virtually all males with PWS have a failure to progress 
past mid-puberty.

It is likely that the postnatal hypogonadism in PWS is a continuation 
of hypogonadotropic hypogonadism that begins in utero. However, 
there are virtually no data regarding gonadotropin secretion in infants 
or pre-teen children with PWS. It is not known, for instance, whether 
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the normal postnatal rise in FSH and LH secretion occurs in infants 
with PWS. Although gonadotropin response to exogenous GnRH may 
be absent or low in preteen children with PWS,251 this may be consid-
ered a typical pre-pubertal pattern in non-PWS children and not neces-
sarily indicative of pathology.

In adolescents and adults with PWS, low baseline and GnRH-
stimulated gonadotropin levels are a frequently reported fi nding, 
arguing for an intrinsic hypogonadotropic hypogonadism, i.e., at the 
hypothalamic or pituitary level. Primary gonadal failure has not been 
reported, except in cases of acquired testicular atrophy,186 and there is 
a single report of abnormal ovarian histology in PWS.29 In addition, 
treatment with gonadotropin or gonadotropin-releasing hormone can 
result in improvement or normalization of gonadal function,29,91 imply-
ing that gonadal steroidogenesis is not a primary disorder.

On the other hand, multiple observations indicate that irreversible, 
complete intrinsic gonadotropin defi ciency at the pituitary or hypotha-
lamic level may not be involved. Normal or precocious spontaneous 
menses have been reported,29,40,117,232 implying cyclic production of 
gonadotropins. In addition, elevated gonadotropin secretion has been 
observed in some cases, especially following primary gonadal failure 
(i.e., with castration or testicular atrophy),150,186,188,245 and some individu-
als with PWS have apparently normal gonadotropin responses on 
stimulation testing.177

Clomiphene citrate, a triphenylethylene estrogen antagonist, has 
been observed to stimulate gonadotropin secretion and gonadal func-
tion (including menses and spermatogenesis) in males and females 
with PWS.29,88,130,141 In non-PWS individuals, clomiphene is commonly 
used for induction of gonadotropin secretion and ovulation during 
treatment of female infertility. As an estrogen analog, clomiphene binds 
to intracellular estrogen receptors in the arcuate nucleus of the hypo-
thalamus, thereby blocking estrogen inhibition of gonadotropin-
releasing hormone (GnRH) secretion, resulting in stimulation of 
pituitary gonadotropin secretion.62 Clomiphene also appears to 
sensitize the pituitary gland to GnRH action, but direct effects of 
clomiphene to stimulate pituitary gonadotropin secretion have not 
been found. Finally, clomiphene may also sensitize the ovary to 
gonadotropin action. Therefore, clomiphene stimulation of gonadotro-
pin secretion and action in individuals with PWS argues against an 
intrinsic or complete hypothalamic or pituitary GnRH or gonadotropin 
defect.

Induction of menses in PWS has also reported with use of fl uoxetine 
(Prozac),236 a selective serotonin reuptake inhibitor (SSRI) not uncom-
monly used for psychopharmacologic treatment of PWS. Induction of 
menses has been reported in a 25-year-old woman with PWS during 
treatment with citalopram (Celexa), another SSRI8; this patient subse-
quently became pregnant after withdrawal of citalopram, although her 
menses had become “sparse.” SSRIs are thought to act by inhibiting 
neuronal reuptake and metabolism of serotonin (5-hydroxytryptamine, 
5-HT), thereby increasing the local concentration and activity of sero-
tonin. Serotonin-secreting neurons originate primarily in the midbrain 
and extend throughout the central nervous system. The role of sero-
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tonin in gonadotropin secretion has not been completely defi ned; 
however, it appears to modulate pulsatile secretion of FSH (but perhaps 
not LH) by affecting pulsatile hypothalamic GnRH secretion.169,215,227 
Therefore, these cases provide additional arguments against an intrin-
sic complete GnRH/gonadotropin defi ciency in PWS.

A possible mechanism for partial, variable defi ciency in gonadotro-
pin secretion in PWS is suggested by rodent studies in which disrup-
tion of Ndn, an imprinted gene located within the PWS region that 
codes for necdin (neurally differentiated embryonal carcinoma-cell 
derived factor), results in a 25% reduction in GnRH neurons in the 
hypothalamus.149 However, corollary studies in humans have not been 
reported.

Male fertility has not been reported in PWS and testicular biopsy has 
been reported to show Sertoli cell-only histology29,116,235—i.e., presence 
of Sertoli cells, which provide the milieu for spermatogenesis, and 
Leydig cells, which produce testosterone, but absence of germinal cells 
(spermatogonia). It is uncertain whether this is due to lack of LH stimu-
lation of Leydig cell testosterone production (a requirement for sper-
matogenesis) or lack of FSH stimulation of Sertoli cell mitosis and/or 
some other factor(s). The reported induction of biopsy-confi rmed sper-
matogenesis with clomiphene in a young adult with PWS88 suggests 
that the abnormal histology is not due to an intrinsic testicular defect.

Fertility in PWS may also be limited by social factors. Most adults 
with PWS are not married and, presumably, have limited sexual contact. 
Social limitations to fertility may be altered as advances in medical 
and behavioral treatment improve physical outcomes and lifestyle 
choices.

Evaluation
Adolescents with PWS will usually have hypogonadotropic hypogo-
nadism, unless a primary gonadal defect is present. For research pur-
poses or in equivocal cases, serum FSH and LH levels can be measured 
at timed intervals following intravenous administration of GnRH.250,251 
Clomiphene pretreatment may augment gonadotropin secretion.

In cases where testicular atrophy or necrosis is suspected, random 
simultaneous measurements of testosterone (in boys), FSH, and LH are 
usually suffi cient; elevations of gonadotropins and low levels of testos-
terone can be expected if there is primary gonadal failure.150,186,188,245 
Primary ovarian failure has not been reported in PWS; however, ele-
vated gonadotropin levels would be expected in such a case.

Measurements of serum testosterone may be useful in guiding 
hormone replacement therapy in males. Estrogen (estradiol) measure-
ments in females are less useful due to large inter- and intra-individual 
temporal variability as well as limited assay sensitivity.

Fertility testing is rarely, if ever, clinically warranted in PWS. Despite 
the obesity, there does not appear to be an increased occurrence of 
polycystic ovary syndrome in PWS.

Treatment
Virtually all males with PWS fail to progress past mid-puberty and 
testosterone levels are usually low relative to the adult normal range. 
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However, androgen replacement therapy has been somewhat contro-
versial, primarily due to anecdotal concerns that testosterone treatment 
might cause inappropriately aggressive behavior or worsen other 
behavioral problems, although there are no published data showing 
such a relationship. On the other hand, testosterone therapy, combined 
with psychotherapy, was reported to improve behavior in an adoles-
cent with PWS.212 In addition, detailed studies in non-PWS eugonadal 
and hypogonadal men have not shown an effect of physiologic or 
moderately supraphysiologic levels on measures of aggression.159 Our 
experience suggests that testosterone replacement should be started at 
a biologically appropriate time, i.e., in early adolescence; late initiation 
of therapy may be associated with adverse psychosocial outcome, 
perhaps due to an impact on the socialization process.

Normal adult testosterone levels are considered to be necessary for 
preservation of bone mass and prevention of osteoporosis in males.218 
In addition, testosterone has positive effects on muscle mass and 
strength in hypogonadal men.21 Since osteoporosis and hypotonia are 
major causes of morbidity in PWS, replacement therapy would appear 
to be medically advisable.

In recent years, new delivery systems for testosterone replacement 
have become available.21 The traditional intramuscular injection of 
200 mg depot testosterone once or twice monthly may no longer be 
preferred in most cases since this causes an acute supraphysiologic rise 
over 24 hours, followed by a steep decline to subnormal levels over 2 
to 3 weeks. If supraphysiologic levels of testosterone have even minor 
effects on mood and behavior, then the depot injection may cause inap-
propriate swings in these parameters. Testosterone patches are now 
available at several dose levels. The patches are changed daily, can be 
applied to any skin area (the back, thighs and buttocks are particularly 
convenient), and the 5-mg patch usually achieves low-normal adult 
testosterone levels. Anecdotal experience indicates that pruritis and 
skin picking at the patch site have not been a problem, even in patients 
who have skin picking in other areas. Finally, testosterone gel prepara-
tions can be useful in selected cases, although precautions must be 
taken to avoid cross-contamination of adult females and prepubertal 
children.

Estrogen replacement therapy, usually combined with progestin, is 
an established therapy for non-PWS hypogonadal women. This treat-
ment has been shown to have multiple benefi ts, including preservation 
of bone mass and reduction of fracture risk. However, estrogen replace-
ment in women with PWS is not as well established. Most women with 
PWS have evidence of estrogen effect (breast development) and menses 
are not uncommonly reported. Osteoporosis is a documented morbid-
ity in adult women with PWS; however, there are no published data 
showing effi cacy of estrogen replacement. Nevertheless, estrogen 
replacement may be advisable in women with PWS, particularly in the 
presence of amenorrhea or oligomenorrhea and/or osteoporosis.

Hypogonadism in women can be treated with any of a number 
of approved oral or transdermal forms of estrogen in combination 
with progestins or micronized progesterone. Commercial birth control 
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preparations are often used for convenience, are anecdotally well toler-
ated, and are probably the most commonly prescribed modality in our 
experience. However, in view of the low reported resting energy expen-
diture and predisposition for adiposity of Prader-Willi syndrome 
patients and the report of divergent effects of oral vs. transdermal 
estrogen on lipid oxidation and fat accumulation,162 it could be argued 
that non-oral forms of estrogen might be physiologically preferable in 
this population. In addition, in consideration of the increasing use of 
growth hormone therapy in PWS, the growth hormone replacement 
dose required for comparable response in growth hormone defi cient 
non-PWS women taking oral estrogen was more than double that of 
women on transdermal estrogen.49 Thus, treatment with transdermal 
estrogen with oral progestin (to reduce endometrial cancer risk) or a 
combined estrogen-progestin patch may be preferred, although there 
is limited experience and no published data using these preparations 
in PWS.

Testosterone or estrogen replacement therapy should be coupled 
with careful monitoring of clinical and behavioral status, and bone 
mineral density. Testosterone levels may be useful in adjusting the 
patch or gel dose. Monitoring of other biochemical parameters (coagu-
lation profi les, liver enzymes, prostate-specifi c antigen) may be advis-
able in some cases. Prostate or gynecologic examinations should also 
be considered, as appropriate.

In either males or females with PWS who are unable to tolerate 
gonadal steroid replacement, bisphosphonate therapy can be consid-
ered for treatment or prevention of osteoporosis, as has been recom-
mended for similar situations in non-PWS women.154 Bisphosphonate 
treatment may also be used as an adjunct to gonadal steroid replace-
ment in cases with severe osteoporosis.

Contraception per se is probably not necessary for most individuals 
with PWS, although it may be a consideration for women with men-
strual cycles. However, sexual activity and risks for sexually-
transmitted disease are a reality and concern in the treatment of 
PWS. Therefore, all adolescents and adults with PWS should receive 
appropriate education and counseling.

Musculoskeletal Disorders

Hypotonia

Hypotonia is a universal feature of PWS, manifesting in fetal life as 
hypomotility and continuing through postnatal existence. Neonatal 
hypotonia is considered to be the key criterion for clinical suspicion of 
PWS in neonates.77,80,105,209 The proximate etiology of the hypotonia is 
decreased muscle mass, but the pathogenesis of this condition is 
unknown. Neuromuscular studies, including electromyography and 
nerve conduction velocity studies, are usually normal; this feature of 
hypotonia with normal neuromuscular studies was included in the 
clinical diagnostic criteria.105 Ultrasound analysis showed no abnormal-
ity in muscle echogenicity in eight infants with PWS (9 days to 18 
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months old). A few autopsied cases showed cerebellar changes that 
could cause motor dysfunction94,95; however, these fi ndings do not 
explain the decreased muscle mass and related neuromuscular 
features.

Histologic and ultrastructural studies of muscle fi bers in PWS are 
limited. No morphologic changes are identifi ed on routine staining 
and microscopy and the fi bers appear mature.5,196 In one infant, there 
was a relative paucity of Type 1 fi bers and a preponderance of small 
Type 2 fi bers.14 In a study of 11 PWS infant muscle biopsies, the Type 
1 fi bers showed increased size variability and nonspecifi c abnormali-
ties of Type 2 fi bers were noted.196 However, examination of muscle 
fi bers generally shows minimal, if any, abnormality.5,6,196 Ultrastruc-
tural analysis in one case showed increased subsarcomeric accumula-
tion of normal-appearing mitochondria and sarcomeric Z-line changes. 
The composite data from these limited studies appear to be more con-
sistent with a peripheral muscular disorder or disuse than to a central 
nervous system myopathy. A possible contribution of a defi ciency in 
insulin-like growth factor-I (IGF-I), a growth hormone-related growth 
factor, is suggested by the correlation of IGF-I levels with fat-free 
mass.217

Physical therapy is an essential element of treatment for Prader-Willi 
syndrome. However, data relating physical therapy and improvement 
in neuromuscular function in PWS are notably lacking. Due to the lack 
of muscle mass, both strength and endurance are defi cient, and the 
range of innate activity can be quite variable.152 The usual functional 
improvement in muscle function during infancy and childhood may 
be due to strengthening of existing muscle fi bers rather than to signifi -
cantly increased muscle mass per se. One study indicates that fat mass 
may be inversely correlated with physical activity levels in PWS217; a 
relationship of activity and fat-free mass was not reported. A 6-month 
aerobic exercise program (walking) led to signifi cant improvement in 
aerobic capacity, coupled with decreased body fat and weight, in six 
adults with PWS as compared with a control group (n = 5).190 A study 
using brief, daily calf muscle training (repetitive heel lowering on a 
household stair) in 17 children with PWS (aged 4.4–18.8 years) found 
a signifi cant decrease in calf skinfold thickness and signifi cant increases 
in calf circumference, physical activity, and endurance (physical capac-
ity).69 These data provide objective evidence that physical therapy can 
improve muscle mass and function in PWS.

Growth hormone treatment has also been shown to improve muscle 
strength and endurance in PWS. This topic is discussed in more detail 
in Chapter 7. Adrenarche and testosterone replacement therapy are 
subjectively associated with improved muscle function in some patients; 
however, objective data in PWS are not available.

Scoliosis

Scoliosis, a commonly observed disorder in PWS, is defi ned as a lateral 
spinal curvature (Cobb’s angle) of >10 degrees on standing radio-
graph.172 Cases may be observed in utero and in the newborn period, 
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suggesting early initiation of pathogenetic mechanisms. However, 
experience indicates that most cases are diagnosed clinically in child-
hood, as with non-PWS scoliosis.172 Notable progression occurs during 
late childhood and adolescence and continues into adult life, often 
exacerbated by osteoporosis. Laurance et al.125 found scoliosis in 15 of 
24 adults with PWS, 2 of whom received surgical treatment. A survey 
of PWS individuals in Italy showed 42 of 72 (59%) with scoliosis, 
including 12 of 16 deletion cases (75%).170 A population survey in the 
U.K. found a 15% prevalence of “severe” scoliosis across all age groups.31 
In a survey study of 232 adults with PWS, nearly half reported scoliosis 
that was signifi cant enough to require treatment.78 Other reports esti-
mate that >80% of individuals with PWS are affected.106

The pathogenesis of scoliosis in PWS is not defi ned but most likely 
falls into the category of neuromuscular scoliosis. Congenital or 
acquired primary vertebral abnormalities are not commonly observed, 
and other causes, such as trauma or degenerative disease, are also not 
likely. Although many cases of congenital scoliosis in PWS have been 
reported, there has been no association with cardiac, spinal cord, renal, 
or other malformations as occurs with idiopathic congenital scoliosis.15 
Scoliosis is often noted in PWS individuals who are not overweight,197 
indicating that weight is not a causative factor.

Neuromuscular scoliosis has been divided into neuropathic and 
myopathic subcategories.140 Neuropathic scoliosis is associated with 
disorders of the upper or lower motor neurons (e.g., cerebral palsy and 
poliomyelitis, respectively). Myopathic scoliosis is associated with 
primary muscle disorders, such as congenital hypotonia and muscular 
dystrophy. Abnormal kyphosis or lordosis (posterior or anterior spinal 
angulation, respectively, as viewed from the side) is also frequently 
noted in neuromuscular scoliosis, as it is in PWS. Unlike the more 
common idiopathic adolescent scoliosis, neuromuscular scoliosis tends 
to progress through adult life, as observed with PWS scoliosis. There-
fore, the described and anecdotal characteristics of scoliosis in PWS 
most closely resemble myopathic neuromuscular scoliosis, i.e., due to 
hypotonia of the paravertebral muscles.252

The risk for scoliotic curve progression increases with linear (height) 
growth in idiopathic adolescent scoliosis172; data on curve progression 
in PWS or other forms of neuromuscular scoliosis are lacking, although 
anecdotal information suggests a similar association. Back curvature 
should be carefully monitored during treatment with growth-
promoting therapies, such as growth hormone and anabolic steroids.

The impact of scoliosis on health is not well defi ned in PWS. Back 
and lower extremity pain are frequent complaints in scoliotic individu-
als without PWS. However, experience indicates that these complaints 
are rarely encountered in those with PWS, even in cases with severely 
abnormal curvatures, possibly because of the known defi cit in pain 
sensation.105

In infants without PWS, severe curves have been associated with 
respiratory compromise, but these degrees of curvature are not often 
observed in infants with PWS. Mild to moderate curvatures (>30 
degrees) in adolescents and adults without PWS are thought to cause 
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ineffi cient coordination of respiratory muscle function and the thoracic 
cage, resulting in decreased maximal inspiratory and expiratory pres-
sures and reduction in exercise capacity.121 Compensatory mechanisms 
involve recruitment of thoracic and abdominal musculature, and this 
is likely to be defi cient in the presence of hypotonia and decreased 
muscle mass, as is observed in PWS. In non-PWS scoliosis, respiratory 
symptomatology progressively increases with curves of >70 degrees, 
with signifi cant risks for respiratory failure at >100 degrees. Experience 
suggests that a contribution to respiratory compromise is observed 
with lesser degrees of curvature in PWS; however, published data are 
lacking.

Excessive kyphosis or lordosis can also be a concern.134 The normal 
back has a balanced thoracic kyphosis and lumbar lordosis. Extreme 
accentuation (hyperkyphosis) or extension of the kyphotic curve into 
the lumbar region can lead to spinal cord stretching, injury, and para-
plegia in non-PWS individuals. Extreme lordosis can be associated with 
respiratory compromise. There are no published reports of kyphosis- 
or lordosis-related morbidities in PWS, although clinical experience 
indicates that these types of curvature abnormalities are not 
uncommon.82

Given the high rate of occurrence and the potential associated mor-
bidities, all individuals with PWS should be regularly screened for 
abnormal back curvature. Some PWS experts have recommended spine 
radiographs at regular intervals for all patients with PWS, while others 
recommend regular clinical screening, with radiographs obtained only 
if indicated by abnormal fi ndings. The Adams forward bending test is 
the standard clinical screening procedure for scoliosis, performed with 
the patient standing with his/her back to the observer and feet together, 
bending forward with knees fl exed and arms extended (hanging). 
Abnormal spinal curvature, asymmetric elevation of one shoulder, 
and/or pelvic tilt should all be indications for further investigation. A 
similar examination with the patient standing upright, combined with 
examination of the gait, can also be a useful screening tool. A lateral 
examination should be performed to detect abnormal kyphotic and 
lordotic curves. Clinical detection of scoliosis in individuals with PWS 
may be hindered by obesity, hypotonia, and lack of cooperation; in such 
cases, radiographic screening may be indicated. Diagnosis is based on 
the standing radiograph, with anteroposterior (for scoliosis) and lateral 
(for kyphosis/lordosis) views.

Consultation with an experienced orthopedist is essential as soon as 
an abnormal curvature is identifi ed, and the treatment plan should be 
carefully coordinated with other therapies. Treatment of scoliosis in 
PWS requires conscientious medical observation to determine appro-
priate timing of treatment: a spinal orthosis (brace) for mild to moder-
ate curves and surgical intervention for severe, rapidly-progressing 
curves. While intermittent spine radiographs may or may not be indi-
cated for routine screening, they are defi nitely a mainstay of monitor-
ing for progression. In neuromuscular scoliosis, bracing is typically 
used to improve the functional position of the trunk and may permit 
delay of surgical procedures in a younger patient. In non-PWS patients, 
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progression of mild degrees of curvature associated with hypotonia can 
be slowed with bracing20; specifi c data in PWS are lacking.

Surgical stabilization of scoliosis can be diffi cult in PWS. Problems 
with rod fi xation may be due to poor bone and tissue quality.82,173 In 
addition, there can be signifi cant morbidity due to respiratory compro-
mise and infection. In a review of 33 cases of individuals with PWS 
treated with posterior spinal instrumentation (rod placement), excess 
bleeding (55%), soft bone (27%), fragile soft tissues (9%), sepsis (15%), 
and respiratory problems (15%) were the most commonly reported 
complications.113 Growth hormone therapy has been anecdotally 
reported to improve surgical outcome, perhaps by improving bone and 
tissue quality and respiratory function.

Finally, there are limited data regarding effi cacy of scoliosis therapy 
in PWS. In non-PWS individuals with scoliosis, surgical therapy can 
prevent respiratory compromise; however, similar therapy can be det-
rimental in cases where lung function is already impaired.121

Osteoporosis

Osteoporosis has been defi ned as a “skeletal disorder characterized by 
compromised bone strength predisposing a person to an increased risk 
of fracture.”3,155 Bone strength is dependent on both bone mineral and 
bone quality. However, since overall bone quality and strength are 
diffi cult to measure, bone mineral, which accounts for about two thirds 
of total bone strength, is commonly used to defi ne osteoporosis.

A complete discussion of normal bone physiology is beyond the 
scope of this text. However, a few basic principles are essential to 
understanding bone pathology in PWS. Throughout life, there is con-
tinuous loss and gain of bone mineral. During childhood, there is pro-
gressive net accretion of bone matrix and subsequent mineralization. 
Bone mineral density, the amount of bone mineral per unit of bone 
mass, is relatively low in early life and gradually increases throughout 
childhood and adolescent growth. Peak bone mass is reached at com-
pletion of linear growth, and peak bone mineral density occurs in the 
third decade of life. Thereafter, there is progressive net loss of bone 
mineral.

Optimal net accretion of bone mass and mineralization during child-
hood and adolescence is dependent upon several factors, including 
hormones (growth hormone, gonadal steroids, vitamin D), nutrition 
(particularly calcium), and neuromuscular stimulation (exercise). 
Defi ciencies in any of these areas could lead to inadequate bone mass 
accretion and osteoporosis, either in childhood/adolescence or later in 
life, as the normal loss of bone mineral occurs. Defi ciencies of these 
factors after attainment of peak bone mass will lead to accelerated loss 
of bone mineral and osteoporosis. In addition, several factors may 
inhibit or reverse bone mineralization, including chronic use of gluco-
corticoids, chronic systemic illness, and immobility.

As discussed in other sections, individuals with PWS have low 
growth hormone, low gonadal steroid levels, and low neuromuscular 
activity. In addition, vitamin D levels may be low due to lack of sun 
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exposure, and there may be defi cient intakes of both calcium and 
vitamin D for individuals on calorie-restricted diets. Therefore, it is not 
particularly surprising that low bone mineral has been frequently 
reported in PWS.27,33,41,108,127,223 Biochemical markers of bone turnover 
may also be elevated,223 as might be expected from the probable etiolo-
gies. On the other hand, there may be a protective effect(s) of weight, 
weight-bearing exercise, and/or body fat on bone mineralization,148,174 
although these have not been demonstrated in PWS. Anecdotal experi-
ence suggests that decreased bone mineral density in PWS is associated 
with increased fracture risk and, perhaps, abnormal progression of 
spinal curvature; there are no published data supporting these 
associations.

For many reasons, dual-energy X-ray absorptiometry (DXA) has 
become the standard diagnostic method for assessment of bone mineral 
density70; principles of this method are discussed in the next chapter. 
Most research related to osteoporosis has focused on women, since 
osteoporosis and fracture risk in postmenopausal women are major 
public and individual health concerns. Osteoporosis-related fragility 
fractures in this population are primarily located in the hip and lumbar 
spine. (A fragility fracture can be defi ned as a fracture that occurs 
during normal activity or minor trauma that would not normally cause 
a fracture in a healthy young adult.) Because of this, standards for 
diagnosis of osteoporosis are based on DXA analysis of bone mineral 
density in the femoral neck and the upper lumbar vertebrae (L1–4).

DXA facilities are readily available in most medical institutions. A 
DXA scan is noninvasive, painless, involves minimal radiation expo-
sure (less than a chest X-ray) and takes only a few minutes. When 
ordered for assessment of bone mineral status (e.g., to diagnose or 
monitor osteoporosis), the report typically includes the measured bone 
mineral parameters and a T-score for the bone mineral density at the 
hip and spine. The T-score is the standard deviations from the average 
measurement for a healthy, young, white female at peak bone mass (the 
reference standard). Therefore, a lumbar T-score of -2.0 means that the 
L1–4 bone mineral density is 2 standard deviations below the mean for 
a healthy young, white female. For adult women, fracture risk and 
defi nition of osteoporosis is based on the T-score for bone mineral 
density (or bone mineral content), as follows3:

Normal: T-score between -1 and +1
Osteopenia: T-score less than -1 but greater than -2.5
Osteoporosis: T-score less than -2.5
Severe osteoporosis: T-score less than -2.5 and one or more fragility 

fractures

It should be noted that osteopenia is not considered to be a disorder, 
and it is not currently defi ned as a risk factor for fragility fractures.

By defi nition, all children and adolescents can be expected to have a 
low T-score since peak bone mineralization has not been attained. 
Therefore, DXA measurements for children often refer to standard 
deviation (Z) scores, based on norms established by age, sex, and eth-
nicity,70 using the same guidelines referred to for T-scores (osteoporosis 
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defi ned as Z-score less than -2.5). Adult male standards are also not 
well defi ned and results are usually interpreted relative to the female 
T-score standard. However, fracture risk has not been defi ned for T- or 
Z-score levels in children or adult men.

Another caveat with DXA procedures is that results vary consi-
derably according to instrumentation.70,124 Technologies vary among 
manufacturers and direct comparisons of results are not feasible. Alter-
nate sites (e.g., fi nger, ankle, heel) and alternate technologies, such as 
ultrasound bone density measurements, are also not directly com-
parable to traditional DXA results and may not be appropriately stan-
dardized in relation to age, sex, and fracture risk. Therefore, physicians 
should be careful to obtain sequential measurements using a single 
type of device (e.g., the same body regions measured using a device 
from the same manufacturer) if the intent is to compare results between 
procedures.

Although a relationship between bone mineral status and fracture 
risk has not been established for PWS, many specialists include DXA 
analyses in the routine care plan for individuals with PWS.127 Because 
prevention of osteoporosis and fracture risk is more effective than 
secondary treatment, DXA screening should begin in childhood or 
early adolescence, during the period of bone accretion. Even in the 
presence of a normal DXA analysis, a repeat scan may be advisable if 
risk factors are present (e.g., hypogonadism, growth hormone defi -
ciency, low activity) to assess the direction and rate of bone mineral 
changes.

Preventive treatment of low bone mineral density in PWS should 
include nutritional therapy (vitamin D and calcium supplementation, 
if needed), hormonal replacement (discussed in other sections of this 
chapter and in Chapter 7), and exercise. Caretakers should also be 
aware that individuals with PWS may have decreased deep pain sensa-
tion; therefore, bone fractures may not be accompanied by complaints 
of pain. Unusual gait, posture, or limb movements may signal a need 
for further investigation.

If there is inadequate accretion of bone mineral, excessive loss of 
bone mineral, or continuing osteoporosis with or without fragility frac-
tures, bisphosphonate treatment may be advised, particularly for ado-
lescents and adults. Typical regimens involve weekly oral doses of 
alendronate or risendronate, or monthly ibandronate. These medica-
tions must be administered on an empty stomach with water, with a 
suffi cient subsequent interval before food intake to prevent refl ux and 
esophageal complications. If this type of administration is not feasible, 
intermittent intravenous bisphosphonate preparations, such as pami-
dronate, may be used.56 Since osteoporosis-associated morbidity has 
not been well studied in PWS, careful monitoring of individual therapy 
is necessary. A trial off bisphosphonate, with continued annual moni-
toring of bone density, may be attempted after an adequate bone 
mineral density has been achieved.

Although not specifi cally related to osteoporosis, it should be noted 
that one survey study has reported a possible 10-fold increase in the 
prevalence of hip dysplasia in PWS relative to the general population 
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(10% of 565 respondents).241 This potentially important fi nding requires 
more objective confi rmation, and possible etiologies have not been 
identifi ed. Hip dysplasia can lead to limited mobility and degenerative 
hip disease.

Respiratory and Vascular Systems

Respiratory Disorders

Physiology
As reviewed above, respiratory disorders, including apnea, sleep-
related disorders, and hypoventilation, are a major cause of morbidity 
in PWS, affecting at least 50% of individuals. In addition, respiratory 
failure is the major identifi ed cause of mortality.

The control of normal respiration involves complex, interrelated 
mechanisms under both involuntary and voluntary control. The entire 
process of respiration involves three primary components26: (1) thoracic 
movement and ventilation, or exchange of air between the lungs and 
atmosphere; (2) exchange of gases (oxygen, CO2, etc.) across the alveo-
lar membranes; and (3) transport in the circulation, delivery, and 
exchange in the tissues. The end result is maintenance of tissue oxygen 
and CO2 homeostasis. Respiratory disorders in PWS exclusively involve 
the fi rst component of respiration. No primary abnormalities of the 
lung tissue or oxygen/CO2 transport have been identifi ed in PWS.

The fi rst component of respiration is dependent on coordinated 
neural control of the respiratory musculature, including the upper 
airway, thoracic muscles, diaphragm, and abdominal muscles. During 
inspiration, the diaphragm moves down into the abdomen, creating 
negative pressure in the lungs and infl ux of air. Additional chest wall 
muscles may be recruited, especially during exertion. Air entry through 
nasal and oral paths require coordinated actions of upper airway mus-
culature, including pharyngeal elevation, laryngeal opening, and pro-
tective closure (e.g., during swallowing and vocalization). Expiration 
is primarily a passive event due to elastic recoil of the chest wall and 
lungs; however, chest wall and abdominal muscles may be recruited 
during exertion. Due to the high content of Type 1 (slow twitch) and 
Type 2A muscle fi bers, the normal diaphragm is relatively resistant to 
fatigue. However, the upper airway musculature has a high proportion 
of fast-twitch fi bers and, therefore, a greater susceptibility to fatigue.

The control of breathing is via chemoreceptors that send signals to 
the central nervous system. Peripheral chemoreceptors in the carotid 
bodies sense the partial pressure of oxygen (not oxygen content per se), 
as well as increased PCO2, acidemia, and low perfusion; these chemo-
receptors are not essential for maintenance of respiration. Central che-
moreceptors are distributed along the brainstem in several groups; 
these chemoreceptors respond primarily to increased PCO2 and 
decreased pH in the cerebrospinal fl uid, both changes resulting in 
increased respiration.

The automatic rhythmic nature of breathing is controlled by three 
respiratory centers, located in the brainstem pons, solitary nucleus 
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(dorsal medulla), and ventral medulla. The pontine respiratory group 
has connections to the hypothalamus and cerebral cortex, has inspira-
tory and expiratory functions, and may be involved in establishing 
respiratory patterns. The medullary centers, and particularly the pre-
Bötzinger region of the ventral respiratory group, appear to be essential 
for establishing respiratory rhythmicity.

Pathophysiology
Using a modifi cation of the classifi cation included in a recent review,156 
reported sleep and breathing disorders and representative studies in 
PWS are as follows:

1. Abnormalities of Daytime Breathing
a. Restrictive lung disease85

b.  Abnormal ventilatory response to hypercapnia and/or hypoxia13

2. Abnormalities of Sleep and Wakefulness
a. Excessive daytime sleepiness43,47,48,78,97,100,101,115,125,138,224

b. Disorders of REM sleep
 i.  Respiratory abnormalities during rapid-eye movement (REM) 

sleep100,138,221

 ii. Disordered timing of REM sleep115,138,221,226

c.  Abnormalities of arousal—reduced arousal during sleep in 
response to hypoxic or hypercapnic stimuli12,132

d. Sleep-disordered breathing
 i. Obstructive sleep apnea90,183

 ii. Alveolar hypoventilation156

 iii. Decreased oxygen saturation100,115,221

 iv.  Reduced ventilatory response to hypoxia and/or 
hypercapnia132,183

The etiology and PWS-specifi c occurrence of these respiratory dis-
orders is controversial. For instance, some studies show a surprisingly 
low occurrence of sleep apnea in PWS.97,100,115 The excessive daytime 
sleepiness bears some resemblance to narcolepsy, a multifactorial 
genetic condition characterized by excessive, disabling daytime sleepi-
ness, cataplexy and sleep paralysis, and severe disturbances in REM 
sleep. However, the bulk of information suggests that PWS and narco-
lepsy are distinct.156 In addition, non-PWS narcolepsy has not been 
associated with genes within the PWS locus.

A hypothalamic disturbance has been proposed as a common link 
for the observed disorders. However, as reviewed above, the major 
control of resting automatic respiration is at the brainstem level. Abla-
tion of higher centers, including the hypothalamus and cortex, has 
minimal effect on resting respiration.107 On the other hand, the hypo-
thalamus is involved in adjusting respiration in response to hypoxia, 
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hypercapnia, and other sensory input, modulating cortical and 
brainstem outputs to affect ventilation. The extent of this infl uence 
in humans is not completely defi ned. In lower species, the hypotha-
lamic response to hypercapnia is mediated by GABA, which may be 
of interest since several non-imprinted GABA-receptor subunit genes 
are located in the PWS region of chromosome 15q. In rodents, disrup-
tion of Ndn, an imprinted gene within the PWS region, results in defi -
ciency of oxytocin and gonadotropin-releasing hormone neurons in 
the hypothalamus,149 which is of interest in relation to the observed 
defi ciency of hypothalamic oxytocin neurons in human PWS202 
(although CSF oxytocin levels are reported to be high in PWS139) and 
the variable hypogonadotropic hypogonadism, as reviewed in a previ-
ous section. Disruption of Ndn in rodents also leads to a disorder of 
respiratory drive similar to that observed in PWS; this effect may be 
due to a defect at the brainstem level.175 However, as of this writing, 
no specifi c hypothalamic abnormalities have been identifi ed in human 
PWS or animal models to account for the clinically observed respira-
tory disorders.

Obesity has been proposed as a possible mechanism for obstructive 
sleep apnea in PWS. However, as recently reviewed,156 the data are 
controversial with some studies indicating no relationship. Obesity or, 
more specifi cally, overweight has also been postulated to contribute to 
restrictive lung disease in PWS, as has been described in morbidly 
overweight individuals without PWS.137 However, data suggest that 
respiratory muscle hypotonia may be a more important contributory 
factor,85,156 especially since respiratory problems can be observed 
without excess body weight, as in neonates with PWS.

Sleep and respiratory disorders similar to those in PWS have 
been described in individuals with non-PWS neuromuscular dis-
orders.18,55,121,166,192 In myotonic dystrophy, a condition often compared 
to PWS, a decreased number of neurons in the medullary arcuate 
nucleus (a postulated brainstem respiratory control center) was 
observed in 3 individuals with hypoventilation, as compared with 5 
with myotonic dystrophy without hypoventilation and 18 controls.161 
Although these data were interpreted to be consistent with a primary 
central respiratory defect in myotonic dystrophy, it may also be consis-
tent with retrograde loss of neurons due to peripheral muscle degen-
eration, weakness, and disuse, a situation that may also theoretically 
occur in PWS. Central, obstructive, and combined apnea, similar to 
the apnea described in PWS, have been characterized in non-PWS 
individuals with neuro muscular disease causing weakness of the 
respiratory musculature.121

Individuals with neuromuscular disorders may also be more prone 
to respiratory compromise due to normal reductions in accessory respi-
ratory and upper airway muscle tone that occur during REM sleep,143 
a sleep period that appears to be particularly affected in PWS. Addi-
tional upper airway problems in PWS (e.g., decreased airway diameter, 
thick oral secretions, and possible adenotonsillar hypertrophy156,183) 
may further compound this problem.
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Finally, individuals with PWS are notably defi cient in growth hor-
mone and insulin-like growth factor-I (IGF-I, also known as somato-
medin-C), a growth hormone-dependent peptide (see Chapter 7). Both 
growth hormone and IGF-I have been directly or indirectly shown to 
be respiratory stimulants.181 Withdrawal of growth hormone therapy 
in adults with non-PWS GH defi ciency has been associated with a shift 
from obstructive to central apnea and an increase in slow-wave sleep 
time.157

The consequences of respiratory disorders in PWS have not been 
well defi ned, although this category of disorder is the most commonly 
identifi ed cause of demise. As with other disorders involving respira-
tory muscle weakness, a decreased ability to compensate during acute 
lung disease or hypermetabolic states may account for the relatively 
high occurrence of pneumonia- and fever-related mortality. The 
decreased respiratory capacity can also lead to hypertrophy and even-
tual failure of the right heart (cor pulmonale), another commonly speci-
fi ed cause of death in PWS (see next section).

Excessive daytime sleepiness has been correlated with severity of 
behavior disorders in PWS.121 In non-PWS individuals, obstructive 
sleep apnea has been correlated with risks for cardiovascular and 
cerebrovascular diseases165,168 and a variety of other comorbidities, 
including diabetes mellitus248 and decreased cognition and school 
performance.76,164,216

Evaluation
The evaluation of respiratory and sleep disorders has gained recent 
prominence due to reports of respiratory-related mortality in children 
with PWS who received GH treatment158,228 (see Chapter 7). An initial 
review by the manufacturer of Genotropin®, the GH brand labeled for 
treatment of PWS, revealed seven cases, all of whom had evidence of 
respiratory compromise (fi ve with pneumonia) either preceding or at 
the time of demise (“Prader-Willi Syndrome and Death,” Pfi zer Global 
Pharmaceuticals, October 2, 2003). This led to the placement of an 
additional label in the package insert on April 30, 2003, including the 
following advisory:

Growth hormone is contraindicated in patients with Prader-Willi syndrome 
who  .  .  .  have severe respiratory impairment.  .  .  .  Patients with Prader-Willi 
syndrome should be evaluated for upper airway obstruction before initiation 
of treatment with growth hormone. If during treatment with growth hormone 
patients show signs of upper airway obstruction (including onset of or increased 
snoring), treatment should be interrupted. All patients with Prader-Willi syn-
drome should be evaluated for sleep apnea and monitored if sleep apnea is 
suspected.

Subsequent and previous case reviews of individuals with PWS who 
were not treated with growth hormone demonstrated that respiratory 
disorders are the major cause of morbidity and mortality. Consider-
ation by the Clinical Advisory Board of PWSA (USA) recognized the 
overall risk for respiratory disorders in PWS, resulting in a statement 
that partially contradicts the Genotropin labeling (Figure 5.1).
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Of these two statements, the PWSA (USA) guidelines are more con-
sistent with clinical experience and published data. However, although 
these recommendations provide valuable guidance, there are limita-
tions that prevent a completely evidence-based approach to respiratory 
disorders in PWS.

Most of the attention regarding respiratory disorders has focused on 
identifi cation of obstructive sleep apnea (OSA). This is based largely 
on data in non-PWS populations showing an association of OSA with 
morbidity (see above); it should be noted, however, that these data are 
not considered to be defi nitive.25 A recent review156 found that the 
reported prevalence of obstructive sleep apnea in PWS ranged from 0 
to 100%. Available data are limited by small sample size, biased sam-
pling, and differences in screening and diagnostic criteria. Nonetheless, 
the overall impression is that a signifi cant proportion of individuals 
with PWS will be diagnosed with OSA if tested, i.e., that PWS is itself 
a risk factor for OSA. However, it is currently unclear whether all indi-
viduals with PWS benefi t from knowledge of this diagnosis in the 
absence of associated morbidity.

Clinical screening for OSA has been proposed in both PWS and 
non-PWS patients to improve the diagnostic yield of testing and/or 
to provide a basis for treatment. Snoring has been proposed as 
an indicator of clinically signifi cant OSA in non-PWS populations. 
However, the diagnostic sensitivity and specifi city of snoring for 
morbidity-associated OSA (i.e., OSA associated with cardiac, neuropsy-
chologic, or other sequelae) have not been conclusively demonstrated 
in either PWS or non-PWS populations.136,210 In non-PWS children, it 
has been stated that OSA “is very unlikely in the absence of snoring.” 
Snoring is dependent on both relaxation of the pharyngeal muscles and 
airfl ow; therefore, hypotonia-related hypoventilation in PWS could 
decrease the occurrence of snoring even in the presence of OSA. Other 
proposed clinical indicators of signifi cant morbidity-associated OSA, 
including obesity (or overweight), sleep history, and daytime somno-
lence, have not been validated in PWS and are controversial in non-
PWS populations.

The “gold standard” for diagnosis of OSA is nocturnal polysomnog-
raphy, commonly referred to as a “sleep study,” in which various 
parameters (oxygen saturation, carbon dioxide content, brain wave 
activity, sleep/wake status) are monitored during sleep. However, the 
utility of this procedure is limited by cost (currently ~US$1,000–$1,500) 
and availability (particularly for pediatric testing). In addition, there is 
controversy over the interpretation of polysomnographic data that is 
only partly resolved by consensus criteria, and outcome-based norma-
tive data are not available. Abbreviated polysomnography, alternate 
procedures, and home monitors have even more serious limitations 
and cannot be recommended in PWS.

Polysomnography prior to surgery, particularly tonsillectomy/ade-
noidectomy, has been recommended for PWS (see above) and for chil-
dren without PWS who have adenotonsillar hypertrophy and evidence 
of OSA. However, it is not clear how these data impact the performance 
of the surgical procedures. Artifi cial respiratory support is required 
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Figure 5.1. Recommendations for Evaluation of Breathing Abnormalities Associated with Sleep in 
Prader-Willi Syndrome.

PWSA (USA) Clinical Advisory Board, 2003 Consensus Statement

Problems with sleep and sleep-disordered breathing have been long known to affect individuals
with Prader-Willi Syndrome (PWS). The problems have been frequently diagnosed as sleep
apnea (obstructive-OSA, central, or mixed) or hypoventilation with hypoxia. Disturbances in
sleep architecture (delayed sleep onset, frequent arousals, and increased time of wakefulness
after sleep onset) are also frequently common. Although prior studies have shown that many
patients with PWS have relatively mild abnormalities in ventilation during sleep, it has been
known for some time that certain individuals may experience severe obstructive events that
may be unpredictable. 

Factors that seem to increase the risk of sleep-disordered breathing include young age, severe
hypotonia, narrow airway, morbid obesity, and prior respiratory problems requiring intervention,
such as respiratory failure, reactive airway disease, and hypoventilation with hypoxia. Due to a
few recent fatalities reported in individuals with PWS who were on growth hormone therapy
(GH) some physicians have also added this as an additional risk factor. One possibility (that is
currently unproven) is that GH could increase the growth of lymphoid tissue in the airway thus
worsening already existing hypoventilation or OSA. Nonetheless, it must be emphasized that
there are currently no definitive data demonstrating GH causes or worsens sleep-disordered
breathing. However, to address this new concern, as well as the historically well documented
increased risk of sleep-related breathing abnormalities in PWS, the Clinical Advisory Board of
the PWSA (USA) makes the following recommendations: 
    1. A sleep study or a polysomnogram that includes measurement of oxygen saturation and
    carbon dioxide for evaluation of hypoventilation, upper airway obstruction, obstructive sleep
    apnea and central apnea should be contemplated for all individuals with Prader-Willi syndrome.
    These studies should include sleep staging and be evaluated by experts with sufficient expertise
    for the age of the patient being studied. 
    2. Risk factors that should be considered to expedite the scheduling of a sleep study should
    include: 
        a. Severe obesity—weight over 200% of ideal body weight (IBW).
        b. History of chronic respiratory infections or reactive airway disease (asthma).
        c. History of snoring, sleep apnea, or frequent awakenings from sleep.
        d. History of excessive daytime sleepiness, especially if this is getting worse.
        e. Before major surgery, including tonsillectomy and adenoidectomy.
        f. Prior to sedation for procedures, imaging scans, and dental work.
        g. Prior to starting growth hormone or if currently receiving growth hormone therapy.

Additional sleep studies should be considered if patients have the onset of one of these risk factors,
especially a sudden increase in weight or change in exercise tolerance. If a patient is being treated
with growth hormone, it is not necessary to stop the growth hormone before obtaining a sleep
study unless there has been a new onset of significant respiratory problems.

Any abnormalities in sleep studies should be discussed with the ordering physician and a
pulmonary specialist knowledgeable about treating sleep disturbances to ensure that a detailed
plan for treatment and management is made. Referral to a pediatric or adult pulmonologist with
experience in treating sleep apnea is strongly encouraged for management of the respiratory care.
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Figure 5.1. Continued.

In addition to a calorically-restricted diet to ensure weight loss or maintenance of an appropriate
weight, a management plan may include modalities such as supplemental oxygen, continuous
positive airway pressure (CPAP), or BiPAP. Oxygen should be used with care as some
individuals may have hypoxemia as their only ventilatory drive and oxygen therapy may actually
worsen their breathing at night. Behavior training is sometimes needed to gain acceptance of
CPAP or BiPAP. Medications to treat behavior may be required to ensure adherence to the
treatment plan.

If sleep studies are abnormal in the morbidly obese child or adult (IBW > 200%) the primary
problem of weight should be addressed with an intensive intervention—specifically, an increase
in exercise and dietary restriction. Both  are far preferable to surgical interventions of all kinds.
Techniques for achieving this are available from clinics and centers that provide care for PWS
and from the national parent support organization (PWSA-USA). Behavioral problems
interfering with diet and exercise may need to be addressed simultaneously by persons
experienced with PWS.

If airway-related surgery is considered, the treating surgeon and anesthesiologist should be
knowledgeable about the unique pre- and postoperative problems found in individuals affected
by Prader-Willi syndrome (see “Medical News” article regarding “Anesthesia and PWS” written
by Drs. Loker and Rosenfeld in The Gathered View, Vol. 26, Nov.– Dec. 2001). Tracheostomy
surgery and management presents unique problems for people with PWS and should be avoided
in all but the most extreme cases. Tracheostomy is typically not warranted in the compromised,
morbidly obese individual because the fundamental defect is virtually always hypoventilation,
not obstruction. Self-endangerment and injury to the site are common in individuals with PWS
who have tracheostomies placed.

At this time there is no direct evidence of a causative link between growth hormone and the
respiratory problems seen in PWS. Growth hormone has been shown to have many beneficial
effects in most individuals with PWS including improvement in the respiratory system.
Decisions in the management of abnormal sleep studies should include a risk/benefit ratio of
growth hormone therapy. It may be reassuring for the family and the treating physician to
obtain a sleep study prior to the initiation of growth hormone therapy and after 6-8 weeks of
therapy to assess the difference that growth hormone therapy may make. A follow-up study
after one year of treatment with growth hormone may also be indicated.

Members of the Clinical Advisory Board are available for consultation with physicians and
families through the Prader-Willi Syndrome Association (USA).



126  U. Eiholzer and P.D.K. Lee

during such procedures regardless of test results and the supposition 
that test results may be predictive of recovery or surgical outcome has 
not been proven.164

In contrast to OSA and sleep studies, there has been little attention 
paid to routine pulmonary function testing in PWS (e.g., measurement 
of lung volumes, inspiratory and expiratory pressures, oxygen and 
carbon dioxide while awake).156 Pulmonary function testing provides 
important measures of ventilatory capacity and respiratory muscle 
function, both of which are known to be abnormal in PWS. The relative 
lack of attention to such testing may, in part, be due to the usual need 
for active cooperation from the patient and consequent perceived dif-
fi culties with PWS. Nonetheless, modifi ed pulmonary function testing 
data in children with PWS have been reported85,131 with no signifi cant 
reports of problems with test feasibility.

In summary, published data do not allow for evidence-based specifi c 
recommendations for evaluation of respiratory disorders in PWS. 
Experience-based recommendations, such as those proposed by PWSA 
(USA) (see Figure 5.1) and by Nixon and Brouillette,156 provide reason-
able guidance. However, consultation with clinicians with experience 
in the medical management of PWS is recommended before and after 
testing.

At the current time, it does not seem advisable to routinely test all 
individuals with PWS for OSA or pulmonary function abnormalities 
outside of a research protocol. A large proportion will be diagnosed 
with a respiratory abnormality regardless of symptomatology, and 
there are no data correlating the results of such testing with risks for 
morbidity or mortality. In the absence of this information, routine 
testing could cause undue cost and concern. Polysomnography and/or 
pulmonary function testing in PWS would appear to be most useful in 
two circumstances:

1. To assist with therapeutic planning for patients with defi nite, 
persistent evidence of clinically signifi cant respiratory compromise 
or sleep disorder, e.g., 2a–2d of the PWSA (USA) risk factors—
hypertension, evidence of pulmonary hypertension, or cor 
pulmonale.

2. To monitor therapies that may affect respiratory function, e.g., 
continuous positive airway pressure (CPAP), growth hormone.

Once a decision has been made to proceed with testing, it may 
be reasonable to routinely obtain pulmonary function testing and 
to limit the performance of polysomnography to those individuals 
with clinical evidence of sleep-disordered breathing or excessive 
daytime sleepiness, as has been recommended by Nixon and 
Brouillette.156

Treatment
Given the high probability of fi nding a respiratory abnormality in an 
individual with PWS and the potentially invasive nature of some treat-
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ment modalities, the decision to initiate treatment should be carefully 
considered, preferably in consultation with specialists in PWS and 
cardiorespiratory care. Among the points to be considered are the 
following:

1. The indications for the evaluation—e.g., the signs and symptoms 
that prompted testing. If the testing was routine and the patient is 
asymptomatic, is treatment indicated? Or is continued monitoring 
preferable?

2. The feasibility and effi cacy of treatment options. In most cases, this 
will be based on the consultant’s own knowledge and experience, 
limited published data in PWS, and a larger published experience in 
non-PWS populations (which may or may not be directly relevant).

3. Overall clinical status and expected benefi ts for the individual 
patient.

Evaluation and treatment of contributory co-morbidities should be 
fi rst and foremost, even in individuals with PWS who do not have 
documented respiratory abnormalities. Exercise and physical therapy 
may help improve respiratory and general muscle tone, thereby improv-
ing ventilatory effort. Exercise and weight control may also reduce the 
restrictive component of respiratory impairment.34,61,101,225 Bracing and, 
if indicated, surgical correction of signifi cant scoliosis (see section on 
scoliosis) may improve pulmonary function, particularly if the curva-
ture is severe.

In non-PWS individuals with obstructive sleep apnea, particularly 
those with evidence of tonsillar hypertrophy, adenotonsillectomy 
has been reported to improve respiratory status, snoring, and neuro-
cognitive and other disease measures, especially over the short 
term. However, there is limited published experience with adenoton-
sillectomy and a related procedure, uvulo-palato-pharyngoplasty, in 
PWS,16,102,156 and concerns have been raised regarding pre- and postop-
erative risks even in non-PWS populations.164

Nasal mask or cannula delivery of oxygen and/or ventilatory 
support via continuous positive airway pressure or intermittent 
positive pressure ventilation, usually as a nocturnal therapy, may be 
benefi cial in patients with chronic hypoxemia, although patient 
cooperation can be problematic.48,156,194 In the current view of these 
authors and according to the recommendations of the PWSA (USA) 
Clinical Advisory Board, tracheostomy is not a preferable treatment 
option in PWS.

Central respiratory stimulants, such as medroxyprogesterone, caf-
feine, and theophylline, have not been adequately studied in PWS and 
may potentially have adverse effects on behavior. Modafi nil, a rela-
tively new medication for treatment of narcolepsy and obstructive 
sleep apnea, has also not been studied in PWS.4

Finally, growth hormone treatment has been associated with signifi -
cant improvements in pulmonary function, including resting ventila-
tion, airway occlusion pressure, and ventilatory response to carbon 
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dioxide in nine children with PWS treated for 12 months.131 Less sig-
nifi cant improvements were noted with 6 months of therapy.89

Cardiovascular and Cerebrovascular Systems

Congenital cardiac, vascular, or cerebrovascular malformations and 
disorders have not been reported to occur with increased frequency in 
PWS. In addition, hypertension appears to have a surprisingly low 
occurrence in PWS in view of the obesity/overweight; this could be 
related to the unexpectedly low occurrence of hyperinsulinemia147 (see 
Chapter 6).

Cor Pulmonale
Cor pulmonale (from Latin: heart of the lungs) can be generally defi ned 
as right heart dysfunction resulting from pulmonary disease. This con-
dition is the most commonly reported cardiovascular complication in 
PWS and is often cited as a cause of mortality,125,200,211,222 although care ful 
examination of the literature reveals few well-documented cases.

Clinical criteria for cor pulmonale have been controversial. Weitzen-
blum239 proposed that cor pulmonale be defi ned as “pulmonary arterial 
hypertension resulting from diseases affecting the structure and/or the 
function of the lungs; pulmonary arterial hypertension results in right 
ventricular enlargement (hypertrophy or dilatation) and may lead with 
time to right heart failure.” A consensus panel sponsored by the World 
Health Organization142,239 lists fi ve categories of pulmonary hyperten-
sion. Categories 1 (pulmonary arterial hypertension), 2 (pulmonary 
venous hypertension), 4 (caused by chronic thrombotic and/or embolic 
disease), and 5 (caused by disorders directly affecting the pulmonary 
vasculature) do not appear to be relevant to PWS.

Category 3 is defi ned as “pulmonary hypertension associated with 
disorders of the respiratory system and/or hypoxemia.” Eight subcat-
egories are included: 3.1 chronic obstructive pulmonary disease, 3.2 
interstitial lung disease, 3.3 sleep-disordered breathing, 3.4 alveolar 
hypoventilation disorders, 3.5 chronic exposure to high altitude, 3.6 
neonatal lung disease, 3.7 alveolar capillary dysplasia, and 3.8 other. 
As described in the preceding section, categories 3.1, 3.3, and 3.4 are 
most relevant to PWS.

Signifi cant pulmonary hypertension is caused by chronic alveolar 
hypoxemia (PaO2 < 55–60 mmHg), as may occur with neuromuscular 
disease and resultant hypoventilation, or with severe obstructive apnea. 
Alveolar hypoxemia causes pulmonary vasoconstriction, a normal 
physiologic response. When this occurs chronically over a long period 
of time, it can lead to structural remodeling of the pulmonary vascula-
ture and chronic pulmonary hypertension. The increased pressure 
causes resistance to the outfl ow of the right heart ventricle, leading to 
right heart hypertrophy or dilatation, with a risk for eventual cardiac 
failure. In non-PWS populations, chronic obstructive sleep apnea can 
be associated with a 17% to 41% occurrence of pulmonary hyperten-
sion. It has been stated that in this group of patients without intrinsic 
lung disease, pulmonary hypertension is rarely observed in the absence 
of daytime (awake) hypoxemia.142
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In non-PWS patients, clinical signs and non-invasive testing for pul-
monary hypertension are considered to have variable specifi city (i.e., 
indicative of the disorder if present) and relatively low sensitivity (does 
not rule out pulmonary hypertension if not present) and are usually 
seen late in the course of disease.239 These fi ndings include peripheral 
edema (especially ankle edema), a typical tricuspid regurgitation 
murmur, accentuation of the second heart sound, electrocardiogram 
evidence for right ventricular hypertrophy, and increased diameter of 
the pulmonary artery on chest X-ray. Echocardiographic methods are 
considered to be the best noninvasive tests for pulmonary hypertension 
and right heart status, correlating relatively well with more invasive 
methods. Magnetic resonance imaging (MRI) and other methods may 
provide additional information.

The treatment of pulmonary hypertension and, particularly, cor pul-
monale involves (1) provision of oxygen to prevent pulmonary hypox-
emia and vasoconstriction and (2) vasodilators. Surgical intervention 
may be necessary in severe cases. Evaluation and treatment of these 
disorders are best handled by an experienced cardiologist.

As of this writing, the percentage of PWS individuals who meet 
stringent criteria for diagnosis of pulmonary hypertension, with or 
without right heart dysfunction, is not known. In addition, risk factors, 
clinical signs and symptoms, natural history, treatment indications, and 
outcomes are not defi ned. Peripheral edema is a not uncommon fi nding, 
particularly in adults, but personal experience suggests a low correla-
tion with a confi rmed diagnosis of right heart failure. Since hypoxemia 
is the major cause of pulmonary hypertension and consequent right 
heart failure, documentation of decreased pulmonary function, chronic 
alveolar hypoventilation and low PaO2 (e.g., by oximetry), particularly 
with daytime occurrence, may be indications for further cardiac evalu-
ation and/or referral to a cardiologist. Cor pulmonale appears to be a 
frequently reported cause of mortality in adults with PWS; a recom-
mendation could be made for routine cardiac evaluation of all adults 
with PWS.

Other Vascular Conditions
Only a few well-documented cases of coronary artery disease have 
been reported in PWS. A 26-year-old male with PWS and Type 2 dia-
betes mellitus was found to have a myocardial infarction and inopera-
ble 3-vessel coronary artery disease after presenting with bilateral 
lower limb swelling.123 A 28-year-old woman with PWS was found to 
have stenosis of the left anterior descending artery with probable myo-
cardial infarction after presenting with chest pain.163 In addition, there 
are scattered postmortem reports of atherosclerotic heart disease in 
PWS, usually as an incidental fi nding; this is also a common incidental 
fi nding in the general population. Biochemical risk markers for athero-
sclerotic heart disease (e.g., C-reactive protein, homocysteine) have not 
been reported in PWS.

As with ischemic heart disease, there are only scattered reports of 
cerebrovascular accident (stroke) in PWS. A case of apparent vaso-
occlusive stroke with consequent moyamoya syndrome (revasculariza-
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tion of the middle cerebral arteries) was reported in a teenager with 
PWS and Type 2 diabetes mellitus.120

Since ischemic vascular disease is commonly linked to obesity and 
sleep-disordered breathing in the general population,165,168,248 the low 
prevalence of these conditions in PWS is surprising and may be due to 
the lower-than-expected occurrence of dyslipidemia and insulin-
resistance (see section on Obesity). In this respect, it is notable that 2 
of the 3 documented cases occurred in individuals with PWS and con-
current Type 2 diabetes mellitus.

Miscellaneous Medical Concerns

Thermoregulatory Disorders, Autonomic Dysfunction, 
and Anesthesia Risk

The ability to maintain core body temperature within a narrow range 
is a major characteristic of normal mammalian physiology.37,247 Ambient 
(environmental) temperature sensation occurs via peripheral nerves 
that signal to a hypothalamic regulatory center, resulting in appro-
priate signaling back to the periphery through the autonomic and 
sympathetic nervous systems. A similar mechanism may be triggered 
with exposure to endogenous pyrogens (i.e., with febrile illness), 
although body temperature may be less effi ciently regulated in these 
conditions.

During the usual resting state, body temperature (36.5°C) is higher 
than in the environment (~25°C); the temperature difference is largely 
accounted for by heat generation resulting from routine metabolic 
processes. During ambient temperature fl uctuations, both voluntary 
behavioral reactions (e.g., clothing and activity) and physiologic mech-
anisms are important elements of thermoregulation. When ambient 
temperature rises, the body dissipates heat via (1) vasodilation, which 
increases environmental heat exchange via radiation and convection 
(~75% of heat loss), and (2) sweating with evaporative cooling (~25%). 
When ambient temperature falls, the thermogenic response includes 
(1) norepinephrine-stimulated vasoconstriction, leading to decreased 
transfer of core body heat to the skin, and (2) shivering thermogenesis, 
in which there is progressive recruitment of muscle fi bers that undergo 
involuntary, rhythmic contractions resulting in heat generation. Muscle 
thermogenesis can be further augmented by voluntary physical exer-
tion; however, prolonged cold exposure and exertion can lead to fatigue 
and declines in both exertional and shivering thermogenesis. In small 
mammals and human infants, nonshivering thermogenesis from brown 
fat is a crucial mechanism for thermoregulation; however, this mecha-
nism appears to be minimally active in human adults.37

Clinically, thermoregulatory disorders can be defi ned as (1) an inabil-
ity to normally regulate core body temperature in response to environ-
mental temperature fl uctuations, (2) extreme high fevers during illness, 
and/or (3) risk for hypo- or hyperthermia during anesthesia.

A survey study of 27 PWS individuals (2 to 46 years old) reported at 
a scientifi c meeting of PWSA (USA) found that “clinically important 



 Chapter 5 Medical Considerations in PWS  131

abnormal temperature control is not a common event in PWS.”39 At the 
same meeting, fi ve infants with PWS and unexplained hyperthermia 
(temperatures above 101°F) were reported.244 In a compilation of cases 
used for derivation of clinical diagnostic criteria for PWS, “abnormal 
temperature sensitivity” was reported in 4.6% or 3 of 65 PWS subjects 
and none of 11 non-PWS individuals (this feature was included as a 
“supportive fi nding”).105 A survey study of 85 children with PWS found 
an increased occurrence of febrile convulsions and hypothermia (tem-
perature less than 94°F) as compared with 85 non-PWS siblings and 
118 well children243; however, there were no differences from a group 
of 105 non-PWS neurodevelopmentally-impaired children. Hypother-
mia (rectal temperature 30°C) with complete recovery has been reported 
in a 5-month-old infant with PWS who may have been exposed to a 
very low ambient temperature.238 Hyperthermia during illness was also 
postulated to contribute to mortality in several infants with PWS, pos-
sibly due to increased respiratory demand and compromise.200 Together, 
these reports suggest but do not confi rm a possible risk for temperature 
dysregulation in infants with PWS.

A cold-exposure study was conducted in 6 PWS subjects and 3 
non-PWS individuals placed into a cold-room with temperature set at 
4°C with light clothing for 1 hour.29 Rectal (core) temperatures were 
noted to rise in all 3 non-PWS and 2 PWS individuals. Rectal tempera-
ture showed a small decrease in 3 of 6 PWS subjects, implying a defect 
in cold-adaptation.

Temperature dysregulation has also been reported in a 37-year-old 
woman with PWS who had three separate episodes of hypothermia 
(27°C–32°C) associated with infections.167 The risk for hypothermia was 
attributed to the use of risperidone, a dopamine and serotonin type 2 
receptor antagonist. Hypothermia resolved after cessation of risperi-
done but recurred with use of olanzapine, a similar medication. Hypo-
thermia has also been reported with these medications in non-PWS 
individuals24 and with other psychotropic medications that are often 
used in PWS118,119; therefore, it is not clear whether the risk is greater 
for individuals with PWS.

Autonomic dysfunction has been proposed as a mechanism for the 
possible disorders of thermoregulation in PWS. The autonomic nervous 
system regulates smooth muscle, exocrine glands, and cardiac muscle 
and is largely responsible for maintaining somatic homeostasis through 
involuntary mechanisms. This is distinguished from the somatic motor 
system, which is responsible for primarily voluntary control of skeletal 
muscles. The hypothalamus is considered to be the control center for 
the autonomic system; however, multiple areas of the cerebral cortex, 
brain stem, cerebellum, and spinal cord also play roles. The autonomic 
system is divided into the sympathetic and parasympathetic systems. 
The sympathetic system arises from spinal cord neurons, giving rise to 
segmental innervation of smooth muscle in the eye, heart, GI tract, and 
reproductive organs. The parasympathetic system arises from both 
brainstem neurons, including cranial nerves III, VII, IX, and X (vagus 
nerve) and sacral neurons, and is largely responsible for peristalsis and 
exocrine secretion.
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Evidence for a generalized autonomic (parasympathetic) dysfunc-
tion in PWS is based primarily on a study of 14 subjects with PWS 
(4 to 40 years old, 8 female) and a comparison group of individuals 
without PWS.65 Within the PWS cohort, 50% had abnormal pupillary 
constriction to pilocarpine and, on EKG, 6 of 14 had an abnormal ratio 
of the 30th to 15th R-R interval. A higher resting pulse and lower ortho-
static pulse response was correlated with body mass index (BMI). 
Decreased frequency of respiratory sinus arrhythmia was also reported.63 
A later study in 32 individuals with PWS in a thermoneutral environ-
ment (72°F) was interpreted to show that resting cutaneous tempera-
ture and capillary blood fl ow were not different from controls, thereby 
supporting a theory of central as opposed to peripheral autonomic 
dysfunction,64 although the data presented seem to show higher capil-
lary blood fl ow and mean cutaneous temperature in the group with 
uniparental disomy (n = 9) as compared with the deletion cases (n = 
23) and controls (n = 5). Contrary to these fi ndings, a detailed study in 
26 individuals with PWS showed no differences in autonomic regula-
tion of cardiac function as compared with age-, gender-, and BMI-
matched controls.231

Defi cient sweating in response to environmental warming has been 
anecdotally mentioned as evidence for thermoregulatory and auto-
nomic dysfunction in PWS. However, there are no published studies 
characterizing this condition. Other evidence for autonomic dysfunc-
tion, such as decreased ability to vomit and decreased salivation, are 
discussed in the next chapter.

Therefore, there is no current evidence that autonomic dysfunction 
accounts for thermoregulatory defects in PWS. In view of the normal 
physiologic dependence on shivering thermogenesis during exposure 
to cold, a risk for core hypothermia may be related to the decreased 
muscle mass.

Disordered thermoregulation during general anesthesia has also 
been raised as a concern in PWS, particularly the risk for malignant 
hyperthermia. This anecdotal concern arises in part from the known 
increased risk for malignant hyperthermia in congenital myopathies, 
such as congenital myotonia and muscular dystrophy. Malignant 
hyperthermia is caused by a disorder of calcium transport in skeletal 
muscle, leading to increased intracellular calcium, uncoupling of mito-
chondrial oxidative phosphorylation, and excess heat production to 
several times greater than normal.87,179 Clinically, the condition may be 
triggered by several general anesthetic agents and muscle relaxants, 
and is initially characterized by muscle rigidity, hyperthermia, and 
acidosis. To date, there are no documented reports of malignant hyper-
thermia or defects of muscle calcium transport in PWS.

A similar but pathologically unrelated condition, neuroleptic malig-
nant syndrome, has been reported as an idiosyncratic reaction to a 
variety of psychotropic agents,71,87 including several that are often pre-
scribed in PWS. These agents are thought to trigger an inappropriate 
hypothalamic response by inhibiting dopamine or enhancing serotonin 
action, leading to muscle rigidity and hyperthermia. In addition, use 
of serotonin reuptake inhibitors, particularly in combination with other 
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agents affecting serotonin action, has been associated with “serotonin 
syndrome” in non-PWS individuals.87 Serotonin syndrome is character-
ized by hyper-refl exia, tremor, muscle rigidity, autonomic dysfunction, 
mental confusion, and variable occurrence of hyperthermia, resulting 
from the muscle contractions. There are no published reports of either 
neuroleptic malignant syndrome or serotonin syndrome in PWS, 
despite the widespread use of potential triggering agents.

Finally, there have been no reports of postoperative core hypother-
mia with postanesthetic shivering in PWS. In non-PWS patients, this 
condition is considered to be an important adverse event during post-
operative recovery and is thought to be due to inhibition of thermo-
regulation by general anesthetic agents.67

A review of eight cases of children with PWS undergoing general 
anesthesia showed no particular complications that were not related to 
obesity,60 e.g., diffi cult intravenous access and sleep apnea. Similar data 
in adults with PWS have not been presented.

In summary, clinical experience suggests that a proportion of 
individuals with PWS may be at risk for thermoregulatory disorders, 
particularly environment-related hypothermia, which could be related 
to a diminished capacity for shivering thermogenesis. A clinically sig-
nifi cant risk for temperature dysregulation may be particularly noted 
for infants with PWS, who may be prone to both hyperthermia with 
illness and hypothermia with environmental cold exposure. Unfor-
tunately, however, there are insuffi cient data to answer the question 
of whether specifi c thermoregulatory abnormalities are more common 
in PWS and no conclusive proof of autonomic dysfunction. In addition, 
there are no data to indicate an increased risk for malignant hyper-
thermia, neuroleptic malignant syndrome, or serotonin syndrome. 
Nevertheless, in view of the relative paucity of published data 
and the potentially serious nature of these conditions, practitioners 
should be aware of the possible risks when confronted with specifi c 
situations.

Ophthalmologic Disorders

Esotropia has been reported in 43% of 15 infants and 66% of 65 older 
individuals with PWS, and was included as a supportive fi nding for 
clinical diagnosis.105 However, there are surprisingly few published 
studies characterizing ocular abnormalities and their treatment in PWS, 
and documentation of ophthalmologic fi ndings is lacking in many 
descriptive series of the syndrome.

Esotropia is a type of strabismus (dysconjugate eye movement) in 
which one eye turns inward (toward the nose) while the other is 
fi xated in a forward gaze. In a series of 46 patients clinically diagnosed 
with PWS, 22 were found to have esotropia, while 7 had exotropia, 
or outward turning of the eye.98 Additional defects included myopia 
(15%), signifi cant astigmatism (oblong deformation of the eye leading 
to blurred vision, 41%), amblyopia (decreased visual acuity in one eye, 
24%), and iris transillumination defects (33%). In a detailed study of 12 
patients with PWS, Roy et al.180 found only 1 patient with esotropia, 2 
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with exotropia, and 9 with orthophoria (normal conjugate eye move-
ments). One patient had myopic chorioretinal degeneration, 1 had disc 
atrophy and foveal hypolasia, and 5 (42%) were noted to have telecan-
thus (increased distance between the inner corners of the eyes without 
orbit displacement).

A later series by Fox et al.74 compared 20 PWS patients with deletion 
and 7 with uniparental maternal disomy with 16 controls matched for 
age, body composition, and intelligence. Strabismus was found in 6 
deletion subjects (30%), 4 disomy subjects (57%), and 4 controls (25%)—
not signifi cantly different between groups. Abnormal iris transillumi-
nation was found in 4 deletion and none of the disomy or control 
subjects. Foveal hypoplasia was not identifi ed in any of the groups, 
while fi ndings of astigmatism, amblyopia, and amisometropia were not 
signifi cantly different between the PWS and control groups. Stereopsis 
differed (p < 0.002) between the PWS (45% deletion, 43% disomy) and 
controls (81%), indicating an increased defect in 3-D perception in the 
PWS group. The mean level of myopia was also different (p = 0.01) 
between control (refractive error -2.33 ± 1.65SD) and PWS (-5.56 ± 5.38) 
subjects.

Ocular hypopigmentation has also been noted in PWS.103,129,234 Gen-
eralized skin hypopigmentation is a well-known feature of PWS (~50% 
of cases) and may be associated with deletion of the P (pink-eyed dilu-
tion) gene, a nonimprinted gene located within the PWS deletion 
boundaries.30,198 Mutations of the P gene are the cause of oculocutane-
ous albinism type 2 (OCA2) in humans, in which there is hypopigmen-
tation of the eyes, skin, and hair. Associated fi ndings include strabismus, 
loss of stereopsis, nystagmus, and foveal hypoplasia, apparently due 
to abnormal routing of the optic nerve pathways.30 The similarity of 
these eye fi ndings along with skin hypopigmentation to features of 
PWS suggested a similar pathogenesis. An initial study of 6 patients 
with PWS and strabismus found abnormal visual-evoked potentials 
(VEP) in 3 of 4 hypopigmented patients and in neither of the 2 nor-
mally-pigmented patients.52 The VEP abnormality was indistinguish-
able from that observed in OCA2, suggesting a similar abnormality in 
optic nerve pathways in PWS. However, the presence of strabismus in 
those patients with normal VEP was unexplained and subsequent 
studies failed to confi rm these initial fi ndings.11,180,234

Overall, the data suggest that strabismus, both esotropia and exotro-
pia, is not uncommon in PWS, and may be related to ocular muscle 
hypotonia.98 A variety of other ophthalmologic disorders may also be 
present, including ocular hypopigmentation. These disorders could be 
related to deletion of the P gene, which is also associated with skin 
hypopigmentation. However, this link is far from certain because 
misrouting of optic nerve pathways, such as observed in OCA2, has 
not been confi rmed in PWS.

Evaluation and treatment of eye conditions in PWS requires consul-
tation with an experienced ophthalmologist. Treatment of congenital 
strabismus has been noted to have variable outcome in non-PWS 
cases81,83 and there are limited data in PWS.93
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Sensory Function

Decreased peripheral and deep pain sensation is a commonly reported 
feature of PWS and, in the authors’ clinical experience, a defi nite char-
acteristic of the condition. However, published data relating to pain 
sensation in PWS is remarkably scant. Decreased pain sensation has 
been reported in 18% of individuals with PWS, with other reports 
indicating decreased pinprick sensitivity and decreased dermal and 
epidermal innervation.40,103 In the formulation of diagnostic criteria for 
PWS, a high pain threshold was reported in 9% of 65 typical PWS, 9% 
of 11 atypical PWS, and 9% of 11 control subjects.104 Easy bruising has 
also been anecdotally reported in PWS40 and could, in part, be related 
to the decreased ability to feel pain; no other contributory factors have 
been identifi ed.

Interestingly, disruption of the Ndn gene (an imprinted gene in the 
human PWS locus) in mice leads to increased skin-scraping behavior,149 
which may be analogous to the skin-picking behavior in human PWS 
that has been theoretically related to aberrant sensory input.

Detailed studies in fi ve children with PWS showed normal tactile 
perception (stereognosis), normal sensory nerve conduction (normal 
myelinization), and a 50% reduction in sensory nerve action poten-
tials.28 These latter results suggest that decreased density of peripheral 
nerve fi bers may account for the decreased pain sensation.

A possible etiology for decreased somatic pain sensation was recently 
proposed by Lucignani et al.,135 who found a reduction in gamma-
aminobutyric acid type-A (GABA-A) receptors in areas of the cerebral 
cortex that are related to pain response in six young adults with PWS 
(all deletion). The GABA-A receptor is composed of several subunits, 
three of which are coded by nonimprinted genes in the PWS-region of 
chromosome 15q.

In view of the decreased pain sensation, it is important for caretakers 
to be vigilant for signs of infection and injury that might otherwise be 
signaled by pain or discomfort. Acute or unexpected changes in behav-
ior, mobility, or gait may warrant further investigation.

Mitochondrial DNA

The mitochondria are intracellular organelles that are ancestrally 
derived from bacteria and live in the mutually supportive environment 
of the host cells.10 Mitochondria-dependent metabolic pathways, 
involving electron transport and oxidative phosphorylation, are the 
major source of energy in human cells. Some of the proteins involved 
in these processes are coded in the mitochondrial DNA while others 
are coded in the nuclear DNA of the cell, demonstrating an evolved 
symbiotic relationship. A variety of human disorders, primarily involv-
ing muscle and central nervous system abnormalities, have been asso-
ciated with defects in these genes.

As of this writing, none of the genes involved in the Prader-Willi 
region of chromosome 15q have been associated with mitochondrial 
function or cell energetics. However, the similarities of the muscle 
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hypotonia in PWS to some types of mitochondrial myopathy have 
raised suspicions that there may be a relationship. Thus far, three cases 
of mitochondrial myopathy have been identifi ed in children with PWS. 
A 2-year-old child with PWS and mitochondrial myopathy (complex 
I/IV respiratory chain defi ciency diagnosed by muscle biopsy) was 
reported to have had open heart surgery for atrial septal defect under 
general anesthesia without complications.187 Two cases of PWS (mater-
nal uniparental disomy) with mitochondrial myopathy (complex I defi -
ciency) were reported in an abstract237; the diagnosis of mitochondrial 
myopathy was apparently pursued because of the neonatal hypotonia 
and the delayed clinical suspicion of PWS. The authors concluded that 
the mitochondrial myopathy was “likely a secondary rather than a 
primary event.” However, the co-occurrence of these two relatively 
uncommon conditions suggests the possibility of a common pathogen-
esis and a need for larger-scale screening studies. A recent case of fatal 
metabolic acidosis in an infant with PWS is also suggestive of mito-
chondrial DNA disease.249

There has been recent interest in the relationship of coenzyme Q10 
(CoQ10) and PWS. CoQ10 is a protein encoded by the nuclear, rather 
than mitochondrial, DNA that plays an essential role in mitochondrial 
and extra-mitochondrial electron transport, as well as a variety of other 
vital functions.213 The CoQ10 gene is not located in the PWS region. 
Low blood levels of CoQ10 have been identifi ed in several disorders, 
including Alzheimer’s, Huntington’s, and Parkinson’s diseases, and in 
some studies there is a suggestion that CoQ10 therapy may be benefi -
cial for some of these conditions.189 Low blood levels of CoQ10 in chil-
dren with PWS were reported in an abstract114 and benefi cial effects on 
neurodevelopment were reported for one infant. However, a recent 
report found that although plasma CoQ10 levels were lower in 16 
individuals with PWS as compared with controls, the levels were not 
different from a group of obese individuals.32 The authors postulated 
that the lower plasma CoQ10 levels were due to the lower muscle mass 
and decreased energy expenditure in PWS. In view of these latter data 
and a lack of studies showing treatment effi cacy, CoQ10 is not currently 
recommended as a medical therapy for PWS.

Epilepsy

Epilepsy is defi ned as a disorder of the central nervous system that 
causes convulsions (seizures). The physical manifestations of epilepsy 
range from subtle changes in behavior to major episodes of generalized 
involuntary motor activity. Various environmental factors, including 
increased body temperature, may increase the propensity or threshold 
for generation of the abnormal electrical impulses in the brain that lead 
to seizures.

There have been occasional reports of epilepsy or seizures in indi-
viduals with PWS230 and a suggestion that infants with PWS may be 
susceptible to febrile convulsions (see above); however, several 
systematic population surveys have failed to mention epilepsy as a 
specifi c feature of PWS.104,133,170 On the other hand, epilepsy is a well-
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characterized feature of Angelman syndrome79 and is also associated 
with other chromosome 15q11–q13 defects, including interstitial dupli-
cations of maternal origin within the imprinted region.46,205,208,233 A 
recent study of children referred from general pediatrics and neurology 
clinics reported a history of febrile seizures in 18 of 40 individuals (45%) 
with PWS and deletion, as compared with 1 of 14 patients (7%) with 
maternal uniparental disomy.219 The same group reported seizures in 
42 of 47 patients (89%) with Angelman syndrome and deletion, as 
compared with 4 of 9 patients (44%) with paternal uniparental disomy.220 
As noted by the authors, these results suggest that a lowering of the 
seizure threshold, leading to a risk for febrile seizures in PWS and all 
seizures in Angelman syndrome, could be due to haploinsuffi ciency of 
a nonimprinted seizure-related gene, such as those that code for sub-
units of the gamma-butyric acid receptor. Additional studies to clarify 
these relationships are necessary.

Cancer

Concerns have been raised regarding the possible association of PWS 
with increased risk for cancer. In 1985, Hall86 published three cases of 
leukemia in individuals with PWS. No additional cases were presented 
until 1999, when Cassidy et al.42,57 reported results from a survey study 
of the PWSA (USA) membership. Of 1,077 valid responses (from 1,852 
members surveyed), there were 32 confi rmed cases of cancer, of 
which 19 were benign; 3 of 53 deaths were attributed to cancer. Eight 
cases involved cancer types that are monitored by the Surveillance, 
Epidemiology and End Results (SEER) Program, a project of the U.S. 
National Cancer Institute, including 3 myeloid leukemia (1 acute, 2 
chronic, probably the same cases previously published by Hall). Other 
SEER-listed tumors in PWS included single cases of seminoma, 
dermatofi brosarcoma, ovarian teratoma, Hodgkin’s lymphoma, and 
cardiac lymphoma. The 8 observed cases were compared with 
the calculated expected number of 4.8 (based on data from SEER), 
indicating that there may be an increased overall occurrence of 
cancer in PWS.

Other cases of cancer reported in PWS include single cases of poorly 
differentiated hepatoblastoma in a 16-month-old boy (deletion 15q),92 
hepatocyte adenoma in an 11-year-old girl with known hepatic steato-
sis (fatty liver),203 “pseudo-Kaposi” sarcoma in a 25-year-old male,66 
and multiple endocrine neoplasia type 1 (MEN 1).151

Abnormalities of chromosome 15q, which is the location of the PWS 
region, are frequently found in tumor tissues from patients without 
PWS. Such tumors include breast cancers, bladder carcinoma, lympho-
blastic leukemia, and myeloid leukemia.45,96,153,246 The 15q abnormalities 
identifi ed in these conditions include deletions, translocations, loss of 
heterozygosity, and duplications. In detailed studies, it appears that 
there may be tumor suppressor genes located distal to the Prader-Willi 
region,96,153 loss of which may lead to tumorigenesis. The relevance of 
these fi ndings to PWS is currently unknown and tumor karyotype 
information is lacking for most cases of cancer in PWS.
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Infections

Individuals with PWS may be prone to a variety of infections. However, 
any increased risk of infection appears to be primarily related to other 
characteristics of the syndrome. Primary immunodefi ciency disorders 
have not been reported in PWS.

As described in previous sections, respiratory infections are a fre-
quent cause of morbidity and mortality in PWS. The risk for serious 
respiratory infection is probably due to hypotonia of the respiratory 
musculature and consequent poor ventilatory capacity and reserve 
rather than inherent susceptibility to particular pathogenic organisms. 
Given the known risks for respiratory decompensation, judicious use 
of antibiotics should be considered if there is evidence of infection, 
even if a specifi c agent cannot be identifi ed.

Dental infections are also common, as described in the next chapter, 
and are likely related to defects in salivation, high intake of sugar, and 
poor hygiene.

Skin infections are frequently observed in PWS. Contributory factors 
include obsessive skin picking (discussed elsewhere in this text) and 
decreased pain sensation, allowing traumatic skin injuries to progress 
to infection. All individuals with PWS should be examined regularly 
for cutaneous infections, particularly at pressure points (feet, buttocks) 
and in less-visible areas (scalp, perianal area, groin, axillae). In most 
cases, infected lesions can be successfully managed with topical anti-
sepsis and topical or oral antibiotics. Culture and sensitivity studies 
should be considered for persistent or unusual infections, and attention 
should be given to infectious agents endemic to the community, such 
as methicillin-resistant staph aureus. Finally, the presence of systemic 
symptoms or acute onset of unusual behavior, body temperature insta-
bility, respiratory compromise, or uncharacteristic body movements 
may signal the presence of a deep tissue or systemic infection, such as 
osteomyelitis or pneumonia.
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Gastrointestinal System, Obesity, 

and Body Composition
Ann O. Scheimann, Phillip D.K. Lee, and Kenneth J. Ellis

Obesity or overweight is arguably the most obvious physical feature 
of PWS. Perhaps for this reason, more than 80% of the over 1,600 pub-
lications to date regarding PWS mention, discuss, and/or explore the 
topic of obesity. Despite this attention, the diagnosis, pathogenesis, 
optimal treatment, monitoring, and outcome of this condition in PWS 
remain undefi ned. In addition, the paradox of the underweight infant 
with PWS evolving into an overweight child and adult has led to con-
siderable speculation regarding pathophysiology.

In addition to the obvious physical feature of obesity/overweight 
and questions regarding optimal nutritional management, a variety of 
gastrointestinal (GI) disorders have been identifi ed in PWS, with fre-
quencies similar to respiratory disorders. A description of the GI system 
and related disorders in PWS will start this chapter, followed by a dis-
cussion of obesity and related nutrition and medical issues. Finally, a 
discussion of analytical methods for body composition analysis and 
their application in PWS is presented (see Chapter 5 for a complete 
outline of Part II).

Gastrointestinal System and Disorders

The primary function of the gastrointestinal system is to facilitate 
intake, digestion and absorption of nutrients. The elements of the 
system and their functions are as follows:

1. Oropharynx and Esophagus: sucking, mastication (chewing and 
softening of food), salivation, swallowing (deglutition), transfer of 
food to the stomach

2. Stomach and Intestines: digestion, production of regulatory hor-
mones, absorption of nutrients and elimination of waste

Elements of these processes may be relevant to the pathophysiology 
of PWS. Therefore, each of the following sections begins with a very 
brief description of the relevant physiology, followed by a review of 
PWS-related pathophysiology and treatment.
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Oropharynx

Physiology
In the resting state, in which a person is not eating or vocalizing, the 
oral cavity undergoes continual involuntary salivation and swallow-
ing. Saliva is derived primarily from the parotid, submandibular, and 
sublingual glands in the oral cavity (90%); another 10% is derived from 
scattered salivary glands. An average adult produces 0.5 to 1.5 L per 
day. Saliva is composed primarily of water with dissolved proteins, 
enzymes, and minerals; the composition differs according to the source 
gland. The major functions of saliva include lubrication and cleansing 
of the oral cavity, neutralization of acids, inhibition of microbial growth, 
and protection of dentition.133,157

Taste, smell, and palatability are among the initial food qualities that 
determine intake and retention of substances in the oral cavity. After 
entry of solid or semisolid food into the oral cavity, a complex neuro-
muscular process of chewing (mastication), salivation, and swallowing 
(deglutition) follows. In the neonatal period, ingestion of liquid sub-
stances normally involves primarily deglutition (without mastication), 
and the physical mechanisms differ somewhat from that which occurs 
with solid food ingestion.

Mastication combines a number of processes, including reduction of 
food to smaller pieces suitable for deglutition. The teeth serve as passive 
tools for this process and are controlled by coordinated activity of the 
powerful jaw muscles.102,187 The muscles of the tongue participate in 
churning and mixing of food in the oral cavity and movement of food 
toward the esophagus. Coordinated movement of the jaw, laryngeal, 
and pharyngeal muscles occurs both voluntarily and involuntarily, 
with neurosensory input and feedback.119 Mastication may also play a 
role in feedback regulation of appetite,163 although this has yet to be 
demonstrated in humans.

Increased salivation occurs in anticipation of food intake (e.g., via 
visual and olfactory inputs), during taste (gustatory stimulus), and 
during mastication. The neural inputs for this process have been sum-
marized.157 Gustatory input via cranial nerves VII (facial), IX (glosso-
pharyngeal), and X (vagus) and masticatory input via cranial nerve V 
(trigeminal) to the brainstem salivary center is then relayed back to the 
salivary glands via cranial nerves VII (to the submandibular and sub-
lingual glands) and IX (to the parotid glands), resulting in increased 
salivation. The stimulated parotid gland, which produces an amylase-
rich saliva, can reach 50% of total production during mastication. 
During mastication, saliva has key roles in enhancing taste perception, 
solubilizing food products, initiation of starch and lipid digestion, and 
preparation of food boluses for swallowing.

The process of swallowing starts with movement of processed food 
toward the back of the oral cavity, accomplished primarily by volun-
tary movement of the tongue. The second stage involves a refl ex eleva-
tion of the pharynx and peristaltic movement of the food into the 
esophagus. The larynx also elevates, with closure of the epiglottis, 
thereby protecting the airway during swallowing.171 The fi nal stage of 



 Chapter 6 Gastrointestinal System, Obesity, and Body Composition  155

swallowing involves anterograde esophageal peristalsis, resulting in 
movement of the food bolus into the stomach. Swallowing is mediated 
by input via cranial nerves IX and X to the brainstem swallowing 
center, with output via cranial nerves V, VII, IX, X, and XII.64,157 The 
entire process of swallowing is facilitated by saliva, which provides the 
necessary lubrication. In addition, saliva buffers the oropharynx and 
esophagus against acidic food and back leakage of gastric acid.

The human neonate relies exclusively upon the sucking refl ex for 
nutrient ingestion.70 The suck refl ex develops relatively early during 
fetal life and involves intra- and peri-oral stimulation, leading to activa-
tion of brainstem centers interacting with the motor cortex, leading 
to rhythmic motor activity mediated by cranial nerves V, VII, and XII. 
Nonnutritive sucking (e.g., use of a pacifi er) may have somewhat dif-
ferent dynamics and regulation from nutritive sucking (i.e., breast- or 
bottle-feeding),70 the latter presumably involving additional coordina-
tion with swallowing. Although a sucking motor pattern can be identi-
fi ed in the 10- to 12-weeks’ gestation fetus, coordination of sucking, 
swallowing, and respiration does not occur until after 35 weeks.89,144 As 
with oral food intake after the neonatal period, the suck refl ex is highly 
dependent upon oropharyngeal muscle tone and function.

Pathology in PWS
Generalized hypotonia in the neonate with PWS is manifested by an 
extremely weak suck refl ex, lacking in both strength and endurance.87 
In addition, apparent lack of coordination between suck/swallow and 
breathing has been anecdotally observed in some infants. Although not 
yet studied in detail, hypotonia of the laryngeal, pharyngeal, and 
esophageal musculature could lead to further problems with swallow-
ing, airway protection, and effi cient movement and retention of liquid 
in the stomach.

Although the oropharyngeal hypotonia usually improves suffi ciently 
to allow adequate oral nutrition by 6 to 12 months of age, the under-
lying problem probably continues throughout the life span. Older indi-
viduals with PWS are often noted to avoid meat and other foods that 
require a relatively high oromotor effort, which may in part account 
for the noted preference for carbohydrates over protein.69 Micrognathia 
and microdontia (small lower jaw and teeth), noted in some individu-
als with PWS, may further compound the problem by providing less 
muscle bulk and surface area.

Perhaps even more problematic is the lack of adequate salivation. 
Unusually viscous saliva has been noted in the majority of patients 
with PWS,22,105 and decreased volume of saliva is virtually universal. 
Saliva collection and analysis from 25 individuals with PWS (1 to 53 
years old) showed an unstimulated salivary fl ow rate of 0.16 g/min, 
as compared with 0.54 g/min in controls.94 Stimulation of salivary fl ow 
by mastication of paraffi n increased the fl ow to only 0.38 g/min, as 
compared with 2.38 g/min in controls (it should also be noted that 
saliva could not be collected from an additional 15 PWS subjects 
due to inadequate fl ow and/or viscosity). PWS saliva was noted to 
be extremely viscous, with increased concentrations of all measured 
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solutes, including fl uoride (165%), calcium (226%), phosphorous 
(157%), chloride (124%), sodium (154%), and protein (126%). No differ-
ences were noted between the 3 uniparental disomy and 17 deletion 
subjects (5 did not have detailed genetic studies). A similar, but not 
entirely identical, condition of decreased salivation and hyperconcen-
tration of salivary fl uid has been noted in non-PWS patients with 
denervation of the parotid gland.130 However, a normal but prominent 
appearance of the three major salivary glands, despite decreased sali-
vation, was noted in one subject with PWS.204

Decreased salivary secretion, or xerostomia (“dry mouth”), leads to 
decreased natural cleansing of the oral cavity, severe dental caries, 
enamel erosion, infection, and tooth loss.7,11,94 These disorders are 
similar to those observed with xerostomia associated with other condi-
tions.133 Enamel erosion is due to inadequate salivary buffering of food-
derived acids from citrus, acidic substances (including carbonated 
sodas, both regular and diet), and bacterial metabolism of dietary sugar 
and starch,18,204 resulting in resorption of bone mineral in the acidic 
milieu.

In non-PWS patients, xerostomia has been associated with speech 
abnormalities (dysphonia), a sensation of thirst resulting in frequent 
sipping, oral discomfort, diffi culty with mastication and swallowing, 
taste disturbances (dysgeusia), heartburn, and halitosis.133,157 Several of 
these features are also noted in PWS, although direct cause/effect rela-
tionships have not been systematically studied.

Treatment
In neonates with PWS, hypotonic suck and lack of a coordinated feeding 
mechanism can often lead to a severe failure-to-thrive. Nasogastric 
tube-feeding is often used to meet nutritional needs,79 and many infants 
require gastrostomy tube placement to facilitate feeding for the fi rst 
few months of life.

The use of treatment strategies to improve oromotor strength and 
coordination of swallowing can signifi cantly enhance feeding success. 
Such strategies may include early introduction of occupational and 
speech therapies, use of adaptive devices, positioning strategies, jaw-
strengthening exercises, thickening agents for liquids, and use of low-
calorie binding agents. These therapies reduce the need for parenteral 
(tube) feedings, as shown by our experience at Texas Children’s Hos-
pital (Figure 6.1). Infants with PWS who received supplemental oromo-
tor therapy required nasogastric feedings for a mean of 40 days, as 
compared with 234 days for infants who did not receive this therapy 
(p = 0.003).

Occupational and speech therapy are often utilized after the neonatal 
period (see separate chapters); the effi cacy of these treatments in rela-
tion to feeding behavior and food preferences has not been studied in 
PWS, and there is poor documentation of results in other forms of 
dysphagia associated with muscle disease.101 Nonetheless, these thera-
pies are generally recommended for individuals with PWS.

Nonpharmacologic treatment of xerostomia in non-PWS patients 
often involves the use of natural secretagogues (e.g., sour lozenges, 
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sugarless chewing gum) to provide continuous salivary gland stimula-
tion. This approach has been reported in some individuals with PWS,204 
but larger scale studies have not been conducted. Pharmacologic treat-
ment of xerostomia has relied primarily upon topical application of 
artifi cial saliva, although the use of salivary secretagogues is increas-
ing161; these modalities have not been studied in PWS.

Given the high risks for severe dental caries and infection, regular 
dental care must be established for all individuals with PWS. Oral 
hygiene should be instituted in infancy, even if dental eruption has not 
yet occurred, using soft foam toothbrushes and wetting solutions. This 
may be particularly important for infants on parenteral feedings, where 
there is virtually no stimulation of salivation or wetting from oral feeds. 
Fluoride treatment may also be recommended. For treatment of caries, 
adhesive dental techniques have been recommended.18

Avoidance of sugars, thick starchy foods, citrus, carbonated drinks, 
and other acidic foods is advisable. In addition, individuals with PWS 
should be encouraged to include copious amounts of water with each 
meal to facilitate mastication, swallowing, and oral cleansing.

Stomach and Intestines

Physiology50

After swallowing, esophageal peristalsis results in delivery of food 
boluses into the antrum of the stomach. In the resting condition, the 
lower esophageal sphincter, composed of specialized smooth muscle 
cells (not a true sphincter) maintains a positive pressure to prevent 
gastric contents from moving back into the esophagus. During swal-
lowing, this pressure is released in response to local stimuli, including 
vasoactive intestinal peptide (VIP) and nitric oxide, thereby allowing 
food to enter the antrum of the stomach.

The stomach, which begins at the lower esophageal sphincter 
and ends at the pyloric sphincter, is composed of inner circular and 
outer longitudinal layers of smooth muscle which undergo rhythmic 

Figure 6.1. Impact of supplemental therapies on the duration of nasogastric 
tube feedings in infants with PWS (total N = 15). The y-axis is the mean number 
of days that nasogastric feedings were required. The x-axis shows supplemen-
tal therapies that were administered. (Source: A. Scheimann, unpublished 
data.)
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contractions controlled by a pacemaker located in the main portion of 
the stomach. The stomach is lined by secretory cells, including parietal, 
chief, and mucus cells. In response to food-related stimuli (smell, visual, 
cerebral), the vagus nerve signals release of acid from the parietal cells; 
this effect is mediated by histamine and gastrin. The acid environment, 
in turn, inhibits further gastrin release and also stimulates local produc-
tion of somatostatin, which inhibits histamine and gastrin release. The 
parietal cells also produce intrinsic factor, which is required for absorp-
tion of vitamin B12.

Vagal stimulation also results in release of pepsinogen from the chief 
cells of the stomach. In the presence of gastric acid, pepsinogen is pro-
cessed to pepsin, which is the major enzyme involved in the initial 
steps of protein digestion.

Neurons within the stomach produce a number of substances that 
participate in regulation of gastrin, histamine, acid, and somatostatin 
release. These include acetylcholine and calcitonin gene-related peptide 
from the vagus nerve and pituitary adenylate cyclase-activating 
peptide, VIP, gastrin-releasing peptide, galanin, and nitric oxide from 
enteric neurons. Some of these peptides are also postulated to affect 
normal eating behavior and are discussed in the section on obesity.

When liquid substances enter the stomach, vagal stimulation results 
in relaxation of the proximal stomach, where the liquid is retained until 
gastric emptying. Solid foods are mixed, digested, and reduced to small 
particles in the distal stomach. Gastric emptying is accomplished by 
both muscular contractions of the stomach and by alternate opening 
and closure of the pyloric sphincter, which is under sympathetic and 
vagal control, respectively.

After passing through the pyloric sphincter, partially digested mate-
rial enters the duodenum, where the fat, protein, and gastric acid 
stimulate duodenal production of cholecystokinin (CCK) and secretin. 
These peptides are absorbed into the bloodstream and travel to the 
pancreas, activating vagal stimulation of pancreatic enzyme secretion 
into the intestinal lumen. Duodenal distention also leads to pancreatic 
enzyme secretion through direct vagal stimulation (enteropancreatic 
refl ex). These enzymes include (1) pancreatic amylase, which digests 
carbohydrates to oligosaccharides; (2) lipase and colipase, which digest 
fat (triglycerides) to monoglycerides and fatty acids; and (3) trypsin, 
chymotrypsin, and elastase, which digest peptides (resulting from 
pepsin digestion of proteins in the stomach) to oligopeptides.

Further digestion into amino acids, fatty acids, monoglycerides, and 
monosaccharides occurs in the small intestine. These nutrients are 
absorbed into the bloodstream from the intestinal lumen. In addition, 
the small and large intestines are responsible for absorption of water 
and electrolytes. Finally, the large intestine and anal sphincter are 
responsible for the process of solid waste elimination, or defecation.

A number of peptides are released from the gastrointestinal tract and 
pancreas into the bloodstream during the process of food intake, diges-
tion, and absorption. These include insulin, glucagon, and postulated 
appetite-regulatory hormones. Some of these peptides are discussed in 
the section on obesity.
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Pathology and Treatment in PWS
Retrograde Movement of Ingested Substances: Normally, ingested nutri-
ents move in an anterograde (forward) fashion from the mouth to 
stomach to intestines with minimal backfl ow. Retrograde movement of 
food from the stomach into the oropharynx may occur under two 
primary circumstances: (1) gastroesophageal refl ux and (2) emesis. Vol-
untary regurgitation and reprocessing of food from the stomach, or 
rumination, may also occur. Retrograde movement of intestinal con-
tents has been observed in cases of severe obstruction and constipation 
in patients without PWS, but these problems have not been reported 
to be a particular concern in PWS.

Gastroesophageal refl ux is a passive phenomenon in which liquid 
and partially digested food moves up the esophagus from the stomach 
into the oropharynx. Gastroesophageal refl ux is a relatively common 
fi nding in otherwise normal (non-PWS) infants, occurring in the 
majority of infants under 4 months of age153 and usually resolving 
within the fi rst year of life.190 The severity may be increased in infants 
with hypotonia, prematurity, or other predisposing conditions. Con-
tributory factors may include transient relaxation of the lower eso-
phageal sphincter pressure and positioning after feeds. It has been 
postulated that refl ux may trigger arousal, thereby being protective 
against sudden death in infants.190 In addition, in non-PWS infants, it 
has been found that a nasogastric tube increases the frequency of refl ux 
episodes.160

In severe cases, chronic refl ux of gastric acid can cause esophagitis, 
esophageal stricture, and cellular dysplasia and carcinoma of the distal 
esophagus. In older children and adults, gastroesophageal refl ux may 
be associated with symptoms of “acid refl ux” or heartburn. Endoscopic 
evaluation and surgical treatment may be necessary.

Possible gastroesophageal refl ux has been occasionally reported in 
PWS,18 but systematic documentation of prevalence has not been per-
formed. Anecdotal experience suggests that clinically signifi cant refl ux 
is not as commonly observed in infants with PWS as might be expected. 
In addition, typical symptoms and complications due to gastroeso-
phageal refl ux have not been reported. This may, in part, be due to the 
lower volumes per oral feed that are usually ingested by PWS infants.

There are concerns regarding the possibility that due to hypotonia, 
infants with PWS may be unable to adequately protect the airway 
during refl ux episodes, thereby increasing the risks for aspiration 
pneumonia and respiratory compromise. As a safety measure, refl ux 
precautions should be taken for all infants with PWS, especially if 
taking substantial volumes of oral bolus feeds, and continued until the 
child is ambulatory. Optimal precautions have not, however, been 
defi ned in infants with PWS. In non-PWS infants, a 30-degree incline 
post feeds (e.g., in an infant seat) has been traditionally recommended. 
Given the concerns that this may worsen refl ux in some infants due to 
increased intra-abdominal pressure, the prone or left-lateral position 
has been recommended,160,190 but the relative advantages of this 
positioning have not been tested in infants with PWS. In any case, a 
supine position should be avoided.
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Gastroesophageal refl ux and/or complications related to this 
condition have not been reported in older individuals with PWS. Since 
individuals with PWS have decreased pain sensation (see Chapter 5), 
typical symptoms of heartburn may not be a reliable indicator of 
acid refl ux. In one case of a 27-year-old man with PWS, heartburn 
was reported, but no abnormalities were noted on endoscopic 
examination.204

Emesis is an active process that may be considered to be a normal 
protective refl ex. When emetic agents and toxins enter the gastrointes-
tinal lumen, mucosal chemoreceptors are triggered which then signal 
through the vagus nerve back to a brainstem emetic center.107 Emetic 
toxins in the bloodstream signal directly to this same area through the 
area postrema of the brainstem. Processing of these signals results in 
sequential signaling through vagal and other motor neurons, resulting 
in retching (simultaneous, forceful contractions of the diaphragm and 
abdominal muscles) and expulsion (prolonged forceful contraction of 
the abdominal muscles in coordination with the rib cage and pharyn-
geal and laryngeal muscles). Retrograde intestinal contraction occurs 
with gastric relaxation. Emesis then results from sequential and coor-
dinated increases in intra-abdominal and intrathoracic pressure. Active 
retrograde peristalsis of the stomach or esophagus is not thought to be 
involved in emesis. Hypothalamic release of vasopressin and oxytocin 
may also be essential elements of emesis.

A commonly reported feature of PWS is a decreased ability to vomit, 
with a complete absence of “natural” or induced (e.g., with syrup of 
ipecac) vomiting noted in a large proportion of individuals.3,104 The 
reasons for this are not completely known. Hypotonia of the diaphrag-
matic, abdominal, and intercostal muscles may be contributory since 
forceful contractions of these muscles are required for emesis. A defi -
ciency of oxytocin neurons179 could play a role, although CSF oxytocin 
levels are reportedly elevated in PWS.140 Vagal autonomic dysfunction 
is also a possibility, although, as reviewed in Chapter 5, the evidence 
for autonomic dysfunction in PWS is limited.

Caution has been advised regarding reliance on emetic agents, 
particularly syrup of ipecac, in the treatment of accidental poisoning 
for individuals with PWS since the response may be inadequate. The 
American Academy of Pediatrics no longer recommends routine supply 
or use of syrup of ipecac for home treatment of childhood ingestion46; 
therefore, this issue may be a moot point, at least in the U.S. Instead, 
parents and guardians are advised to call the local poison control center 
for guidance. However, healthcare practitioners and guardians should 
be aware of the decreased ability to vomit in the event that an emetic 
therapy is considered in the emergency room or other medical care 
facility.

Although most individuals with PWS have a decreased ability to 
vomit, others may have rumination, a condition characterized by vol-
untary regurgitation of gastric contents that are then rechewed and 
reswallowed. A survey study found that 10% to 17% of 313 individuals 
with PWS reported a history of rumination and that approximately half 
of this group had a history of emesis.3 Rumination was also suspected 
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in a 17-year-old who was found to have gastric secretions in her pharynx 
despite fasting during preparation for general anesthesia.174 Rumina-
tion may be a form of self-stimulation and, in the case of PWS, a means 
of obtaining food, albeit reprocessed.

Regurgitated food usually contains gastric acid, which may add to 
problems with dental enamel erosion. Therefore, in addition to behav-
ioral treatment, the use of pharmacologic agents to block stomach acid 
secretion should be considered in patients who have rumination.

Gastric Dilatation: In 1997, Wharton et al.197 reported six females with 
massive gastric dilatation; two died of gastric necrosis, one died of 
cardiac arrest, and three survived. Fever, abdominal pain, and disten-
tion were presenting signs, and vomiting was reported in two cases. 
These individuals had all had strict dietary control; the authors pos-
tulated that gastric muscular atony and atrophy may have occurred 
as a result of the dietary limitations, resulting in dilatation and necro-
sis following sudden ingestion of a large quantity of food. No 
additional cases have been published and the prevalence of this condi-
tion in PWS is unknown. However, aside from the usual recommen-
dations for prevention of binge eating, caretakers should be vigilant 
for signs of acute onset of unusual abdominal distention, fever, and 
emesis.

Bowel Complaints: As indicated in Figure 6.2, complaints related to 
bowel function are frequently reported by individuals with PWS (data 
summarized from various sources). For the most part, these appear to 

Figure 6.2. Symptom prevalence in adults with PWS (Sources: Butler et al.,27 
2002, Holm et al.,104 1992, and personal communications from S.B. Cassidy and 
B.Y. Whitman.)
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be secondary to factors related to eating. As of this writing, no intrinsic 
abnormalities in bowel anatomy or function have been associated with 
PWS.

Composite data indicate that 20% of individuals with PWS report 
constipation. Constipation can be defi ned as hard, dry bowel move-
ments, usually occurring less than three times a week. Abdominal and 
rectal pain, rectal fi ssures, hemorrhoids, and rectal bleeding (bright red 
blood) may occur in association with the disordered defecation. In 
addition, affected individuals may have abdominal distention, bloat-
ing, and a general feeling of discomfort. Lack of dietary fi ber and 
inadequate liquid ingestion may be contributory factors. Hypotonia of 
the pelvic fl oor and abdominal muscles can increase the diffi culty of 
defecation. General physical immobility is also associated with consti-
pation. Although hypothyroidism does not occur with increased fre-
quency in PWS, it is fairly common in the general population and often 
presents with constipation.

Treatment of constipation involves provision of adequate dietary 
water and fi ber, encouragement of physical activity, and thyroid 
hormone replacement, if defi cient. In some cases, rectal stimulation, 
irrigation, suppositories, or enemas may be necessary to clear the rectal 
ampulla. Laxatives may be helpful in some cases; however, chronic use 
is not recommended.

Diarrhea, often thought of as the opposite of constipation, can be 
defi ned as loose, watery, and frequent stools. Diarrhea is reported 
somewhat more frequently than constipation in PWS. Noninfectious 
diarrhea can be caused by consumption of large amounts of poorly 
absorbed dietary sweeteners (e.g, sorbitol or fructose) or fat substitutes 
(olestra), use of antiabsorptive agents (e.g., orlistat), and food intoler-
ance (e.g., lactose intolerance). Consumption of contaminated foods, 
not uncommon in PWS due to the foraging behavior, enhances the 
likelihood of acquiring infectious diarrhea. A careful history, examina-
tion of the stool and blood count, stool cultures (including cultures for 
C. diffi cile, if indicated), and parasite studies (including giardia lamblia) 
may be included in the evaluation.

Treatment of diarrhea is dependent upon the cause. Diarrhea, espe-
cially if copious, watery, and acidic, can cause perianal irritation, bleed-
ing, and infection. These secondary conditions also require attention 
and treatment.

Rectal ulcers may occur as a result of a regional skin picking some-
times termed “rectal digging.”14,38,143 This behavior is often exacerbated 
by rectal irritation from constipation, diarrhea, or large stools. Symp-
toms may include mucoid rectal discharge, bloody stools, constipation, 
rectal pain, abdominal pain, and tenesmus. Behavioral and possibly 
psychotropic agent therapies are the recommended therapy for skin 
picking (see Chapter 12). Stool softeners and treatment of constipation 
and other contributory factors are also necessary to avoid further rectal 
irritation.

Treatment of bowel disorders in individuals with PWS often requires 
ongoing specialized treatment and monitoring. A multidisciplinary 
approach is often necessary to optimize therapy.
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Other Gastrointestinal Organs

No intrinsic structural or functional abnormalities in pancreatic exo-
crine or endocrine function have been identifi ed in PWS. Disordered 
serum levels of pancreatic secretions (e.g., insulin, pancreatic polypep-
tide) have been reported, as discussed elsewhere, but are not postu-
lated to be due to primary pancreatic disease.

Nonalcoholic fatty liver disease (NAFLD) is a condition that typi-
cally occurs in obese individuals, particularly those with insulin 
resistance, characterized by lipid accumulation in the liver.67 NAFLD 
may progress through the stages of fat accumulation (steatosis), fi brosis 
and infl ammatory necrosis (nonalcoholic steatohepatitis), cirrhosis, 
and liver failure. The fi rst stage is fairly common in the general obese 
population; subsequent progression is less common, but NAFLD is a 
major cause of nonalcoholic liver failure in the overall population. 
Diagnostic signs include elevated liver enzymes, liver enlargement, 
and ultrasound evidence of steatosis. Hepatic steatosis has been 
occasionally reported in cases of PWS,99,203 but the overall frequency is 
not known. The treatment of NAFLD has not yet been delineated, 
although metformin may have benefi cial effects in the early stages of 
disease.112

There are two case reports of childhood liver tumor in PWS, an 
adenoma and a hepatoblastoma.95,180 It is not known whether these 
were specifi c or chance associations.

Obesity and Nutrition

Defi nitions

Obesity or overweight is both a major feature of PWS and a burgeoning 
problem in the non-PWS population. However, the recognition, diag-
nosis, and characteristics of obesity in PWS are very different from 
virtually every other population. In addition, while the terms obesity 
and overweight may be interchangeable in the general population, this 
may not the case in PWS. This is not merely a semantic argument; dis-
tinguishing obesity from overweight may have important pathophysi-
ologic and treatment implications for PWS.

The derivation of the word obesity is somewhat obscure. An online 
dictionary of etymology (www.etymonline.com) has the following 
listing:

obesity—1611, from Fr. obésité, from L. obesitas “fatness, corpulence,” from 
obesus “that has eaten itself fat,” pp. of obdere “to eat all over, devour,” from ob 
“over” + edere “eat.” The adj. obese is attested from 1651.

Other sources trace the word to ob (Eng: toward) ese (Ger: eating).
In modern medical terminology, obesity is often defi ned as a condi-

tion characterized by excessive body fat. While some defi nitions include 
reference to overweight resulting from excess body fat, a more standard 
scientifi c defi nition refers to an excess proportion of fat to nonfat mass. 
This latter defi nition is probably most relevant to PWS.
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In normal human physiology and with usual diet composition, as 
weight is gained, fat and nonfat (bone, muscle, water) mass increase in 
a nearly linear relationship, with fat increasing at a faster rate than 
nonfat mass.75 This “companionship of lean and fat”75 holds for a 
variety of human conditions in which total body weight is altered, 
including diabetes mellitus, anorexia nervosa, and “normal” obesity. In 
an underweight individual, there is a relatively higher proportion of 
lean mass. As body weight increases, the ratio of fat to nonfat mass 
gradually increases, but both compartments increase in a linearly cor-
related fashion.

Because of this relationship, a ratio of weight to height provides a 
reasonable estimate of total body fat, with weight (kg) divided by 
height squared (m2), also known as body mass index (BMI), providing 
the best approximation of more direct measures of body fat (see Body 
Composition section in this chapter). For non-PWS populations, BMI 
provides a convenient noninvasive indicator of body fat. As defi ned by 
the Centers for Disease Control, obesity in adults is equated with a BMI 
of ≥25. However, it is possible to have a BMI in the obese range without 
actually being obese, as in the case of a body builder who has increased 
muscle mass.

Since the proportions of body fat to height change during human 
growth, childhood overweight is defi ned as a BMI ≥95th percentile as 
compared with the age-/sex-related norms; obesity is not defi ned by 
BMI alone. As with adults, overweight usually but not always equates 
with obesity. For instance, athletic adolescent males may have increased 
muscle mass, decreased fat mass, and a relatively high BMI.

PWS is one of the few conditions in which the companionship 
between fat and lean does not hold. Forbes noted that while individuals 
with a number of conditions showed a linear, superimposable relation-
ship of lean mass and weight, individuals with PWS were clear outliers, 
with a marked defi cit in lean mass for weight.75,76 Other studies have 
shown an excess of body fat in individuals with PWS, including under-
weight infants.20,40,54,55

Therefore, in the natural history of PWS, while overweight invari-
ably equates to obesity, normal and underweight are also accompanied 
by increased body fat. At least by the defi nition of increased fat to lean, 
all individuals with PWS, regardless of weight, may be considered 
obese. Distinction of obesity and overweight (total body mass) may be 
important in terms of defi ning related morbidity risks and treatment. 
In addition, total fat mass and fat distribution may have different 
pathophysiologic implications from obesity and overweight.

Pathogenesis

Given the above discussion, the pathogenesis of the increased fat mass 
in PWS can be separated into two considerations, which may or may 
not be related to one another:

1. What causes the apparent violation of the “companionship rule”; 
i.e., why does fat mass increase in an abnormal proportion to lean 
mass as weight increases?
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2. What causes the apparently insatiable appetite and the consequent 
unlimited weight (primarily fat) gain?

Knowledge of the pathogenesis of these conditions could be crucial to 
designing adequate treatment protocols.

The inappropriate proportion of fat to nonfat mass probably 
begins in utero and is accompanied by an absolute defi cit in muscle and 
bone mass. This could result from either (1) inappropriate preferential 
shuttling of nutrients into fat, thereby causing a defi cit in lean 
(bone and muscle) mass, and/or (2) inappropriately low utilization of 
nutrients by bone and/or muscle, leading to a default deposition 
of fat.

The mechanisms by which the human body normally shuttles 
ingested substrate (glucose, amino acids, fatty acids) into fat, muscle, 
and bone have not been completely defi ned72,98,115 and a discussion of 
this topic is beyond the scope of this chapter. There is evidence that 
hormones and neuropeptides that may regulate appetite (e.g., leptin, 
neuropeptide-Y (NPY), adiponectin, Agouti-related protein) may also 
affect substrate partitioning98,115; however, much of the data has been 
collected in rodents and may not apply directly to humans. In addition, 
no specifi c defects in the physiology or action of these substances have 
been reported in PWS, and none are coded within the PWS gene region. 
Therefore, it is not known at this time whether the primary body com-
position abnormality in PWS is excess lipogenesis, decreased formation 
of muscle and/or bone, or a concomitant dysregulation of both fat and 
nonfat mass accretion.

The propensity for insatiable appetite and weight gain in PWS is 
likewise not completely understood. Normal eating behavior has been 
separated into three components: (1) an initial, relatively acute “drive 
to eat,” or hunger; (2) an immediate postmeal feeling of fullness, or 
satiety; and (3) a longer-lasting feeling of satisfaction, or satiation. The 
control mechanisms for each of these stages are likely to be different. 
On a theoretical basis, environmental stimuli and voluntary control are 
more likely to infl uence hunger, whereas satiety and satiation may be 
more dependent on intrinsic physiologic control. Studies indicate that 
the primary defi cit in PWS involves the third stage, satiation.131

Satiation may be controlled by endogenous appetite suppressants 
and stimulants (orexins). Theoretically, the balance between these two 
components is maintained by peripheral metabolic and/or neurogenic 
signals. Many of the characterized appetite-regulatory pathways in 
rodents and humans have been localized to the arcuate nucleus of the 
hypothalamus. A primary hypothalamic defect has been postulated 
to drive the hyperphagia in PWS, although no relevant functional or 
structural abnormalities have been identifi ed thus far.81,82,85,86 The pos-
sibility exists that the primary disorder may involve a defect in periph-
eral satiety signaling, perhaps related to the defective nutrient cycling 
and body composition abnormality. This latter model would agree with 
the clinical observation that the eating behavior in PWS more closely 
resembles nutritional deprivation or starvation rather than normal 
hunger.103,127
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As of this writing, the study of appetite regulatory peptides in the 
general population and in PWS is actively developing.50,56,199,201 The fol-
lowing list summarizes current knowledge of several postulated appe-
tite regulatory peptides in relation to PWS. In general, the current 
model of appetite regulation includes peptides generated within the 
gastrointestinal system or body tissues that are released into the blood-
stream (endocrine) or nervous system (neurocrine). These peptides 
then feed back to specifi c receptors in the hypothalamus, resulting in 
generation of signaling within the central nervous system and back to 
the body tissues.

1. Cholecystokinin (CCK)

CCK is produced by the endocrine I cells in the duodenum and jejunum 
in response to fat, amino acids, and gastric acid. Actions include stimu-
lation of pancreatic enzyme secretion, gallbladder contraction, intesti-
nal motility, insulin secretion, and pancreatic polypeptide secretion. 
CCK delays gastric emptying and inhibits release of gastric acid. In the 
brain, high concentrations of CCK are present in the cerebral cortex. 
CCK is postulated to be responsible for initiating satiety during a 
meal.201 In PWS, fasting levels of CCK are normal but unlike in non-
PWS controls, fasting CCK is not correlated with free fatty acid levels.31 
In response to a protein meal, CCK levels rise normally in individuals 
with PWS.183

2. Pancreatic Polypeptides

The pancreatic polypeptides PP, PYY (peptide YY), and NPY (neuro-
peptide Y) are produced in the pancreatic islets of Langerhans (PP), the 
large and small bowel (PYY), and peptidergic neurons of the stomach, 
small intestine, and central nervous system (NPY). PP secretion is pri-
marily stimulated by protein intake and cholinergic activity. PYY secre-
tion is stimulated by mixed meals and oleic acid. NPY functions as 
a neurotransmitter, with high concentrations in the arcuate nucleus 
of the hypothalamus. PP and PYY are postulated to play a role in 
satiety.

PP secretion in response to a protein meal has been reported to be 
defi cient in PWS.183,209,210 Short-term infusion of PP was initially reported 
to cause a mild inhibition of food intake in females with PWS13; however, 
a more detailed investigation indicated no effect.208

PYY levels have been reported to be low in non-PWS obese individu-
als, and PYY infusion causes a reduction in food intake.9 PYY levels are 
reportedly low in PWS29; however, infusion studies have not been 
reported.

NPY activity in the hypothalamus is postulated to stimulate food 
intake.199 Hypothalamic NPY neurons appear to be normal in PWS.85 
Serum levels of NPY are reported to be low-normal in adults with PWS 
and do not change with GH therapy.108,109

3. Hypocretins (orexins)

Hypocretins are neurocrine peptides that are postulated to stimulate 
feeding. Hypocretin-containing neurons in the lateral hypothalamus 
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are stimulated in response to hypoglycemia. Hypocretins are also 
postulated to play roles in regulating energy expenditure and sleep/
wake cycles. In a study of hypocretin levels in relation to sleep disor-
ders,142 cerebrospinal fl uid hypocretin levels were found to be normal 
in a 16-year-old with PWS. However, cerebrospinal fl uid hypocretin 
levels were reported to be low in four patients with PWS, in association 
with daytime sleepiness.154

4. Agouti-Gene-Related Protein (AGRP)

AGRP production is co-localized with NPY in the hypothalamus. AGRP 
stimulates food intake by inhibiting the actions of melanocortin, an 
anorexigenic neurocrine peptide. AGRP expression was reported to be 
decreased in the neonatal mouse model of PWS, in which there is 
failure to gain weight (as with human PWS).80 However, AGRP neurons 
appear to be normal in older individuals with PWS.85

5. Ghrelin

Ghrelin is a peptide released from cells in the stomach. The normal 
function of ghrelin is not completely defi ned. In both rodents and 
humans, serum ghrelin levels rise progressively during fasting and it 
is postulated that ghrelin provides a signal to initiate food intake. In 
agreement with this theory, pharmacologic administration of ghrelin to 
mice results in increased food intake. However, the ghrelin knockout 
(defi cient) mouse has no apparent defect in appetite or any other body 
function.178 Recent studies indicate that the hyperphagic effect of exog-
enously administered ghrelin in mice is mediated by NPY/AGRP 
neurons.44

Serum ghrelin levels have been reported to be elevated in individuals 
with PWS29,48,51,84,92,109 and are postulated to contribute to the hyperpha-
gia. However, examination of the data reveals that levels are not 
increased in all individuals with PWS (although hyperphagia is virtu-
ally universal) and mean levels are not signifi cantly different from 
normal in some studies.16 In addition, serum ghrelin levels appear to 
decrease appropriately in response to meals and somatostatin admin-
istration in PWS.16,93 Therefore, as of this writing, the role of ghrelin in 
PWS pathophysiology is not known.

6. Opioids (endorphins)

Opioid peptides produced within the central nervous system function 
as neurotransmitters. In some cases, opioids may enhance intake of 
foods, particularly sugary foods, perhaps by inducing positive sensa-
tions.199 Opioids have been postulated to play a role in various types 
of eating disorders, including PWS.116 However, serum levels of beta-
endorphin were found to be normal in children with PWS,138 and 
administration of opioid inhibitors had no effect on food intake.207,211

7. Leptin

Leptin is produced by fat and appears to signal adequacy of energy 
storage back to the brain.26,37,39,41,132 Except in those conditions involving 
genetic defects in leptin or leptin receptor expression, serum leptin 
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levels correlate directly with body fat.202 In cases of genetic defects in 
leptin synthesis, the hyperphagia and other physiologic abnormalities 
are alleviated by leptin administration. However, it is not clear at this 
point whether pharmacologic administration of leptin to normal obese 
individuals, who have high leptin levels, will lead to signifi cantly 
decreased food intake. It has been postulated that leptin functions pri-
marily to signal energy defi ciency rather than adequacy.

In PWS, leptin levels are increased and appear to be directly corre-
lated with body fat.26,37,39,158 Molecular defects of the leptin gene have 
not been identifi ed in PWS.33 Growth hormone therapy may decrease 
leptin levels in PWS; this effect is probably related to decreased abso-
lute body fat.59,111,148,205

Energy Expenditure
Previous studies have described alterations in metabolic rate in indi-
viduals with PWS. Schoeller et al.169 noted problems with use of common 
mathematical formulae to predict the basal metabolic rate (BMR) in 
adults with PWS and advocated use of the Cunningham BMR formula 
to adjust for the defi cit in lean mass (FFM). Subsequent studies100,188 
have demonstrated a low basal metabolic rate with varied interpreta-
tion of data dependent upon the technique of body composition analy-
sis. However, although resting energy expenditure may be normal or 
near-normal for lean mass, lean mass is defi cient, leading to defi cient 
expenditure for total body mass.12,82,169

Despite differences in body composition, energy expenditure during 
physical activity is similar to that of controls151,152 when corrected for 
lean mass. However, individuals with PWS are less active than con-
trols.49,189 The combination of diminished BMR and activity level neces-
sitates lower caloric intake or a signifi cant increase in physical activity 
to avoid excessive weight gain.

Associated Morbidities

Body fat itself is rarely a direct cause of morbidity or mortality. Fat 
embolism is an example of direct fat-related morbidity, but this condi-
tion is not reported to occur with increased frequency in PWS. In PWS, 
the increased proportion of fat to lean mass (regardless of weight) is 
largely the result of decreased muscle mass. The resultant hypotonia is 
a major contributor to morbidity and mortality, as discussed in previ-
ous sections. As body weight increases above normal in PWS, the fat 
mass itself becomes problematic.

Body fat can contribute indirectly to pathophysiology in two ways: 
(1) complications due to a mass effect, i.e., in morbidly obese individu-
als, and (2) via metabolic complications related to fat.

The detrimental effects of excess body mass are well recognized. In 
particular, increased fat is associated with respiratory impairment and 
obstructive apnea. The sheer weight of excess fat in the presence of 
low muscle mass also contributes to impaired physical mobility and 
diffi culty with daily tasks. Many adults with PWS adopt a typical 
hypotonic posturing, with both arms folded across the upper abdomen, 
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while others become wheelchair-dependent in young adult life. 
Increased fat mass may also theoretically exacerbate scoliosis and fra-
gility fractures involving weight-bearing bones and joints (vertebrae 
and hips), but, on the other hand, increased weight may augment bone 
mineral density, as shown in non-PWS populations.129

Metabolic effects of increased body fat have been well defi ned in the 
general population. In non-PWS children, early puberty (particularly 
adrenarche),163 accelerated linear growth, and advanced bone age can 
occur; fi nal adult height is usually not adversely affected despite the 
accelerated physical development. Adrenarche is the portion of sexual 
development characterized by increased production of adrenal andro-
gen precursors, which, in the peripheral tissues, are converted to tes-
tosterone and dihydrotestosterone. In normal puberty, adrenarche is 
responsible for secondary sexual hair growth in females; the effect of 
adrenarche is usually less notable in boys due to testicular production 
of testosterone. The hormones produced during adrenarche also cause 
acceleration of bone growth and epiphyseal closure. The physiologic 
control of the timing of adrenarche has not been defi ned; however, 
insulin resistance and hyperinsulinemia are associated with earlier 
onset.

In children with PWS, premature adrenarche occurs in a relatively 
small subset of cases121,126,167 and is manifested by early (before age 8 to 
9 years) appearance of pubic hair. Anecdotal experience suggests that 
the frequency of premature adrenarche is less than might be expected 
in a similarly overweight non-PWS population. In affected children, 
the increased linear growth rate due to adrenarche often replicates a 
normal, non-PWS growth rate (which is actually accelerated for PWS). 
Unfortunately, the end result is often extreme short stature due to pre-
mature epiphyseal closure, which is quite different from the normal 
stature attained by non-PWS children with obesity-related premature 
adrenarche. Therefore, “idiopathic” premature adrenarche cannot be 
considered to be a benign condition in PWS.

In older children, adolescents, and adults, obesity can lead to meta-
bolic syndrome, also known as dysmetabolic or insulin-resistance syn-
drome (defi ned by various criteria, but generally including insulin 
resistance, overweight/obesity, dyslipidemia, and hypertension; all 
associated with increased cardiovascular risk), polycystic ovary syn-
drome, and Type 2 diabetes mellitus.58 In non-PWS populations, insulin 
resistance and consequent morbidities have been specifi cally associ-
ated with increased abdominal visceral fat (as opposed to subcutane-
ous fat).

Glucose intolerance and Type 2 (also known as non-insulin-
 dependent) diabetes mellitus (T2DM) can occur in patients with 
PWS.27,42,78,91,113,123,150,162,170,172,203 The usual case of T2DM in PWS is indis-
tinguishable from non-PWS obesity-related diabetes, which is occur-
ring with increasing frequency worldwide.198 Unlike Down and Turner 
syndromes, there does not appear to be any unique risk for Type 1 
(insulin-dependent) diabetes mellitus (T1DM) in PWS. In addition, 
no specifi c metabolic abnormalities have been identifi ed in PWS to 
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suggest a unique predisposition to T2DM except for obesity.21,136 A 
reduced amount of insulin receptors was noted in one report, but the 
clinical signifi cance of this fi nding is uncertain.120

Recent data indicate that individuals with PWS may have a lower 
risk for insulin resistance and T2DM than would be expected based on 
the degree of overweight. Average fasting insulin levels are reported 
to be low in children and adults with PWS and there is a relative lack 
of clinical signs consistent with insulin resistance,57,111,145,156,181,206 although 
some reports have found elevated fasting insulin,125,155 and others have 
reported elevated fasting but decreased 2-hour postprandial insulin.128 
However, the bulk of evidence suggests that insulin levels are relatively 
low in most individuals with PWS, arguing against an increased fre-
quency of insulin resistance. In addition, serum levels of adiponectin, 
a protein secreted by adipocytes that is thought to increase insulin 
sensitivity, are unexpectedly high in PWS,110 whereas low levels are 
usually observed in non-PWS patients with obesity and insulin 
resistance.

In non-PWS individuals, insulin resistance syndromes and T2DM are 
part of a spectrum of disorders related to increased body fat and, in 
particular, intra-abdominal visceral fat73,165 (as distinguished from sub-
cutaneous fat). Lipid deposition in muscle and other body tissues may 
also be contributory.114 However, in obese individuals with PWS, sub-
cutaneous but not visceral fat has been found to be increased83,182; the 
mechanisms for this occurrence have not been defi ned. In addition, 
visceral fat characteristics for individuals with PWS and insulin resis-
tance have not yet been reported.

Monitoring for signs and symptoms of insulin resistance and T2DM 
should be a routine element of care for all individuals with PWS. Some 
cases of T2DM may present with the classic symptoms of diabetes 
mellitus: polyuria, polydipsia, and, in some cases, unexpected weight 
loss despite continued hyperphagia. Ketoacidosis, obtundation, and 
disordered consciousness may occur in the most severe cases.203 
However, most individuals with insulin resistance or T2DM will be 
asymptomatic. A classic, but not universal, physical sign of insulin 
resistance is acanthosis nigricans: hyperpigmented, velvet-textured 
skin in the nuchal, axillary, inguinal, and other folds of the body 
thought to be due to direct or indirect effects of hyperinsulinemia on 
keratinocytes.184

Individuals suspected of having insulin resistance should be screened 
for associated morbidities, including dyslipidemia (fasting lipid panel) 
and hypertension. Diagnosis of impaired glucose tolerance (IGT) and 
T2DM should be made according to criteria of the American Diabetes 
Association2:

1. Symptoms of diabetes plus casual plasma glucose concentration 
≥200 mg/dl (11.1 mmol/l). Casual is defi ned as any time of day 
without regard to time since last meal. The classic symptoms of dia-
betes include polyuria, polydipsia, and unexplained weight loss.

or
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2. FPG ≥ 126 mg/dl (7.0 mmol/l). Fasting is defi ned as no caloric intake 
for at least 8 hours.

or

3. Two-hour post-load glucose ≥200 mg/dl (11.1 mmol/l) during an 
OGTT. The test should be performed as described by the World 
Health Organization (WHO), using a glucose load containing the 
equivalent of 75-g anhydrous glucose dissolved in water.

Since criteria 1 and 3 do not require an elevated fasting glucose, and a 
2-hour oral glucose tolerance test may not always be feasible, some 
practitioners utilize a random glycated hemoglobin or hemoglobin A1c 
measurement to screen for clinically signifi cant glucose intolerance and 
diabetes mellitus.

Treatment

Nutritional management of PWS can be separated into four major areas 
of concern:

1. Control of under- and overweight
2. Optimization and conservation of lean mass
3. Special nutritional considerations
4. Treatment of obesity-related morbidities

Evolving clinical needs for the individual with PWS requires adapta-
tion of nutritional support. During infancy, diminished muscle tone 
affects the volume of caloric intake during feedings. A variety of tech-
niques are available for nutritional support of the infant with PWS 
including adaptive feeding bottles and nipples (e.g., Haberman feeder, 
cleft palate nurser, adaptive nipples), thickening agents (Thick-It, 
cereal), formula concentration, and nasogastric tubes. The feeding 
therapy utilized is determined by the adequacy of swallowing skills, 
and nutritional status.

Nasogastric and gastrostomy feedings are commonly used to meet 
the nutritional needs of infants with PWS. Gavranich et al.,79 reported 
use of tube feedings for a mean of 8.6 weeks among 67% of infants with 
PWS in New South Wales. Since gastrointestinal absorption and motil-
ity are essentially normal, intravenous total parenteral nutrition is 
usually not required. In infants receiving feedings primarily through a 
non-oral route, oral feedings as tolerated and non-nutritive sucking 
should be continued to encourage development of oromotor strength 
and coordination.

Intake parameters during infancy can be patterned along guidelines 
from the Nutrition Committee of the American Academy of Pediat-
rics.47 During the fi rst 6 months of life, breast milk and infant formula 
should serve as the primary nutritional source and should be given in 
usual amounts. Solids are generally introduced at 5 to 6 months of age 
and advanced in texture, dependent upon oral motor skills. Higher-
calorie solids, desserts, and juices are commonly avoided. Through 
close monitoring of growth data over the fi rst 2 years, oral intake can 
be appropriately adjusted to maintain weight for height between the 
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25th and 80th percentiles. Caloric restriction under the guidance of an 
experienced nutritionist or other health care provider is required, with 
supplementation of defi cient vitamins and minerals, if weight gain 
becomes excessive.

Nutritional strategies beyond the toddler years focus on avoidance 
of overweight. Limited studies106,159 have evaluated the caloric require-
ments for individuals with PWS. Weight maintenance has been reported 
with intakes of 8 to 11 kcal/cm/day (non-PWS children require 11–
14 kcal/cm/day; cm = height); weight loss has been documented with 
intakes of 7 kcal/cm/day. Sample calorie guidelines, adapted from 
guidelines published by PWSA (USA) 17 are listed in Table 6.1. It should 
be noted that while these guidelines are based on logical criteria, there 
are no prospective data regarding effi cacy. In addition, these guidelines 
may be excessive for children who are unusually inactive and, con-
versely, inadequate for children with PWS receiving growth hormone 
therapy.

Similar guidelines have not been specifi cally formulated for adoles-
cents and adults with PWS, although a general recommendation has 
been 800 to 1,000 kcal/day for weight loss. These calorie guidelines are 
a signifi cant reduction from usual food intake in the general popula-
tion; therefore, the individual with PWS will probably need to have 
different food preparation and provision from the rest of the 
household.

A typical approach to a calorie-restricted weight control treatment 
plan is to introduce a “balanced” calorie reduction, with maintenance 
of the usual carbohydrate-protein-fat proportions (i.e., 60%-15%-25%, 
respectively). Emphasis on low-glycemic-index carbohydrates (i.e., 
slowly-absorbed complex carbohydrates rather than, for instance, high 
sugar foods) may also reduce insulin secretion, facilitate optimal nutri-
ent utilization and have a positive effect on satiety,135 although these 
effects have not been studied in individuals with PWS.

Adherence to a calorie-restricted diet requires intensive and continu-
ous monitoring of intake and regular dietary counseling, including 
analysis of food histories and attention to possible associated nutrient 

Table 6.1. Sample Calorie Guidelines
  Weight Maintenance Weight Loss
Age (yr) Average Height (cm) (kcal/d) (kcal/d)

Female
3  89 700–980 630
5 102 800–1120 720
7 112 880–1232 790
9 135 1060–1484 954

Male

3  94 740–1036 660
5 107 840–1176 760
7 119 940–1316 845
9 122 960–1344 864
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defi ciencies. Behavioral aspects of this plan require attention to all 
potential sources for intake including cafeterias, school buses, class-
room activities (“life skills”), vending machine access, neighbors, and 
convenience stores as well as home access (e.g., pantry, garbage cans, 
refrigerator, tabletop). Locks on kitchen doors and refrigerators are 
often recommended elements of this plan. More detailed discussions 
of behavioral and environmental management strategies appear else-
where (see Chapters 12 and 18).

There is no doubt that total calorie restriction will achieve weight 
maintenance or loss if completely implemented; however, it remains 
unresolved as to whether this approach is justifi ed in view of the physi-
ology. As mentioned above, there is growing consensus that the food 
foraging and apparently insatiable appetite in PWS may be triggered 
by internal mechanisms that more closely resemble true starvation than 
non-PWS pre-meal hunger or eating behavior. If this is true, then the 
intentional restriction of all intake could have detrimental effects on 
overall behavior and well-being and may, in fact, augment foraging 
and food-sneaking behavior. This hypothesis has not been tested, 
although it appears to hold some validity on review of anecdotal patient 
experience.

An equally important issue relates to adverse effects on body com-
position. Although increased body fat and overweight is a major visible 
morbidity in PWS, a more crucial functional morbidity is the lack of 
lean mass. In non-PWS individuals, induction of an energy defi cit (e.g., 
fasting, total calorie restriction) and weight loss using a balanced nutri-
ent intake results in loss of not only fat mass, but also lean mass. In 
addition, the lower the total calorie intake, the higher the proportion 
of lean mass lost. In non-PWS individuals, excess body fat will provide 
a relative protection against loss of lean mass (i.e., thinner individuals 
lose proportionately more lean mass than obese individuals during 
weight loss).77

As stated by Dr. Gilbert Forbes, a pioneer in this fi eld of research, 
“There is no level of reduced energy intake that will completely spare 
LBM [lean body mass] when signifi cant amounts of body weight are 
lost.”75 In individuals with PWS, where total lean mass is defi cient even 
in the presence of overweight, there is no reason to suspect that a 
balanced calorie restriction diet will result in preservation of absolute 
lean mass.

However, lean mass can be at least relatively preserved during 
calorie defi cit by preferentially preserving protein intake. The initial 
observations of this phenomenon preceded the currently popular low-
carbohydrate, increased protein diets.75 In a short-term metabolic unit 
study in four patients with PWS, a protein-sparing (1.5 gm of meat 
protein per kg body weight), ketogenic, modifi ed fast preserved posi-
tive nitrogen balance and lean body mass in the presence of signifi cant 
weight reduction.15 A similar nutritional approach in an obese ventila-
tor-dependent adolescent with PWS apparently facilitated weight man-
agement and weaning from the ventilator.45

In addition to potential effects on preservation of lean mass, protein 
may have a greater positive effect on satiety than carbohydrates or fat, 
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as demonstrated in both short- and long-term human studies.5,25 
Although this effect has not been investigated in individuals with PWS, 
it was postulated to occur in outpatient follow-up of patients involved 
in the previously mentioned study using a protein-sparing fast.15

A ketogenic protein-sparing fast is probably not practical for most 
individuals with PWS. However, several other approaches to high-
protein, lower carbohydrate meal planning are available. Popular diets 
using this approach typically result in 28% to 35% calories from protein, 
8% to 40% from carbohydrate, and the remainder from fat.5 One of the 
authors (PDKL) has prescribed modifi ed lower-carbohydrate, lower-fat 
guidelines in his PWS clinics for several years, an approach which is 
similar to other, perhaps more stringent regimens.5,146,147 The basic fi ve-
step approach is as follows: (1) elimination of sugar and all packaged 
foods containing >5 g sugar per serving, (2) limitation of complex car-
bohydrates to one to two servings three times daily, with one serving = 
15 gm of carbohydrate, (3) avoidance of fried and fatty foods, (4) encour-
agement of lean protein intake, and (5) provision of “free foods”—i.e., 
carb-free, low-fat, low-calorie—for ad lib snacking and/or foraging. In 
addition, an exercise guideline of 30 minutes sustained activity, three to 
fi ve times weekly is recommended. This regimen is provided as a one-
page guideline and reviewed during clinic visits. For most individuals, 
adherence to this simple plan results in a substantial reduction in total 
calories. This approach has the advantages of being easy to learn 
(requires teaching of food label readings and basic carbohydrate count-
ing), relatively straightforward implementation, and possible integra-
tion into usual household eating patterns. More structured dietary 
regimens can be added to this basic program for individual patients.

Whatever dietary approach to weight control is taken, it is important 
that it be logical, consistent, easily implemented, emphasized at each 
clinic visit, and carefully monitored. Modifi cations should be made for 
individual patients, and in children developmental changes should be 
taken into account.

Pharmacologic agents for weight management should be considered 
as adjuncts and not primary treatment modalities. None of the appetite 
suppressant or antiabsorptive agents marketed for obesity treatment 
have shown effi cacy in PWS, and systematic studies have not been 
published. Some of the psychotropic agents commonly used in PWS 
have been anecdotally reported to control food-foraging behavior, but 
exacerbation of overeating has also been observed.118 Anecdotal reports 
indicate that growth hormone therapy may have a benefi cial effect on 
eating behavior, but this has not been demonstrable in objective studies. 
In a short-term uncontrolled trial, the anti-epileptic medication, topi-
ramate, was reported to improve eating and other behaviors in seven 
patients with PWS, resulting in weight loss in three175; however, several 
of the subjects were on concomitant medications and the overall results 
were not entirely conclusive.

Personal experience and one report42 indicate that metformin may 
have effi cacy for weight control in PWS when coupled with dietary 
management, particularly with carbohydrate limitation. Similar results 
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have been reported in treatment of non-PWS obesity.6,146,147 The 
mechanism(s) of action for metformin in weight management have not 
been completely elucidated, although an anorectic effect has been dem-
onstrated in animal studies.112

Surgical options for weight management are not generally recom-
mended in PWS. Bariatric surgery causes weight loss through either a 
diminished capacity for food intake and/or via reduced digestion and 
absorption of food. In non-PWS obesity, studies in adolescents and 
adults show effi cacy in promoting weight loss, although surgical risks, 
gastrointestinal problems, and malabsorption are a concern.71

Experience with bariatric surgery in PWS has been less encouraging, 
as summarized in Table 6.2, although relatively long-term success has 
been reported in selected patients.

There is no apparent effect of bariatric surgery on hyperphagia in 
PWS. Therefore, the need for dietary intervention and monitoring is 
not eliminated. Over the long-term, weight gain may recur after the 
patient develops compensatory dietary strategies. At the current time, 
bariatric surgery should be considered only in severe cases in which 
serious obesity-related morbidities are present and rapid weight loss is 
considered to be potentially benefi cial.

Special Nutritional Considerations

Vitamin and mineral supplementation is highly recommended for 
individuals with PWS and particularly for those on a balanced, calorie-
restriction diet. For example, the sample calorie guidelines from PWSA 
(USA)17 listed in Table 6.1 are defi cient in calcium, iron, vitamin D, 
vitamin E, biotin, pantothenic acid, magnesium, zinc, and copper; 
multivitamin and mineral supplementation is recommended in the 
publication. In addition, many individuals with PWS have limited 
sun exposure, especially those affected with hypopigmentation. Since 
a large proportion of the body stores of vitamin D are synthesized in 
response to sunlight, lack of sun exposure can result in vitamin D defi -
ciency and an increased risk for osteoporosis.

As a general rule, it is recommended that all patients with PWS 
receive daily multivitamin and mineral supplementation in consider-
ation of their individualized meal plan and sun exposure. An over-the-
counter preparation may be adequate for many patients. Others may 
require additional monitored supplementation with calcium, trace 
minerals, and vitamins. Trace mineral, iron, and fat-soluble vitamin 
supplementation should be carefully monitored to avoid overload.

Obesity-Related Morbidities

Premature Adrenarche
In children without PWS, premature adrenarche is usually a benign 
condition that does not require specifi c therapy; indeed, specifi c thera-
pies have not been proven to have effi cacy.163 In some cases, premature 
adrenarche may be associated with early central puberty, which may 
require treatment. As mentioned previously, premature adrenarche in 
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children with PWS is not a benign condition since it is associated with 
severe short stature and an inadequate increase in height velocity.126,167 
Although obesity is thought to be pathogenetic for this condition, there 
is no evidence that intensive weight control after onset will slow the 
progress of the adrenarche. Prevention of predisposing factors for 
premature adrenarche via weight management beginning in very 
early childhood is the best recommendation at this point. In cases 
where the process has already started, growth hormone therapy should 
be considered even if current height is normal in order to optimize fi nal 
adult height.

Insulin Resistance and Type 2 Diabetes Mellitus
The treatment of insulin resistance and T2DM in PWS should follow 
current standard-of-care guidelines for these conditions in the 
non-PWS population. A comprehensive discussion of this topic is 
beyond the scope of this chapter; the reader is referred to the current 
literature and healthcare organizations for more detailed protocols 
(e.g., American Diabetes Association, American Association of Clinical 
Endocrinologists).

In general, the fi rst-line approach should include diet and exercise, 
as described above for treatment of obesity and overweight; in milder 
cases, these therapies may lead to complete resolution of the disorder. 
Metformin should be considered a fi rst-line pharmacotherapy for 
insulin resistance, especially if T2DM is present.42,112 Insulin may be 
necessary in cases where there is evidence of insulin defi ciency (keto-
acidosis, unexplained weight loss) but should be avoided in all other 
cases since it may augment increases in body fat. Sulfonylureas and 
PPAR-agonists also have a tendency to increase body fat, and the effi -
cacy of these agents in individuals with PWS and T2DM has not been 
shown. The authors’ anecdotal experience suggests that diet, exercise, 
and metformin are suffi cient for treatment of most individuals with 
PWS and insulin resistance and/or T2DM.

Monitoring of patients with insulin resistance and T2DM should 
include periodic evaluation of fasting lipid profi les and blood pressure. 
Fasting insulin levels can be checked periodically, but the clinical utility 
of this measurement, which can be highly variable, is not defi ned. 
Clinically, weight, calculated body mass index, waist circumference, 
and status of acanthosis nigricans (if present) can be useful.

Individuals treated with metformin should have routine annual 
monitoring of liver and kidney function tests; an elevated serum cre-
atinine level is a contraindication to therapy. With T2DM, routine home 
monitoring of fasting and postprandial glucose levels and periodic 
glycated hemoglobin measurements are necessary, with an optimal 
goal of achieving normal levels for both parameters.

There have been surprisingly few reports of diabetes-related compli-
cations in PWS.8,192 However, individuals with diabetes mellitus should 
be routinely monitored for evidence of retinopathy, nephropathy, 
hypertension, and cardiovascular disease, with institution of appro-
priate therapy as needed as per general standard-of-care practice 
guidelines.
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Measurement of Body Composition

The measurement and monitoring of body composition has become an 
essential element in clinical research and management of individuals 
with PWS. In particular, body composition measurements may be used 
to diagnose decreased bone mineral density (osteopenia, osteoporosis) 
and monitor changes in total body fat and nonfat mass.

Anthropometry

Anthropometry refers to body measurements, such as length or height, 
weight, circumferences, and skinfold thickness. Although anthropo-
metric techniques (weight-for-height indices, skinfold thickness, waist-
to-hip ratio) have been used for many years to indirectly estimate body 
composition, these techniques are less commonly used for that purpose 
today. Instead, if detailed body composition analysis is needed, more 
sophisticated models and techniques are used, as discussed below.

Height growth is an essential feature of human development and 
should be measured for all children at regular intervals. The measure-
ments should be plotted to the nearest fractional age on charts com-
piled from the background normal population. Such charts are available 
for the U.S. pediatric population from the U.S. Centers for Disease 
Control (www.cdc.gov). Standards for most other industrialized coun-
tries are available. Children under 2 years of age should be measured 
using recumbent length, which is the basis for these standards. Height 
velocity charts are also available. Procedures for accurate measurement 
and calculation of height and velocity are also described on the CDC 
Web site.

Height growth is basically a measure of long bone (leg, spine) growth, 
which in turn is dependent on a number of genetic, hormonal, struc-
tural, and mechanical factors. Abnormal height growth in children can 
be the fi rst sign of a systemic abnormality. As mentioned previously, 
height growth in children with PWS is highly variable but usually 
abnormally low starting at or before the toddler stage. As shown in 
several population studies, the average fi nal adult height in PWS is at 
approximately 2 standard deviations below the mean for the back-
ground population.1,22,36,97,123,149 Scoliosis, if present, may also account 
for loss of height growth.

Weight is basically a measure of total body mass, regardless of com-
position. As a stand-alone measurement, it has little intrinsic utility, 
even if plotted on normative curves. However, the clinical value of a 
weight measurement is increased when analyzed in conjunction with 
height, that is, in determination of weight-for-height or body mass 
index. Assuming that fat and lean mass are present in a predictable 
proportion (see previous discussion regarding “companionship rule” 
above), these ratios can provide a measure of body fatness (normative 
charts available on www.cdc.gov). However, in conditions where there 
is an excess proportion of lean mass (e.g., body building) or defi cient 
lean mass/excess fat mass (e.g., PWS), these ratios do not provide an 
accurate estimation of body fat.
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Anthropometric measurements for head circumference, hand 
and foot length, and other body parts have been published for 
PWS28,32,34–36,65,141,196 (see Appendix C). Head circumference measure-
ments are primarily used as an indicator of brain growth in infants 
and toddlers under 3 years of age. Careful monitoring of head growth 
is also important for detection of craniosynostosis, premature closure 
of the cranial sutures resulting in severe neurologic sequelae. One 
such case in PWS has been published,66 and the authors are aware of 
other cases.

Waist circumference and waist to hip circumference ratios have been 
used to indicate visceral fat and consequent risks for T2DM and car-
diovascular disease in non-PWS adults. However, this correlation is 
likely to be less reliable in PWS since visceral fat may not be 
increased.

Skinfold thicknesses, measured using calipers at selected body sites, 
are sometimes used to estimate body fat and non-fat mass. Skinfold 
thickness is basically a measure of subcutaneous fat. Using assump-
tions and validated algorithms regarding the proportions of subcutane-
ous fat to other body compartments, fat and lean mass can be estimated. 
Although skinfold thickness measurements have been used in several 
key studies of PWS,30,54,96 inter-observer variability and lack of vali-
dated disease-specifi c (including PWS) standards and algorithms are 
major limitations to routine clinical use.193

Body Composition Modeling

The fi rst step in determining body composition is to select a model that 
provides clinically relevant measurements (Figure 6.3). The most 
extreme form of body composition analysis, elemental or chemical 

Figure 6.3. Multicompartment models of body composition. A. Basic 2-
 compartment model, weight = Fat + FFM (fat-free mass). B. Water, protein, and 
mineral subcompartments of FFM. C. Body cell mass and extracellular water 
and solids subcompartments of FFM. D. 3-compartment dual-energy X-ray 
absorptiometry (DXA) model.



 Chapter 6 Gastrointestinal System, Obesity, and Body Composition  181

analysis after ashing, is primarily of research interest since it is not 
feasible in an individual living organism. Elemental analysis can be 
also performed in vivo using isotope counting and neutron activation 
methods62; these measurements currently have limited clinical utility 
and will not be discussed.

The simplest clinically useful model of body composition, the 2-
compartment (2-C) model, divides total body mass or weight (Wt) into 
fat mass (FM) and fat-free mass (FFM). Body fatness, in turn, can be 
defi ned as the FM/Wt ratio, expressed as a percentage. The basic 2-C 
model requires only one measurement to be made and is the easiest to 
use when the assessment of body fatness is the primary aim.

More detailed clinical models,194,195 particularly for considering issues 
related to nutrition or growth, separate the FFM into components, cre-
ating a multicompartment model (Figure 6.3). A useful multicompart-
ment model separates FFM into water and/or protein (muscle) and 
mineral (bone) subcomponents. Direct assay of FFM components is 
diffi cult but has been facilitated by recently developed imaging tech-
niques. These sophisticated techniques, such as dual-energy X-ray 
absorptiometry (DXA), computed tomography (CT), and magnetic 
resonance imaging (MRI), allow us to view the components of the 
living body.52

In the following sections of this chapter, the various methods that 
are available will be described in the context of their application in 2-, 
3-, and 4-compartment models of body composition.

Methods Based on the 2-Compartment (2-C) Model
Underwater Weighing: For the 2-C model, Wt = FM + FFM, and VolTB = 
VolFM + VolFFM (Total body volume = FM + FFM volumes). An accurate 
measurement of body weight is relatively easy to achieve, i.e., using a 
weight scale; the measurement of body volume is more challenging.

The classic technique of measuring body volume, underwater weigh-
ing (UWW, or hydrostatic weighing) relies on Archimedes’ principle, 
which states that a body immersed in a fl uid is buoyed up by a force 
equal to the weight of the displaced fl uid. The procedure involves 
measuring body weight while totally submerged underwater, after 
exhalation of air from the lungs. The body volume is calculated by 
subtracting the underwater weight from the regularly measured body 
weight, the weight differential being equal to the weight of displaced 
water, and dividing the difference by the density of water. This number 
is adjusted for the measured residual lung volume.

The density of the body (rTB) is the ratio of body weight (Wt) to body 
volume (VolTB). The classic UWW relationship between body fatness 
(%FM) and body density (rTB) for a 2-compartment model is

%FM = 100 ¥ {(k1/rTB) + k2}

where the constants (k1, k2) are determined by the values selected for 
rFM and rFFM (densities of the fat and fat-free mass).24,173 The density of 
fat can be assumed to be constant (0. 9004 g/cc), whereas the density 
of FFM is not constant, changes with growth,134 and is altered by dis-
eases and medications. Since body water is the major contributor to the 
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mass and volume of the FFM, changes in the relative water content 
(hydration) will have signifi cant effects on rFFM. Other components of 
the FFM can also change, but these have a secondary impact compared 
with hydration.

For short-term longitudinal studies in healthy subjects, using age- 
and gender-adjusted constants, the 2-C model is adequate for the 
assessment of changes in body fatness. However, it does not provide 
information about components of the FFM.

Air-Displacement Plethysmography: There can be several reasons why 
the underwater weighing technique cannot be used, e. g., lack of neces-
sary equipment, fear of water, diffi culty breathing underwater, too 
buoyant to be easily submerged. An alternative technique called air-
displacement plethysmography (ADP) can also be used to measure 
body volume. The advantage of ADP is that the problems related to 
water are eliminated, although the subject still needs to wear a tight-
fi tting bathing suit and cap to cover scalp hair. The objective is to 
determine the volume of air that is displaced by the subject’s body.68,134 
At present, there are only two commercial ADP instruments available 
(BODPOD for adults and PEAPOD for infants, Life Measurements Inc., 
Concord, Calif.).

The ADP technique is based on Boyle’s Law for gases: pressure mul-
tiplied by volume is constant if temperature does not change. Poisson’s 
Law for gases is also used in order to adjust for the subject’s breathing 
(heated moist air coming from the lungs) and for the isothermal effects 
of air in contact with the subject’s skin and body hair.

For the BODPOD measurement, the subject sits on a bench in a small 
test chamber that is about the size of a telephone booth. This chamber 
is connected via a diaphragm to a reference chamber behind the bench. 
The door (which has a large window) is closed, the diaphragm is oscil-
lated at a low frequency, and the pressure difference between the two 
chambers is measured. The BODPOD instrument also has a built-in 
spirometer system that can be used to measure the subject’s residual 
lung volume. It should be noted that without preliminary training, the 
spirometer procedure can be diffi cult for some subjects to perform 
correctly.

ADP estimates of body volume are highly correlated with those for 
UWW, and the two results are virtually interchangeable for healthy 
adults.68 Additional studies with children may be needed, especially 
where body composition may be abnormal. However, it is reasonable 
to expect that the ADP technology may replace the underwater weigh-
ing technique for 2-C analysis in adult and pediatric populations.

Total Body Water and Potassium: Two alternate methods can be used in 
a 2-C model to estimate body fatness by measuring body water and 
cellular components of the FFM. The body composition parameters 
that are measured for these methods are total body water (TBW) or 
total body potassium (TBK), respectively.60,62

For these two assays, the simple 2-C equations for body fatness are 
as follows:
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%FMTBW = 100 ¥ (Wt - TBW/k3)

%FMTBK = 100 ¥ (Wt - TBK/k4)

where the values for k3 and k4 are assumed to be relatively constant at 
a given age for a healthy subject. However, during infancy and child-
hood, the relative hydration and potassium content of the total FFM 
are not constant, and they may also be altered by disease and/or medi-
cations.60 That is, the same limitations that were possible for the 2-C 
UWW or ADP models are also present for the 2-C TBW and TBK 
models. This is an inherent limitation of the 2-C model and not the 
methods. An advantage of the TBW and TBK assays, compared with 
UWW or ADP, is that these assays provide useful information on their 
own about the composition of FFM.

For the TBW assay, the subject drinks a small amount of isotope-
labeled (non-radioactive) water. Several hours later, a body fl uid sample 
(blood, urine, or saliva) is collected and stored for later analysis using 
isotope-ratio mass spectroscopy (MS) or Fourier-transformed infrared 
spectroscopy (FT-IRS). Since the amount of the tracer given to the 
subject is known, and its concentration in the water part of the fl uid 
sample is measured, the total volume of the dilution space can be easily 
calculated.168 The value for the conversion constant (k3) that is used 
most often is 0.732 for older children and adults, gradually increasing 
to 0.83 for infants. That is, FFM contains, on average, about 73.2% water 
for healthy children and adolescents. This percentage, however, may 
be altered with diseases, such as severe malnutrition or edema, and by 
some drugs. A clear advantage of the TBW technique is that bulky 
instrumentation is not needed at the times of isotope administration 
and sample collection, thus making it a suitable choice for fi eld studies. 
The MS or FT-IRS analysis could be performed immediately, but the 
usual practice is to collect multiple samples for batched analysis, thus 
the TBW results are often delayed until some time after the actual 
procedure.

The results of the TBK assay, on the other hand, can be obtained 
immediately. This assay takes advantage of a natural signal that is 
being constantly emitted from the potassium in the human body. A 
small fraction of natural potassium is radioactive (40K), emitting char-
acteristic gamma rays (1.46 MeV) at the rate of about 200 gammas per 
minute per gram of potassium. This signal can be detected external to 
the body using a whole-body counter,63 usually a whole-room shielded 
counting chamber. Based on numerous studies over the past 40 
years, the values for the conversion constant (k4) are estimated at 59 to 
61 mEq/kg for adult females and 62 to 64 mEq/kg for adult males. For 
infants, the ratio is reduced to ~43 mEq/kg because of increased hydra-
tion.60,61 A major limitation with this assay is that the measurement 
instruments are not portable, and the number of available instruments 
and facilities is very limited. However, it is well recognized that the 
TBK assay is the best choice for monitoring body cell mass (BCM), the 
active metabolizing tissues of the FFM.60 In many diseases, knowledge 
of the patient’s BCM status has a higher priority than knowledge of 
body fatness.
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Bioelectrical Impedance: The bioelectrical techniques for assaying body 
composition were developed as alternatives to the isotope dilution 
assay of total body water. The attractiveness of this technology is that 
the instruments are small in size, relatively inexpensive, don’t require 
extensive operator training, and the results are immediately available. 
The principle of the bioelectrical impedance technique is that the body 
has general electrical properties, which primarily refl ect the volume of 
the FFM and its electrolyte content.90 Three approaches have been 
developed for human use: (1) single frequency (50 kHz) bioelectrical 
impedance analysis (BIA), (2) multifrequency (5–1000 kHz) bioelectri-
cal impedance spectroscopy (BIS), and (3) total body electrical conduc-
tivity (TOBEC).

For the BIA and BIS procedures, pairs of electrodes are attached at 
the hand and foot. A weak electrical current is passed between the 
electrodes, and resistance (R) and reactance (Xc) are measured. The BIA 
assay uses a single frequency (50 kHz), while the BIS technique varies 
the frequency (5–1000 kHz). The basic BIA and BIS theory results in the 
assumption that the Ht2/R ratio is directly proportional to TBW or 
FFM.10 Some BIA instruments have been designed to measure only the 
upper body (electrodes placed on the hands) or lower body (subject 
stands in the electrodes), while other investigators have chosen to 
perform segmental BIA measurements (placing multiple electrodes at 
many sites on the body).

There are at least 30 single-frequency BIA devices commercially 
available. Unfortunately, there are almost an equal number of algo-
rithms to choose from for the calculation of TBW, FFM, or %FM. Fur-
thermore, some investigators have suggested that disease-specifi c 
calibrations of BIA should be used.191 Although this approach may, at 
fi rst, appear attractive, this type of “work around” simply avoids the 
more diffi cult issues related to the limited accuracy of the basic BIA 
theory and algorithms.

For the total body electrical conductivity (TOBEC) assay, no elec-
trodes are placed on the body. Instead, the body passes through a large 
diameter electrical coil. The free charge particles in the body will 
attempt to align with the external magnetic fi eld within the bore of the 
coil, causing a small measured perturbation in the coil current. The 
procedure takes only a few minutes to perform, and can be repeated 
as frequently as needed without risk to the subject.

Similar to the BIA and BIS assays, the TOBEC technique is a second-
ary assay, which means that the measured value (called the TOBEC 
number) must be calibrated with a more direct assay of FFM or TBW. 
A limitation with the TOBEC instrument is that it is very large com-
pared with the BIA and BIS devices; hence it is not portable, and its 
initial cost is substantially higher. Thus, the number of TOBEC instru-
ments worldwide is extremely limited, as with those based on the TBK 
technique.

Methods Based on the 3-Compartment (3-C) Model
Body Density + TBW: As pointed out for the 2-C density models (UWW 
and ADP), the major limitation was the assumption that TBW was a 
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fi xed percentage of the total FFM. This constraint can be overcome by 
using a 3-compartment (3-C) density model where the measurement of 
TBW is included. In this case, the %FM equation becomes:

%FM = 100 ¥ {(2.118rTB) - 0.78 TBW/Wt - 1.354}

where the density of body fat and solids are 0. 9004 g/cc and 1.565 g/cc, 
respectively. The advantage of this model is that the hydration state of 
the FFM can be variable, without introducing additional error in the 
estimate for body fatness. The disadvantage is that two assays (UWW 
or ADP and TBW) are needed, which increases the complexity and 
decreases feasibility of the procedure.

Dual-Energy X-ray Absorptiometry: Absorptiometric techniques were 
developed in the 1960s to examine bone because of the concerns that 
astronauts would experience signifi cant bone loss during space fl ight. 
Over the last 40 years, signifi cant advances have been made with this 
technology, evolving into the current technique, called dual-energy X-
ray absorptiometry (DXA).62 DXA assays of the hip and spine have 
become the clinical standards for the assessment of bone mineral 
density, used to screen for the increased risk of bone fractures, espe-
cially in postmenopausal women. In addition, a whole body DXA can 
be obtained in approximately 3 minutes with a very low total radiation 
dose (<10 mSv).

During a DXA procedure, the subject lies supine on the exam table, 
clothed but with removal of metal objects. An X-ray scanning arm 
passes over the selected body parts or the whole body. The X-rays are 
attenuated during passage through body tissues. The net signal is 
detected, converted into pixels, and analyzed using algorithms. For 
diagnosis and monitoring of osteoporosis, the scan is usually limited 
to the hip and/or lumbar vertebral spine, which are sites that are prone 
to osteoporotic fragility fractures. For more complete body composition 
analysis, a whole body scan is obtained.

In order for DXA to provide a quantitative measure of bone, the 
physics requires that the density of the overlying soft tissue must be 
known. This is accomplished by analyzing the nonbone pixels in the 
image next to the bone-containing pixels for their relative fat-to-lean 
content. Thus, a whole-body DXA scan can be used to produce a quasi-
3-compartment (3-C) model: bone mineral content (BMC), fat mass 
(FM), and nonbone lean tissue mass (LTM). The sum of the bone-
containing pixels provides a measurement called the bone area (BA), 
and areal bone mineral density (BMD) is defi ned as BMC/BA. It is 
to be noted that the DXA-derived BMD (g/cm2) value is not true 
bone density (g/cm3) but a projection of the total body mass onto a 2-
dimensional or plainer image of the body.

A clear advantage of whole-body DXA is that the body scan image 
is divided into 10 general regions (head, arms, legs, trunk, pelvic, spine, 
etc.) with BMC, BMD, fat, and LTM calculated for each region. Thus, 
not only can the body FM be examined but also its regional distribu-
tion. Although this information is useful, it does not, for example, dis-
tinguish between subcutaneous fat and visceral fat stores in the body.
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Methods Based on Body Imaging Techniques
To obtain precise body composition information, anatomical imaging 
techniques, such as computed tomography (CT) and magnetic reso-
nance imaging (MRI), are used. The CT technique uses collimated 
beams of X-rays that are passed through the body, and an array of 
detectors is positioned on the opposite side of the body to detect the 
transmitted signal.62 The X-ray source and detector assembly are rotated 
as a single unit around the body, and the data are collected and recon-
structed to generate a cross-sectional image or “slice” of the body for 
each rotation. The physics of the CT procedure makes it a quantitative 
assay, i.e., the relative density (g/cc) of each pixel in the cross-sectional 
image can be obtained. Thus, anatomical regions such as the subcuta-
neous adipose tissue (SAT) layer, muscle, skin, internal organs, bone, 
and visceral fat deposits (VAT) can be identifi ed. A disadvantage 
with routine CT imaging is that the radiation exposure is higher than 
that needed for a DXA scan, and whole body or extensive regional 
scans are not feasible.23 The image requirements for a clinical CT 
scan can be relaxed when it is used for body composition analysis, 
such as for determination of VAT and SAT, which reduces the dose 
signifi cantly.177

Magnetic resonance imaging (MRI) also provides internal images of 
the body, which tend to be superior in anatomical quality to those 
obtained using CT. One can easily identify the subcutaneous and vis-
ceral fat areas, for example, in an abdominal MRI image. However, the 
quantitative quality of the MRI image is much less than that obtained 
with the CT scan, and a whole body MRI can take up to 10 times longer 
to perform than a DXA. On the other hand, the MRI technique has 
several advantages, including the ability to distinguish VAT and SAT, 
and the system can be tuned to respond specifi cally to lipids contained 
within the lean tissues.137,166 This may help to better understand the 
association of excess adiposity with some chronic diseases, such as 
T2DM.114

Methods Selection

The pathogenesis of PWS involves alterations in body composition that 
are atypical for human physiology and pathophysiology. In particular, 
there is an inherent increase in fat mass that is disproportionate to lean 
mass regardless of weight. The distribution of this fat mass could be 
relevant to defi ning cardiovascular risk. Lean mass is extremely defi -
cient, as refl ected in the hypotonia and decreased spontaneous activity. 
Finally, bone mineral density tends to be low, particularly in older 
individuals with PWS, increasing the risks for osteoporosis and fragil-
ity fractures. Given these considerations, body composition monitoring 
is an important element of clinical care for individuals with PWS. 
However, the selection of methods can be confusing.

As discussed above, there are a number of techniques that can be 
used to examine human body composition,62 each with its own sets of 
advantages and disadvantages. Two-compartment (fat, nonfat) and 3-
compartment (fat, bone, nonbone lean) models have been the most 
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popular and clinically feasible. Higher-level models may provide a 
more complete picture of body composition, but multiple assays are 
required, some of which are not routinely found in most institutions.

In terms of 2-compartment models, the BIA technique has become 
widely available partly because it is relatively easy to perform, requires 
minimum investment, and is portable (for fi eld studies or bedside use). 
Unfortunately, the body composition results are often not much better 
than those obtained using anthropometric measurements, such as body 
mass index calculations or skinfold measurements.

For more accurate 2-compartment modeling, air displacement pleth-
ysmography (i.e., using the BODPOD instrument) offers an attractive 
alternative to the more diffi cult underwater weighing technique.68 
However, the feasibility of this procedure in PWS has not been tested. In 
addition, although the methods for 2-compartment modeling are 
designed to measure fat-free mass (with fat mass calculated as the resid-
ual), they have the disadvantage of not providing additional information 
regarding the nonfat component (i.e., bone and nonbone lean mass).

Table 6.3 summarizes key considerations for body composition mea-
surement methods, classifi ed by the measured component. Costs are 
based on 2004 U.S. estimates. Precision and accuracy of each method 
are listed, as well as the minimal detectable change.

For practical purposes, the DXA procedure has become the reference 
method for the clinical assessment of bone mineral. This clinical accep-
tance of DXA, and its accessibility at many institutions, is also driving 
the use of this technique as a reference for the measurement of body 
fatness and lean mass. For patients with PWS, the DXA procedure has 
the additional advantages of rapidity, minimal patient cooperation 
requirements, and provision of measurements for all three clinically 
relevant body compartments. The 1% to 3% analytical precision of the 
DXA method allows detection of relatively small longitudinal changes 
in bone, fat, and nonbone lean tissues. However, there are signifi cant 
differences in the calculation of %FM by DXA versus more sophisti-
cated techniques; therefore, further improvements in DXA may be 
needed before a consensus can be reached186 regarding the utility of 
DXA in estimating FM and nonbone lean mass. In addition, DXA meth-
odologies differ according to manufacturers; results are not directly 
interchangeable; and pediatric, age-related, and ethnic normal ranges 
have not been widely accepted.9,62,122,200A minor disadvantage of DXA 
is that an exposure to X-rays is required; however, the dose is very 
small (>10 mSv) and carries minimal risk. From a practical standpoint, 
the DXA platform has body weight limitations; scans cannot be per-
formed on individuals over 300 pounds on some commonly used DXA 
machines.

Single-slice abdominal CT and MRI methods are excellent choices 
when information about the distribution of body fat in the abdominal 
region is important. This information could have relevance to defi ning 
cardiovascular risk; however, these methods have not yet been vali-
dated for monitoring of individual patients, PWS or otherwise. In addi-
tion, these methods do not provide information about whole body 
tissue status.
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Table 6.3. Comparison of Body Composition Methodologies
Measured  Instrument Procedure Precision Accuracy MDCi

Compartment Method Cost (US$) Charge (US$) % % Amt. (%)

Total Body Deuterium 25–70 K 50–100 1–2 2–3 2 L (5)
 Water  dilutiona

 BIA/BISb  3–7 K  30 2–4 3–7 4 L (10)
 QMRc  100 K — 1 — 1 L (3)

Fat-Free Mass UWWd 25–35 K  45 1–2 2–3 2 kg (4)
 ADPe 30–80 K  45 1–2 2–3 2 kg (4)
 BIA/BIS  3–7 K  30 2–4 2–8 4 kg (7)
 DXAf  125 K 150 2 1–2 1 kg (2)

Fat Mass DXA  125 K 150 2–3 3–5 2 kg (11)
 CTg  800 K 350 3–4 3–4 — (10)
 MRIh  1500 K 600 3–4 3–4 — (10)

Bone Mineral DXA  125 K 150 1 2–3 0.04 g/cm2

 Density      (4)j

 CT  800 K 175 1 1 1.2 mg/cc
      (1)k

a Requires baseline body fl uid sample, such as plasma, and 2–4 hours post-dose sample. Can be assayed using 
infrared spectroscopy or mass spec.; results are not “immediate,” 2nd assay must be delayed 15–30 days to allow 
for initial dose to clear. Use of 18O instead of deuterium results in 5–10-fold increase in assay cost.
b Single (BIA) and multifrequency (BIS) bioelectrical impedance analysis. At least 30 commercial instruments, with 
equal number of prediction equations. Can be repeated as needed.
c Quantitative magnetic resonance has only been used with small animals, but has been shown to be more accurate 
than dilution method and can be repeated as needed without harm. Magnetic fi eld strength is about 1/200 of routine 
MRI instruments.
d Underwater weighing, requires subject to be totally submerged in water while air is exhaled from lungs. Classic 
method in use for more than 50 years, limited use for infants and older adults.
e Air-displacement plethysmography replaces underwater weighing method. Easily tolerated by subjects, can be 
repeated as frequently as needed, and both adult and infant-sized instruments are available.
f Dual-energy X-ray absorptiometry. Often considered as “gold standard” for in vivo bone mineral measurement. 
Gives regional information about body fat distribution.
g Computed tomography gives information about internal distribution of fat. Most frequently used to assay sub-
cutaneous and visceral fat components of abdominal fat. Scan times in seconds, but frequency of repeat scans is 
limited by the radiation dose.
h Magnetic resonance imaging gives information and image of internal distribution of fat. Can be repeated as 
needed, but requires substantially longer time than CT.
i Minimum detectable change (MDC) for an individual. Value in parenthesis is the change expressed as a percent 
based on body composition of a 79-kg male with 25% fat. For CT and MRI, a 10% change in either fat subcompart-
ment should be detectable.
j Values are for areal bone mineral density; similar values for total body, spine, or hip DXA.
k True density of bone, usually performed only for the spine.

In summary, with the various techniques that are available today, it 
is possible to obtain an accurate in vivo assay of the human body and 
to monitor the changes with growth or treatment of diseases. DXA is 
currently the most useful procedure for assessment of body composi-
tion in individuals with PWS; however care should be exercised in the 
proper interpretation of results.
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In the previous edition of this textbook, various lines of evidence for 
the occurrence of a defi ciency in the growth hormone (GH) axis were 
reviewed as one of several sections in a chapter entitled “Endocrine 
and Metabolic Aspects of Prader-Willi Syndrome.”76 At that time, it was 
suggested that GH therapy may have benefi cial effects on growth and 
body composition in individuals with PWS. Over the succeeding 
decade, a number of scientifi c investigations have provided defi nitive 
evidence in support of these suggestions.16,37,72,73 In 2000, biosynthetic 
GH became the fi rst and, to date, only medication to receive regulatory 
approval for treatment of children with PWS. In addition, it appears 
that GH may also have potential utility in adults with PWS.61,86 This 
chapter presents a comprehensive review of relevant physiology and 
pathophysiology of the GH system and GH treatment effi cacy and 
safety in PWS.

GH/IGF Axis Pathophysiology

Short stature is one of the cardinal features of PWS and was included 
in the initial description98 of the condition in 1956. Numerous studies 
have shown that growth is usually compromised during childhood and 
that the average fi nal adult height is approximately 2 standard devia-
tions below the mean for the normal population1,15,19,34,48,57,59,60,70,89,91,124 
(see Appendix C). In individual cases, fi nal adult height has been noted 
to be related to midparental height—i.e., PWS individuals with taller 
parents will be relatively taller than other PWS individuals18,97; however, 
fi nal height is virtually always signifi cantly lower than the actual 
midparental height in the usual case of PWS. Although a proportion of 
children with PWS will have accelerated growth and normal stature 
during childhood, often in association with premature adrenarche, 
fi nal adult height in these cases may be further compromised by the 
accelerated bone maturation (see previous chapter). Thus, PWS is one 
of only a few conditions in which obesity is associated with short 
stature and is clearly distinguished from exogenous obesity, in which 
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childhood linear growth is accelerated and fi nal height is normal or 
increased.46

Early investigators suspected that growth hormone (GH) defi ciency 
might be involved in the pathogenesis of the short stature, and several 
studies have shown defi cient serum GH levels in response to standard 
stimulation tests in children4,15,20,21,29,48,78,91,94,114 and adults62,95 with 
PWS. However, these results may not be entirely convincing since 
GH levels are low in non-PWS obesity that is not associated with short 
stature.67

GH is synthesized in the anterior pituitary gland and released into 
the bloodstream. GH itself is thought to have minimal, if any, effect on 
somatic growth. Instead, GH stimulates synthesis of other growth 
factors in liver and other tissues. These growth factors then act to 
stimulate growth of body tissues, including bone and muscle.

One of the primary growth factors that mediate the GH effects is 
insulin-like growth factor-I (IGF-I). In true GH defi ciency, IGF-I levels 
are very low, and this is associated with decreased linear growth. On 
the other hand, in common exogenous obesity, GH levels are low but 
IGF levels are normal or elevated,67 and this is associated with normal 
linear growth. IGF-I is carried in the bloodstream by several specifi c 
binding proteins, including IGFBP-3. Therefore, measurement of either 
serum IGF or serum IGFBP-3 levels provides an indirect measure of 
GH secretion and a direct measure of the GH/IGF axis.

Reliable laboratory assays were developed for IGF-I in the mid-1970s 
and for IGFBP-3 in the mid-1980s. Since then, IGF-I and IGFBP-3 
levels have been reported to be abnormally low in both children and 
adults with PWS3,28,29,45,56,62,64,75,78,81,99 The combination of low GH and 
low IGF-I argues for the existence of a true GH/IGF axis defi ciency in 
PWS.38,76

GH/IGF axis defi ciency is also suggested by the body composition 
characteristics in PWS. As discussed in the preceding chapter, both fat 
and lean mass compartments are increased in common exogenous 
obesity. However, in PWS, fat mass is preferentially increased,14,74 a 
condition that is also found in other forms of GH defi ciency.27

Although the composite data strongly support the existence of a 
GH/IGF axis defi ciency, a small but signifi cant proportion of individu-
als with PWS will have normal GH responses on standard testing. In 
many of these cases, the IGF-I levels are low and growth and body 
composition are characteristic for PWS and GH defi ciency. This para-
doxical situation may be explained by the physiology of the GH/IGF 
system and limitations of GH testing.

GH (somatotropin) is secreted by specialized cells (somatotropes) in 
the anterior pituitary gland in an episodic manner; bursts of GH are 
released into the bloodstream in an intermittent and somewhat unpre-
dictable pattern, with each burst having a relatively short half-life in 
serum. The pattern of these bursts is regulated by a complex system, 
involving inhibition of GH release by intermittent secretion of soma-
tostatin (inhibitory) and GH-releasing factor (stimulatory) from the 
arcuate nucleus of the hypothalamus, coupled with negative feedback 
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signals from the periphery to the CNS.47 Larger bursts of GH release 
are observed during fasting, exercise, sleep, and during puberty. 
Between these bursts, GH levels are normally low. The total daily secre-
tion, or total area-under-the-curve, for GH is presumably proportionate 
to the levels of IGF-I.

Because of this episodic secretion, random GH levels have little 
utility in the assessment of GH adequacy since these levels are likely 
to be low. Therefore, various testing protocols are used to predictably 
stimulate GH secretion, using either physiologic (fasting, monitored 
exercise) and/or pharmacologic (insulin-induced hypoglycemia, 
clonidine, arginine, ornithine, L-DOPA, glucagons) stimuli followed by 
repeated, timed blood sampling.

Although provocative GH testing has been a widely accepted diag-
nostic procedure for many decades, there is considerable controversy 
regarding reliability and clinical usefulness.51 A large proportion of 
individuals will fail to achieve a normal GH peak on one test but 
not another, resulting in a requirement for two or more tests. In addi-
tion, individuals who fail testing in childhood may have a normal 
response when tested at a later time. Furthermore, there is lack of 
agreement on the defi nition of a “normal” response level, with 
published criteria ranging from a peak GH level of 3–15 ng/mL, and 
this is further complicated by considerable variability between assay 
methods.

Finally, there are questions regarding the physiologic relevance of 
GH secretion. GH is undoubtedly the major factor that stimulates secre-
tion of growth-promoting factors such as IGF-I. However, other factors 
are also involved. For instance, in some individuals who have GH 
defi ciency due to craniopharyngioma, IGF-I levels and linear growth 
are normal. This latter situation is thought to be due to hyperphagia 
and obesity, with high insulin levels stimulating IGF-I synthesis. In 
addition, children with short stature and growth failure may have low 
IGF-I levels despite normal or high GH levels; the extreme example of 
this situation involves defects in the GH receptor. Therefore, although 
very low GH levels are indicative of pituitary dysfunction, neither high 
nor low levels are necessarily predictive of IGF-I levels or linear growth 
patterns.

Returning to PWS, it is evident that the majority of individuals have 
a defi ciency in IGF-I and characteristics of GH defi ciency, although 
many patients will have apparently normal stimulated GH levels. The 
specifi c reasons for this discordance in PWS are not entirely known. 
However, several points should be considered:

1. There is no evidence for GH resistance as might be observed, for 
instance, with GH receptor defects. GH levels are not high and a thera-
peutic response is seen with usual GH replacement therapy.

2. There is no evidence for an IGF-I synthetic defect in response to 
GH; IGF-I levels increase during GH replacement therapy (see below).

3. The low GH levels could be related to obesity, as is seen with 
exogenous obesity. However, in this latter situation, inhibition of GH 
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secretion is thought to be due to excess free fatty acids85; free fatty acid 
levels are not elevated in PWS.12,85,113

4. GH defi ciency in PWS has been attributed to intrinsic hypotha-
lamic dysfunction; however, as discussed in previous sections, there 
are no defi nitive data in support of this hypothesis, nor for the alternate 
hypothesis of a defect in peripheral signaling.77

5. The fact that stimulated GH levels are normal in a signifi cant 
proportion of individuals with PWS implies that there is no intrinsic 
defect in pituitary GH synthesis associated with the syndrome. 
However, GH testing is acknowledged to be nonphysiologic;51 there-
fore, the possibility of a defect in the daily regulation of pituitary GH 
secretion cannot be completely excluded. Low levels of IGF-I could be 
due to low total daily secretion of GH despite normal stimulated levels. 
This latter hypothesis is supported by the positive response to GH 
therapy in PWS.

6. The lack of normal IGF-I levels despite hyperphagia and obesity, 
as might be expected from the experience with craniopharyngioma 
patients,96 could in part be due to the lack of insulin resistance and 
hyperinsulinemia in PWS (see preceding chapter).

In summary, short stature and body composition abnormalities in 
PWS are consistent with a defect in the GH/IGF axis.38,76 Although the 
exact mechanisms have not been delineated, an insuffi cient production 
of IGF-I is evident in most cases. The composite data indicate that a 
complete defect in pituitary GH synthesis may not be involved, 
although stimulated GH levels are low in a considerable proportion of 
cases.

As a fi nal comment to this discussion, although GH therapy was 
historically specifi ed for use in GH defi ciency, increased availability of 
biosynthetic GH has led to its use in a number of conditions that do 
not necessarily involve GH defi ciency. In addition to PWS, current 
regulatory labeling for GH use in the U.S. and Europe includes child-
hood growth failure associated with several conditions in which GH 
and/or IGF-I levels are typically normal (chronic renal failure, Turner 
syndrome, small for gestational age, idiopathic short stature) and adult 
HIV-associated wasting. Therefore, while the evidence for GH/IGF 
axis defi ciency provided impetus for investigations of GH therapy in 
PWS, current therapeutic recommendations are guided primarily by 
overall treatment effi cacy.

GH Therapy

GH was fi rst identifi ed in the 1920s, with purifi cation of primate GH 
achieved in the 1950s.50 Therapeutic use in a child with GH defi ciency 
was fi rst reported in the late 1950s. Until 1985, GH was available only 
as a purifi ed preparation from animal sources and human cadaver 
donors, and non-primate GH was found to be relatively ineffective in 
humans. A U.S. national program had been initiated in 1963 (and 
shortly thereafter in other countries) to collect donated human cadaver 
pituitary glands and purify GH for therapeutic use. This very limited, 
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sporadic supply was distributed gratis to GH-defi cient children through 
an application and approval process. In 1978, commercial supplies of 
cadaver-derived human GH became available.

In 1985, a case of Creutzfeldt-Jakob disease, a fatal neurodegenera-
tive disorder, was reported in a patient who had received cadaver-
derived human GH.58 Other cases were identifi ed worldwide and 
were suspected to be due to transmission of an infectious agent in 
the cadaver-derived GH preparations. Cadaver-derived GH was 
removed from clinical use and replaced by biosynthetic GH, manu-
factured through recombinant DNA technology. No cases of 
Creutzfeldt-Jakob disease have been reported in patients treated with 
synthetic GH. In addition, the cause of this disease was recently con-
fi rmed to be an unusual infectious agent, called a prion, which was 
probably transmitted via impurities in the cadaver-derived GH 
preparations.121

At the time of its precipitous release into the marketplace in 1985, 
synthetic GH had not yet gone through complete safety and effi cacy 
trials. Therefore, a system of postmarketing surveillance was estab-
lished by agreement between the GH manufacturers and the U.S. Food 
and Drug Administration. In 1987, Genentech Inc. established the 
National Cooperative Growth Study (NCGS) in the U.S.123 and 
Kabi Pharmaceuticals (now Pfi zer) established the Kabi International 
Growth Database (KIGS).100 Over the subsequent years, additional 
post-marketing studies have been initiated for GH and other pharma-
ceuticals in the U.S. (www.fda.gov/cder/pmc) and throughout the 
industrialized world, providing information regarding safety and effi -
cacy of prescription medications.

In addition, the increased supply of GH has opened the doors 
for treating conditions other than childhood GH defi ciency. Other 
U.S. FDA-approved indications and the year of approval include: 
childhood Turner syndrome (1996), childhood growth failure due to 
chronic renal failure (1997), HIV-associated wasting in adults (1998), 
adult GH defi ciency (1998), childhood PWS with growth failure 
(2000), childhood growth failure in children who were small for 
gestational age at birth (2001), childhood severe idiopathic short 
stature with abnormally low predicted adult height (2003), and in 
patients with short bowel syndrome who require nutritional support 
(2003). It should be noted that the European regulatory labeling for 
GH in PWS is “for improvement of growth and body composition in 
children,” while the U.S. labeling specifi es “long-term treatment of 
pediatric patients who have growth failure due to Prader-Willi syn-
drome” without mention of the important benefi cial effects of GH 
(Genotropin and Genotropin/Genotonorm package inserts, Pfi zer). 
Labeling in other countries tends to follow the European 
indications.

The fi rst preparations of synthetic GH were provided as lyophilized 
powder, which was then reconstituted with liquid diluent by the user 
and injected using an insulin syringe. This type of preparation is still 
available. However, pen injection devices, using GH cartridges and 
disposable needles, are perhaps the most popular modality in use 
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today. Disposable single- and multi-dose and nondisposable needle-
free air injection devices are also available. All commercial GH prepara-
tions in use today are biochemically identical to natural human GH 
and are highly purifi ed.

Effects of GH Treatment in Prader-Willi Syndrome

Linear and Other Skeletal Growth

Initial studies of the effect of GH treatment of children with PWS 
focused on growth rate acceleration and improvement in stature as 
primary therapeutic goals. Early reports showing that GH treatment 
increases growth rate in PWS children did not include control subjects 
and were relatively short-term.4,32,56,74,75

Recent longer-term studies (2–5 years) have provided additional evi-
dence supporting a signifi cant and sustained growth response to daily 
GH administration.3,26 Favorable effects on growth were noted in a 
Swedish study of 18 children with PWS treated with GH for 5 years.83 
A Swiss study of 23 PWS children treated with GH for a median of 3.5 
years showed an increase in mean height standard deviation score 
(SDS) of 1.8, with adult height predictions approaching midparental 
target height.41

In a treatment/no treatment control study, height velocity increased 
from -1.9 to +6.0 SDS during the fi rst year of GH administration 
(0.1 IU/kg/day) in 15 children with PWS, compared with a decrease 
from -0.1 to -1.4 SDS in the no-treatment group (n = 12). For the treat-
ment group, this corresponded to a mean growth rate of approximately 
12 cm/year, which is greater than that observed for virtually all other 
conditions treated with GH.81

Small hands and feet (acromicria) were also positively affected by 
GH therapy, tending toward normalization in children with PWS.37,41,88 
Arm span and sitting height showed similar trends.37

Body Composition and Metabolism

GH treatment of GH-defi cient children without PWS not only restores 
linear growth, but also promotes growth of lean body mass, decreases 
fat mass by increasing fat oxidation and total body energy expenditure, 
increases bone mineral density following an initial period of increased 
bone resorption, and improves cardiovascular risk factors.68,122 Children 
with PWS respond to GH therapy with similar improvements in body 
composition and metabolism, and these effects are arguably more valu-
able than change in growth velocity.

Increased lean body mass and bone density have been reported in 
several uncontrolled studies of GH therapy in children with PWS.31,40,74,80 
Favorable effects to reduce absolute or percent body fat have also been 
reported, although these effects are less consistent than for lean body 
mass and bone density,3,40,74 as may be expected due to the overall vari-
ability in calorie intake, energy output, and body weight in the general 
population.
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In a recent trial in children with PWS, dramatic improvements in lean 
body mass, bone density, and linear growth were demonstrated in the 
GH-treated group (1.0 mg/m2/day) as compared with a nontreated 
group over the fi rst year.23 Fat utilization was also increased, while 
percent body fat stabilized or decreased in most subjects. Over subse-
quent years of the study, in which the nontreated group was crossed 
over into treatment, progressive increases in lean body mass and 
linear growth and continued benefi cial effects on body fat were 
noted.11,22,23,24,88

In the same study, a dose response was noted during the dose-
ranging study at 24 to 48 months.26 During this study period, con-
tinued progressive increases in lean body mass and height 
improvement and stabilization of percent fat occurred with adminis-
tration of either 1.0 mg/m2/day or 1.5 mg/m2/day of GH, but not 
with a lower dose of 0.3 mg/m2/day. Prior improvements in bone 
mineral density were sustained regardless of dose. The GH treatment 
responses in children with PWS are greatest during the fi rst 12 
months, as is typically observed for other types of childhood GH 
treatment. The rates of positive changes in lean body mass and bone 
mineral density slowed but did not regress during more prolonged 
GH therapy at doses ≥1.0 mg/m2/day, and continued to be higher 
than expected compared with reference data for healthy children 
without PWS.

Given their reduced lean body mass, children with PWS would be 
expected to demonstrate markedly reduced resting energy expendi-
ture (REE). Prior to GH treatment, children with PWS showed 
reduced REE compared with predicted values for non-PWS children 
matched for surface area (22.4 ± 4.4 kcal/m2/hour versus 43.6 ± 
3.2 kcal/m2/hour; p < 0.0001).26 GH therapy increased REE in chil-
dren with PWS in parallel with changes in lean body mass, with a 
similar dose-dependence; i.e., effects were noted at both 1.0 mg/m2/
day and 1.5 mg/m2/day of GH but not with a lower dose of 
0.3 mg/m2/day.

GH defi ciency is associated with lipogenesis and fat storage pre-
dominating over the accretion of lean mass, even in the absence of overt 
obesity. Preference for fat utilization as an energy source is refl ected in 
a reduction of respiratory quotient (RQ). The RQ normally ranges from 
0.7 (strong predominance of fatty acid oxidation) to 1.0 (exclusive oxi-
dation of carbohydrate) to >1.0 (indicating lipogenesis from carbohy-
drate). GH treatment in PWS children was associated with a decrease 
in RQ values, indicating increased utilization of fat for energy.26 Thus, 
compared with non-GH-treated PWS controls, GH-treated PWS patients 
demonstrated a shift in energy derived from oxidation of fat, coincident 
with reductions in fat mass.

Muscle and Respiratory Function

As reviewed in a previous chapter, decreased muscle mass, hypotonia, 
and respiratory dysfunction are major contributors to morbidity and 
mortality in PWS. It is clear that GH therapy improves lean body mass; 
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however, perhaps of greatest importance to children with PWS and 
their families is the hope that these changes will be accompanied by 
improvements in physical strength and function.

Over the years, anecdotal reports of improvements in physical 
stamina, strength, and agility have been reported in association 
with GH treatment of children with PWS.76 Parental reports 
include a variety of new gross motor skills—e.g., independently 
climbing up the school bus steps, carrying a gallon carton of 
milk at the grocery store, participating in a normal gym class 
without restrictions, being able to join a karate class.37 However, few 
studies have been conducted to quantify changes in physical 
performance.

In an uncontrolled interview study of 12 children with PWS treated 
with GH, all parents reported improvements in increased physical 
performance and activity; this effect was judged to be the most impor-
tant clinical result of treatment.37 In four children with PWS treated for 
1 year, signifi cant improvements in peak and mean power were dem-
onstrated using an ergometer.40

Improvements in physical strength and agility were carefully docu-
mented in a previously described study26 using objective measures, 
including a timed run, sit-ups, and weight lifting. Signifi cant improve-
ments in running speed, broad jump distance, number of sit-ups, and 
number of arm curls were documented after 12 months of GH 
treatment compared with controls. During 48 months of GH treat-
ment, improvements in broad jumping and sit-ups were maintained, 
while further improvements were noted in running speed and arm 
curls. Despite the fact that the PWS children still scored well below 
the non-PWS children for all parameters studied, the improvements 
in strength and agility were associated with “real-life” functional 
benefi ts.

Similar positive results on body composition and resting energy 
expenditure have been reported in a 12-month double-blind, placebo-
controlled, randomized crossover GH treatment study of 12 children 
with PWS.55

As reviewed in a previous chapter, the etiology of respiratory 
disorders in PWS has not been completely defi ned; however 
chest wall and oropharyngeal hypotonia are likely to be major con-
tributing factors. Signifi cant improvements in minute ventilation, 
airway occlusion pressure, and ventilatory response to CO2 were 
reported after 6 to 9 months of GH treatment in nine children with 
PWS.

In the randomized, crossover study mentioned above,55 signifi cant 
improvements in peak fl ow rate, vital capacity, and forced expiratory 
fl ow rate were observed after 6 months of GH treatment. In addition, 
the number and duration of apneic events tended to decline.

In 20 children with PWS involved in a longitudinal study of GH 
therapy,26 signifi cant improvements in respiratory function were seen 
after 1 year of therapy and were sustained at retesting after 24 months 
of therapy.88
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Figures 7.1 through 7.9 show the physiological effects of GH defi -
ciency, GH therapy, and weight control successes and failures in various 
individuals with PWS (photos courtesy of their families).

Behavioral and Psychosocial Effects

Few studies have addressed the effects of GH therapy on behavior and 
quality of life in patients with PWS, although parents and guardians 
often offer anecdotal reports of improvement, particularly in relation 
to eating behavior, alertness, and ability to concentrate. In addition, one 
might suspect that improved motor function would be associated with 
improvements in school performance and social functioning. The 
impression of increased alertness and activity has been reported in 
uncontrolled studies of GH therapy in PWS.40

Whitman et al.120 have presented the most comprehensive study of 
behavioral parameters during GH therapy, as part of a controlled study 
of GH therapy in children with PWS. The behavioral component of this 
study involved 27 children receiving GH treatment and 14 control 
subjects studied using a modifi ed Offord Survey Diagnostic Instru-
ment. This instrument includes a behavioral checklist section and a 
parental questionnaire section. On the checklist section, no statistically 
signifi cant between-group effects, positive or negative, were noted for 
multiple measures of psychological and behavioral function. However, 
within-group analysis showed a signifi cant reduction of depressive 
symptoms only in the GH treatment group. In the under-11-year-old 
group, a signifi cant increase in “attention-defi cit/hyperactivity” symp-
toms was observed, perhaps in agreement with the anecdotal reports 
of increased alertness. In the questionnaire section, parents reported 
improved school performance, memory, and family/social relation-
ships with GH therapy.

Infants

Infants with PWS often suffer considerable morbidity related to hypo-
tonia and respiratory disorders. Increased body fat and decreased lean 
mass have also been demonstrated, even in infants who are under-
weight.39,119 However, defi cits in linear growth may not be evident until 
after 12 to 24 months of age. In addition, questions regarding the safety 
and effi cacy of GH therapy in severely hypotonic infants have been 
raised and gained further prominence with two reports of deaths of 
infants treated with GH.44,90 For these reasons, studies of GH therapy 
in infants with PWS have received particular interest.

In a study of 11 children with PWS under 2 years of age, Eiholzer et 
al.42 reported signifi cant improvements in lean body mass (estimated 
by stable isotope dilution) and stabilization of fat mass compared with 
a group of six infants receiving only CoQ10 therapy over a 1-year 
period. Continued improvements in lean mass were observed over a 
30-month GH treatment period. The same investigators have reported 
accelerated psychomotor development in infants treated with GH, 
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Figure 7.1. Female with PWS not treated with GH: adult height 4 ft. 11 ins.; maximum weight 310 lbs. 
A. Age 1.5 months. B. Age 3.5 years, before being diagnosed with congestive heart failure and pneu-
monia. C. Age 4, with older siblings. D. Age 16, with mother and maternal relatives.
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Figure 7.1. E. Age 21, with male with PWS not treated with GH. F. Age 24. G. Age 28, with parents 
and older brother. H. Age 31, 1.5 years before her death.

E F

G H
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Figure 7.2. Female with PWS not treated with GH: adult height 4 ft. 10 ins.; maximum weight 118 lbs. 
A. Age ~14 years. B. Age 28 years. C. Age 32 years. D. Age 34 years.

A B

C D



Figure 7.3. Male with PWS, not treated with GH but with controlled weight over lifetime. A. Age 9 
weeks. B. Age 17 months. C. Age 2.5 years. D. Age 4.5 years. E. Age 12 years. F. Age 19 years.

A,B C

FD,E

A B

Figure 7.4. Male 
with PWS, treated 
with GH from age 9 
months. A. Age 4, 
height ~42 ins., 
weight 37 lbs. B. Age 
4, playing soccer 
with nondisabled 
children.
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Figure 7.5. Male with PWS, treated with GH from age 8 years. A. Newborn. B. Age 10 months. C. Age 
2 years. D. Age 5 years.
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Figure 7.5. E. Age 8 years, at start of GH treatment; height 46.5 ins., weight 69.5 lbs. F. Age 9 years, after 
12 months of GH treatment; height 51 ins., weight 73.5 lbs. G. Age 10 years, after 25 months of GH 
treatment; height 55.5 ins., weight 81 lbs. H. Age 11 years, after 36 months of GH treatment; height 
58.5 ins., weight 90 lbs.

E F

G H



216  A.L. Carrel, P.D.K. Lee, and H.R. Mogul

Figure 7.6. Female with PWS, treated with GH from age 7.5 to 14 years. A. Age 2.5 years. B. Age 5 
years. C. Age 8 years, after start of GH. D. Age 12 (left), after 4+ years of GH, with 10-year-old treated 
female with PWS (shown also in Figure 7.7). E. Age 13, after 6+ years of GH. F. Age 14, after 7+ years 
of GH. G. Age 15 (in riding outfi t), after stopping GH treatment.

A–D

E–G

which was attributed to improvements in muscle function.37,43 No 
adverse effects of GH were noted during these studies.

In a randomized study (GH versus no-treatment) of 25 infants with 
PWS (mean age 15.5 months), a signifi cant increase in lean mass and 
decrease in fat mass, both measured by DXA scan, was observed after 
6 months of treatment.119 In addition, age-equivalent motor scores 
increased approximately twice as fast in the treatment group, as 
measured by the Toddler Infant Motor Evaluation (TIME). Dramatic 
increases in head circumference within the normal range were noted 
in the treatment group with no evidence of CNS pathology; this increase 
presumably represents increased brain growth. No adverse effects were 
noted.

Based on these studies and composite experience, it is evident that 
GH therapy in infants with PWS is effi cacious in improving growth, 
body composition, and neurodevelopment. No specifi c safety prob-
lems have been observed in the published studies. As discussed below, 
the cases of death reported during GH therapy are likely to be unre-
lated to GH therapy.
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A–D

Figure 7.7. Female with PWS, treated with GH from age 9 years. A. Age ~11 months. B. Age 4.5 years. 
C. Age 6 years. D. Age 8.5 years, 6 months before start of GH treatment. E. Age 10 years, after ~2 years 
of GH treatment, wearing scoliosis brace. F. Age 13 years, after 4+ years of GH treatment. G. Age 15 
years, height 5 ft. 5.5 ins., weight ~170 lbs., temporarily off GH before restarting at adult level.

GE F
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Figure 7.8. Male with PWS, treated with GH from age 11 years: A. Age 3 months. B. Age 3 years. C. 
Age 9 years (left), with 7-year-old sibling. D. Age 13 years, after 1.5 years of GH treatment. E. Age 15 
years, after 3.5 years of GH (treatment then was stopped for 2 years). F. Age 18 years, after restarting 
GH at adult level 8 months earlier.
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FD

Figure 7.9. Male with PWS, treated with GH from age 14 years: A. Age 5 months. B. Age 4 years. C. 
Age 7 years, with sister age 6. D. Age 8 years. E. Age ~12 years, showing weight loss achieved through 
food management. F. Age 16 years (second from left), after 2 years of GH treatment, shown with three 
untreated males with PWS. G. Age 18, after 4 years of GH treatment. H. Age 30 (at right) with father, 
height 5 ft. 10 ins., weight 186 lbs., after discontinuing GH. I. Age 32 (at right) with father, weight 139 lbs., 
after restarting GH treatment.
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Adults

Knowledge of the natural medical course of adults with PWS is an 
evolving area of interest. Over the past decade, there has been 
an emphasis on earlier initiation of preventive interventions, more 
intensive and coordinated management of medical and psychosocial 
problems, and recognition and replacement therapy of GH defi ciency.

Although linear bone growth is not a concern during adult life, det-
rimental effects of GH defi ciency have been well documented in non-
PWS adults with GH defi ciency, including osteoporosis, increased body 
fat, decreased lean mass, increased risks for cardiovascular disease, 
fatigue, and psychological depression. In 1995, GH replacement therapy 
in adults with either childhood or adult-onset GH defi ciency received 
regulatory approval from the U.S. Food and Drug Administration and 
in Europe. Numerous reports documenting the safety and effi cacy of 
GH replacement in non-PWS GH-defi cient adults have been published 
in the last decade115,116 including large placebo-controlled, randomized 
clinical trials30,104 and a growing number of multinational observational 
studies from surveillance databases (see below). As demonstrated in 
placebo-controlled randomized clinical trials, GH therapy improves 
body composition,6,35,65 lipid profi les,52,65,115,116 bone density,7,102 and 
quality of life103 in GH-defi cient adults.

Recent studies indicate that adults with PWS have GH/IGF axis 
defi ciency, as a continuation of the condition that begins in child-
hood.62,95 In addition, several clinical features of adult PWS are similar 
to those observed in GH-defi cient adults without PWS, and initial 
studies of therapy indicate similar treatment effi cacy.61,63

The distinct psychosocial and clinical risk profi les in PWS suggest 
that GH replacement therapy could have unique benefi ts in this sub-
population of GH-defi cient adults. In addition, there may be special 
considerations involved with GH replacement therapy in adults with 
PWS:

1. In contrast to most other individuals with childhood-onset GH defi -
ciency, the majority of current PWS adults did not receive GH 
therapy as children. This raises concerns regarding potential side 
effects of initiating GH replacement therapy in treatment-naïve 
adults.

2. The presence of concomitant lifetime sex-steroid defi ciencies could 
exacerbate the manifestations of GH defi ciency.

3. The co-existence of signifi cant medical conditions, including morbid 
obesity, scoliosis, insulin resistance, Type 2 diabetes mellitus (T2DM), 
and cardiovascular disease may occur at a relatively young age in 
PWS and require additional surveillance during GH treatment.

4. The effects of GH treatment on sleep apnea and other pulmonary 
problems in adults with PWS are uncertain.

5. Cognitive, behavioral, and social considerations could complicate 
both initiation and long-term administration of GH injections. The 
specialized living situations of many PWS individuals may be a 
limiting factor.
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Thus, from a theoretical perspective, adults with PWS have a wider 
spectrum for both potential benefi t and risk than do other adults with 
GH defi ciency.

Pretherapy Testing

Since most children with PWS will meet regulatory requirements for 
GH use, formal testing of GH secretion is not usually necessary prior 
to therapy. However, testing may be indicated in a few instances:

1. In the U.S., GH therapy is specifi cally labeled for treatment of 
PWS with growth failure, rather than for body composition abnormali-
ties associated with PWS. In some cases, growth failure per se may be 
diffi cult to document. For instance, as previously described, children 
with PWS and premature adrenarche may have relatively accelerated 
linear growth, but compromised fi nal height. In such cases, GH testing 
may be useful to document the alternate therapeutic indication of GH 
defi ciency.

2. In utero and neonatal problems, including prematurity and 
hypoxia, are known risk factors for panhypopituitarism (i.e., GH defi -
ciency plus other pituitary hormone defi ciencies, such as TSH and 
ACTH). Infants with PWS who suffer these types of problems should 
be considered for a complete pituitary evaluation, including direct 
measurement of GH levels, since replacement of GH and other hor-
mones may be necessary before the clinical development of “growth 
failure.” Unexpected neonatal hypoglycemia may be a warning sign of 
hypopituitarism; low GH and/or cortisol levels measured during 
hypoglycemia can be diagnostic for pituitary defi ciency.

Another problematic situation is the neonate with PWS. Since evi-
dence suggests that GH replacement may be benefi cial for brain growth 
and neuromotor development, it may be clinically unwise to withhold 
therapy while awaiting documentation of growth failure. Consultation 
with a pediatric endocrinologist with experience in the treatment of 
neonatal PWS is highly recommended.

Other specifi c testing that may be considered for children with PWS 
prior to therapy includes the following:

1. Thyroid function testing (T4, TSH). Although thyroid abnormali-
ties do not occur with increased frequency in PWS, thyroid problems 
are common in the general population and, if untreated, may have 
detrimental effects on neonatal development as well as limit the effi -
cacy of GH therapy at all ages.

2. Fasting blood glucose and/or glycated hemoglobin (hemoglobin 
A1c). Elevations in either of these levels may indicate impaired glucose 
tolerance or Type 2 diabetes mellitus, either of which may be exacer-
bated by GH therapy.

3. Bone age radiograph may be useful to assess fi nal height poten-
tial, particularly if the bone age is >6 years.

4. Liver enzymes to assess for hepatic steatosis and renal function 
tests (urea nitrogen and creatinine), if clinically indicated.
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5. DXA scan to assess hip and spine density (standards generally 
not available below 8 years of age at the time of this writing), 
preferably in combination with a whole-body DXA scan to assess body 
composition.

6. Scoliosis radiographs, if clinically indicated (see discussion in 
Chapter 5).

Whenever feasible, formal baseline testing of motor function should be 
documented for comparison purposes. Video documentation may also 
be considered.

Since GH replacement therapy does not yet have specifi c regula-
tory labeling for treatment of adult PWS, formal testing of the 
GH/IGF axis GH secretion is necessary, despite the controversies 
regarding the physiologic relevance of stimulatory testing (as dis-
cussed in a preceding section). Results of population-based studies 
suggest that the measurement of IGF-I might be a useful initial 
screening test to detect abnormalities in the GH/IGF axis in young 
adults.2,84 While the presence of a normal IGF-I does not rule out GH 
defi ciency, the fi nding of a level that is below the age-specifi c normal 
range strongly suggests the possibility of this diagnosis. Because 
IGF-I levels naturally decline with age, a low level is more likely to 
indicate GH defi ciency in younger, as compared with older, adults. 
Therefore, a two-stage screening procedure using an initial IGF-I 
determination followed by formal provocative GH testing could be 
a useful and cost-effective method to identify GH defi ciency in young 
adults with PWS. The IGF-I screening procedure in older adults 
with PWS may be less sensitive and specifi c; however, since GH 
therapy in adults is guided by monitoring of IGF-I levels, measure-
ment of this level prior to GH testing and/or GH therapy is 
recommended.

At the current time, there is considerable controversy regarding the 
optimal agent to use for provocative GH testing in adults.8,13 Pro and 
con arguments relating to safety, validity, reliability (reproducibility), 
and cost can be given for virtually all secretagogues commonly used, 
including clonidine, L-DOPA, propranolol, pyridostigmine, arginine, 
GH-releasing factor and analogues, and insulin. Secretagogue selection 
is further complicated in adults with PWS in view of the potential 
interaction of obesity, gonadal steroid defi ciency, and the presumed 
hypothalamic level of the GH secretory defect.112 Insights gleaned from 
an increasing body of information based on studies of secretagogues 
in normal adults,9 non-GH-defi cient obese adults,107 individuals with 
PWS,10,21,53,54,110 and adults with presumed hypothalamic GH defi -
ciency110 suggest that L-DOPA may be the most effective and, perhaps, 
safest GH provocative agent in adult PWS.

The exact mechanism of GH defi ciency in PWS, while not defi ni-
tively ascertained, is often attributed to a hypothalamic defect, perhaps 
via a defi ciency of GH-releasing factor (see preceding sections for 
further discussion). Recent publications suggest that L-DOPA and other 
dopaminergic stimuli may act to stimulate pituitary GH secretion by 
augmenting hypothalamic production or release of GH-releasing factor, 
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in contradistinction to another commonly used secretagogue, argi-
nine.105 The data further suggest that arginine increases GH secretion 
as a consequence of inhibiting hypothalamic somatostatin release in 
addition to having a direct stimulatory action on pituitary somato-
trophs. This information, collected in non-PWS adults, suggests that 
L-DOPA and similar secretagogues that act at the hypothalamic level 
may be preferable to agents such as arginine, which have actions below 
the hypothalamic level, if the intent is to detect a defect in GH-releasing 
factor, as may be the case with PWS.

Arguing against the use of L-DOPA is the possibility of false 
positive (i.e., false low) results. In a study of 22 non-PWS, normal 
volunteers, one subject failed to respond to L-DOPA.9 Several studies 
have shown blunted GH secretory response in association with 
increased adiposity in non-PWS adults.71,107 Therefore, a second stimu-
lation test or sequential testing might be useful in documenting or 
confi rming GH defi ciency in obese adults, such as those with PWS. 
However, an argument can be made for single-agent testing in adults 
who have a low IGF-I level and other clinical evidence consistent with 
GH defi ciency.

In a typical provocative GH test, the subject is studied after an over-
night fast (recent carbohydrate intake may inhibit GH secretion). A 
baseline sample is drawn, followed by administration of the provoca-
tive agent and timed serum sampling for a period thereafter.51 A normal 
response is defi ned as a peak GH level above a selected level. Unfortu-
nately, there is considerable disagreement regarding a diagnostic cutoff 
level in both children and adults. While a peak level of less than 3 to 
5 mcg/L is generally accepted as an indication of GH defi ciency, some 
experts have advocated higher boundary levels of up to 15 mcg/L. 
Therefore, the interpretation of results from a provocative GH test 
should be interpreted in conjunction with IGF-I and/or IGFBP-3 levels 
and clinical signs and symptoms.

For adults with PWS, other recommended tests prior to GH therapy 
are similar to those listed above for children with PWS, with these 
exceptions/additions:

1. Bone age radiographs are not indicated in adults since they have 
already achieved epiphyseal closure.

2. On the other hand, since scoliosis may progress during adult 
life, appropriate radiographs should be obtained, if clinically 
indicated.

3. IGF-I levels, used for therapeutic monitoring, should be obtained at 
baseline.

4. Because height growth cannot be used as a somatic effi cacy measure, 
a baseline DXA scan, preferably with measurement of whole body 
composition in addition to hip/spine bone mineral density, is highly 
recommended.

5. Adults may be at an increased risk for glucose intolerance and 
Type 2 diabetes mellitus. Therefore, consideration should be given 
to inclusion of an oral glucose test prior to initiation of GH 
therapy.
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6. Consideration should be given to a baseline prostate-specifi c antigen 
(PSA) level in males and PAP smears and mammograms in 
females.

7. A baseline quality-of-life assessment may also be useful.

Childhood GH Therapy

In a general sense, GH therapy for children with PWS follows the same 
course as for other conditions. Monitoring of linear growth, growth 
potential (e.g., via bone age radiographs), and weight serve as the 
primary indicators of therapeutic effect and the need for dose adjust-
ment. However, while somatic growth is an important effect of therapy, 
the benefi cial effects of GH on body composition and physical function 
are of greater importance in children with PWS. In this sense, height 
growth serves primarily as an obvious surrogate marker for overall 
therapeutic effi cacy, including body composition.

Currently, labeling for GH use in children with PWS states that “Gen-
erally, a dose of 0.24 mg/kg body weight/week is recommended” (full 
prescribing information at www.genotropin.com), or 0.034 mg/kg/day. 
The European labeling for Genotropin/Genotonorm includes the alter-
nate dose calculation of 1.0 mg/m2/day based on body surface area. This 
recommendation is apparently based on data from Europe, where GH 
doses used are generally lower than in the U.S. for all treated conditions. 
In a review of 15 sets of studies relating to GH use in PWS, Eiholzer37 
found doses ranging from 0.02 to 0.05 mg/kg/day. The highest reported 
doses (0.04–0.05 mg/kg/day) were those from some of the earliest 
studies,3,4,56,74 and one of the authors (PDKL) has continued to use a 
standard dose of 0.05 mg/kg/day for all pediatric patients with PWS. 
Another author (ALC) has co-authored studies regarding GH dose-
response in PWS,26 as described in a preceding section of this chapter.

Controversy over GH dosage in PWS is mirrored by similar discus-
sions in non-PWS conditions that have endured for many decades.49,66 
Although GH therapy has been in use for over 40 years and synthetic 
GH was released in 1985, surprisingly few data have been published 
regarding optimal dosage for any condition. In most studies related to 
dose response, the maximal measured response occurs at the highest 
dose tested, which is the case in relation to GH effects on body com-
position in children with PWS.26 Even for a straightforward endpoint 
such as height growth in non-PWS GH-defi cient children, optimal 
dosage has not been defi ned, although it is clear that for a given weekly 
dosage, daily administration is more effi cacious than a less frequent 
dose interval and that increased effi cacy is not necessarily proportion-
ate to increased dose.49,66 Indeed, the average dose used for treatment 
of childhood GH defi ciency, 0.3 mg/kg/week (0.043 mg/kg/day), 
seems to have evolved primarily from composite practice experience 
and is higher than at least one manufacturer’s recommendation 
(0.16–0.24 mg/kg/week, www.genotropin.com). In addition, this dose 
is approximately three times the weekly dose used prior to the avail-
ability of synthetic GH and three times the estimated physiologic GH 
secretion rate for normal children. Higher weight-based doses have 
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been recommended for children with Turner syndrome (0.375 mg/kg/
week), growth failure associated with chronic renal failure (0.35 mg/
kg/week), small-for-gestational-age children with failure of catch-up 
growth (0.48 mg/kg/week), and for “pubertal dosing” of GH-defi cient 
children (0.7 mg/kg/week).

Efforts to defi ne individualized upper-dose limits based on IGF-I 
levels are complicated by high interassay and interlab variability, intra-
individual physiologic variability, age- and sex-dependent normal 
ranges, and extremely wide normal ranges, especially during puberty. 
In addition, long-term effi cacy data based on IGF-I or other biochemi-
cal response markers are not available. There are virtually no data 
relating adverse effects to doses within the usual prescribed ranges.66 
For PWS, an argument has been made that dosing should be based on 
lean mass rather than on total body weight. However, this would 
require accurate determination of lean mass at each visit and, more 
importantly, there are no data to support the effectiveness of such an 
approach.

A prudent approach to GH therapy in children with PWS may 
be to use a dose that is at least at the labeled recommendation of 
0.24 mg/kg/week (0.034 mg/kg/day, based on total body weight) but 
not to exceed the highest published effi cacious dose (0.35 mg/kg/week, 
or 0.05 mg/kg/day). The Genotropin/Genotonorm package labeling 
includes a warning that “Daily doses of 2.7 mg should not be exceeded.” 
The authors recommend consultation with a pediatric endocrinologist 
with experience in PWS treatment when initiating GH therapy for an 
individual with PWS.

As mentioned above, height is a reasonable measure of clinical effi -
cacy in children with PWS. As observed in other GH-treated popula-
tions, for a given weight-based dose the height velocity will be greatest 
during the fi rst year of therapy, typically into supranormal ranges; this 
may be due to “catch-up” growth. This is often followed by a decrease 
into essentially normal height velocity ranges, transient augmentation 
with initial sex-steroid replacement, and eventual attainment of a fi nal 
adult height.

Other clinical parameters that should be monitored during child-
hood GH therapy include the following:

1. Weight, body mass index, body fat: Although numerous studies 
indicate that GH therapy may signifi cantly reduce body fat in 
children with PWS, this effect is not universal. GH therapy may actu-
ally augment accretion of body fat in children who do not have a 
controlled diet.

2. Head circumference: Infants with PWS may have an initial pref-
erential growth in head circumference. Failure of head growth should 
raise suspicions of craniosynostosis, especially if the fontanels are pre-
maturely closed; this disorder requires immediate evaluation. In cases 
with an exuberant increase in head growth, hydrocephalus can usually 
be excluded by careful clinical examination. Widely-spaced sutures 
and/or a bulging anterior fontanel should be cause for concern and 
further evaluation.
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3. Back curvature: As discussed in Chapter 5, scoliosis is a common 
occurrence in PWS, and an abnormal curve may worsen during rapid 
growth. It should be emphasized that GH therapy is not thought to 
cause scoliosis in PWS, and there is no current evidence for stopping 
GH therapy because of this condition. Close coordination with ortho-
pedic care is needed. A signifi cant scoliotic curve should also be taken 
into account when monitoring height.

4. Bone age radiograph: An annual hand/wrist radiograph for deter-
mination of bone age was formerly a standard practice during child-
hood GH treatment. The primary utility of a bone age is for estimation 
of epiphyseal closure and further growth potential (i.e., fi nal adult 
height potential). To avoid unnecessary radiation exposure, it may be 
best to limit bone age radiographs to situations where there is a concern 
regarding further growth potential. It should also be remembered that 
height is determined by growth of the vertebrae, hips, and legs—these 
epiphyses typically close after those of the hand. Therefore, bone age 
radiographs should always be interpreted together with actual mea-
surements of height velocity.

5. DXA: Although DXA provides useful research information regard-
ing changes in body composition, its role in clinical monitoring of 
childhood GH therapy is not clear. Hip and vertebral measurements 
are useful for diagnosing and monitoring osteoporosis, particularly for 
adolescents and young adults. The clinical utility of whole body DXA 
is currently under investigation.

6. Laboratory testing: At the current time, there is no evidence to 
support routine monitoring of IGF-I, IGFBP-3, thyroid function tests, 
glucose tolerance, hemoglobin A1c, or other laboratory tests during GH 
therapy of children with PWS. Of course, such tests may be indicated 
in individual cases based on signs and symptoms, and an individual 
physician may have his or her own routine monitoring guidelines 
based on personal experience and opinion.

7. Whenever possible, muscle function, physical activity, school per-
formance, and quality-of-life measures should be monitored.

Childhood GH therapy is usually continued until attainment of fi nal 
adult height. It should be noted that height growth may continue after 
apparent closure of hand and wrist epiphyseal centers (i.e., on a typical 
bone age radiograph), since the hip, knee, and vertebral epiphyses tend 
to mature more slowly than the distal centers. Patients are usually seen 
in clinic at 3- to 4-month intervals for dose adjustments and monitor-
ing. Lack of signifi cant height gain (after correcting for the effects of 
scoliosis) over two visit intervals (or approximately 6 to 8 months) may 
be an indication for cessation of childhood GH therapy and consider-
ation for transitioning to the adult GH therapy regimen. The issue of 
how to optimally transition GH-defi cient individuals from childhood 
to adult therapy is somewhat controversial, with some practitioners 
recommending immediate transitioning and others advocating cessa-
tion of GH therapy and periodic reevaluation of GH/IGF status and 
body composition.106 Limited experience suggests that individuals with 
PWS have a rapid reversal of body composition benefi ts with GH 
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cessation; therefore, long-term GH withdrawal cannot be recom-
mended. In all cases, careful monitoring during the transition period 
is essential.

Adult GH Therapy

As with non-PWS adults,33 the goals of GH therapy in adults with PWS 
include improvements in (1) body composition, with reduction of fat 
mass and increase in lean mass; (2) lipid profi les; (3) bone density; and 
(4) quality of life. In addition, as with treatment of children with PWS, 
improvement in muscle function is also a desirable outcome.

In contrast to childhood GH therapy, where GH dosing is based pri-
marily on body size (weight or surface area) and growth response, GH 
dosing in adults is more typically administered in a fi xed amount 
(mg/day) with adjustments based on laboratory measures of response. 
In adult patients with adequate nutritional status and normal liver 
function, the serum IGF-I level is considered to be the best clinical sur-
rogate measure of GH adequacy.

For adults with GH defi ciency, a typical starting dose is 0.1 to 0.2 mg/
day, without adjustment for weight or surface area. (Note that when 
corrected for a typical adult weight, this dose is several-fold lower 
than in children). Subsequent dose changes are often based on 
routine measurements of IGF-I at 1- to 6-month intervals, with GH 
dose changes in 0.1- to 0.2-mg/day increments/decrements to 
achieve an IGF-I level within 0 to +1 standard deviation of age- and 
sex-specifi c normal ranges. Experience suggests that a typical stable 
dose to maintain normal IGF-I levels is 0.6 to 1.0 mg/day for adults 
with PWS.

In general, IGF-I should be measured approximately 1 month after 
a GH dose change. It should be noted that IGF-I levels show consider-
able variability based on assay methodology and laboratory. Therefore, 
it is important to select a single laboratory with good reference ranges 
and quality control procedures.

Other parameters to be monitored during adult GH therapy include 
the following:

1. Weight, BMI, body fat—For the same reasons as stated for chil-
dren. Bioelectrical impedance assessment can provide a reasonably 
objective estimate of body fat, as discussed in the preceding chapter.

2. Back curvature.
3. DXA—Osteoporosis is a major cause of morbidity in adults with 

PWS; therefore, regular measurements (every 1 to 2 years) of hip and 
spine bone mineral density are recommended. Whole body DXA may 
provide useful estimates of body composition, as described in the pre-
ceding chapter.

4. Polysomnography and/or pulmonary function testing may be 
indicated in individual cases, as discussed in Chapter 5.

5. Laboratory testing—Annual fasting lipid panel, fasting glucose, 
hemoglobin A1c, and general chemistry profi le (including liver 
enzymes) may be recommended, especially for very obese patients 
and/or those with uncontrolled excessive weight gain. More fre quent 
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monitoring may be needed in the fi rst few months of therapy and 
for those patients with known T2DM, dyslipidemia, or hepatic 
steatosis.

6. Hemoglobin and hematocrit may also be included in the routine 
monitoring for menstruating women.

7. As mentioned above, IGF-I levels should be monitored as a sur-
rogate measure of GH adequacy. Whenever possible, physical activity, 
job performance, psychological status and quality of life should be 
monitored. In selected patients, cardiology evaluations (echocardio-
gram, treadmill stress test) may be indicated.

Treatment of adult GH defi ciency is presumably a lifelong necessity. 
However, there are no long-term, randomized, placebo-controlled 
studies of GH replacement in adults; therefore, clinical experience is an 
essential element for guiding therapy. Adult patients receiving GH 
therapy can be followed less frequently than children, perhaps at 4- to 
6-month intervals.

Safety and Contraindications

There are no long-term, randomized, placebo-controlled studies of GH 
therapy in any population. Safety and effi cacy monitoring of adult 
GH replacement therapy is based primarily on observational data 
from large post-marketing surveillance databases,5,87,100 which together 
contain tens of thousands of patient years of treatment experience. 
Despite the intrinsic methodological limitations of such studies due to 
the absence of a comparison (control) arm, these databases suggest that 
GH replacement is safe and confers distinct clinical benefi ts when 
administered in appropriate doses. Nevertheless, health care profes-
sionals should be aware of potential adverse events during GH 
therapy.

As described in preceding sections, GH therapy during childhood 
may be associated with changes in physical features and body propor-
tions (faces, hands, feet) due to bone growth and remodeling. In 
children with PWS, these changes generally lead to a “normalization” 
of body features and are not considered adverse effects. However, after 
epiphyseal closure, continued treatment at childhood dose levels can 
lead to a coarsening of features and bone overgrowth, as is observed 
in acromegaly. Therefore, it is important to monitor the response to GH 
during childhood and transition to adult dosage when long bone 
growth has ceased.

Scoliosis is a common, progressive condition in PWS, regardless of 
GH therapy. Therefore, all children and adults with PWS should have 
regular monitoring of back curvature and appropriate orthopedic 
monitoring and treatment. Progression of scoliosis may worsen during 
rapid growth, such as during a pubertal growth spurt or, theoretically, 
with childhood GH or gonadal steroid therapy. However, studies have 
not shown an independent effect of GH therapy on progression in 
PWS.79,81 Anecdotal reports from experienced orthopedists indicate that 
GH therapy may improve bone quality and effi cacy of surgical treat-
ment for scoliosis.
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Slipped capital femoral epiphysis (SCFE) is a childhood condition in 
which the femoral epiphyseal plate is dislocated posteriorly, resulting 
in hip (and referred) pain and an abnormal gait. This condition is 
known to be associated with non-PWS obesity and may also be associ-
ated with hypopituitarism, hypothyroidism, and GH therapy.123 A 
survey study of 898 members of PWSA (USA) revealed only one 
case of SCFE among 565 respondents, suggesting a much lower than 
expected incidence.118 However, since pain is a major presenting sign 
of SCFE and individuals with PWS are known to have an increased 
pain threshold, this could be an underestimate. Clinicians and other 
caretakers should be vigilant for abnormalities in gait that could signal 
a need for further evaluation.

GH defi ciency is associated with decreased body water101 and GH 
replacement therapy can be associated with acute retention of salt and 
water.122 In both children and adults, this can manifest as pseudotumor 
cerebri or idiopathic intracranial hypertension,123 which is associated 
with acute onset of headache, visual changes, gait disturbance, nausea, 
and dizziness. This condition is accompanied by papilledema and 
could lead to visual loss, although this complication would be unusual 
for GH-associated cases. Treatment involves cessation and/or lowering 
of the GH dose. As of this writing, there has been 1 reported case of 
pseudotumor cerebri in PWS,56 which may be comparable to the 
observed risk of 1.6 cases per 1,000 patient years in GH-defi cient non-
PWS children.123

Another manifestation of GH-related salt and water retention is 
peripheral edema, which occurs almost exclusively in adult GH-treated 
patients. This complication is said to be the most common emergent 
complaint during GH replacement therapy in adults, and it was par-
ticularly frequent in early investigations when higher doses were 
administered. As with pseudotumor cerebri, treatment involves a low-
ering of the GH dose. Mild to moderate peripheral edema has been 
anecdotally observed in adults with PWS receiving GH therapy; 
however, the frequency of this adverse event has not been defi ned. 
Peripheral edema also was reported in 3 of 12 pediatric patients with 
PWS who received higher-dose GH therapy.79,81

GH therapy of non-PWS, pituitary GH defi ciency often unmasks an 
underlying TSH defi ciency, leading to defi ciencies in T4 (thyroxine) 
and T3 (triiodothyronine). Therefore, measurement of thyroid hormone 
levels (T4, T3, and/or the free forms of these hormones) is recom-
mended for true pituitary GH defi ciency. However, this co-occurrence 
of GH and TSH defi ciency has not been reported in PWS, and repeated 
studies have not shown an increased risk for hypothyroidism, either 
central (TSH defi ciency) or peripheral (primary hypothyroidism) (see 
Medical Considerations chapter).

GH therapy can cause a decreased T4 level by increasing the con-
version122 of T4 to T3; in these cases, T4 will be low or low-normal, 
while TSH and T3 will be normal. Some clinicians choose to treat 
this condition with thyroxine, although there are no data to suggest 
treatment effi cacy. This condition is often transient, even with continu-
ation of GH therapy, and invariably resolves after cessation of GH 
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therapy. One suspected case of this occurrence has been reported in 
PWS.79

GH therapy can acutely decrease insulin sensitivity by counteracting 
endogenous insulin action. In cases where there is obesity preceding 
insulin resistance, and/or a genetic predisposition to insulin resistance, 
the addition of GH therapy can trigger the onset of T2DM. Further-
more, GH therapy could potentially worsen glycemic control in patients 
with poorly-controlled T2DM, although the longer-term effects on lean 
and fat mass may increase insulin sensitivity. Post-marketing sur-
veillance databases indicate that this type of complication may be par-
ticularly frequent in GH-treated patients with Turner syndrome or 
intracranial tumors.122 Increased frequency of GH-induced T2DM has 
not been formally reported in PWS; however, one of the authors (PDKL) 
has observed a few such cases, all of whom were very obese and had 
preceding evidence of insulin resistance or glucose intolerance. Cessa-
tion of GH treatment led to reversal of the T2DM, and subsequent 
weight control allowed restarting therapy at a lower dose without 
recurrence of T2DM. A worsening of well-controlled, pre-existing 
T2DM has not been observed with GH therapy. Some clinicians have 
anecdotally recommended that individuals with PWS not be given GH 
therapy if they have uncontrolled weight gain and/or are >200% of 
ideal body weight. GH therapy does not adversely affect carbohydrate 
metabolism in children with PWS who do not have preceding evidence 
for insulin resistance and/or glucose intolerance.69

The question of whether GH therapy may increase cancer risk has 
been raised based on limited data showing possible increases in risk 
for leukemia and colorectal cancer in GH-treated populations.92,122 This 
concern is accentuated in PWS due to suggestions, albeit not proven, 
that there may be an increased overall risk for cancer (see Medical 
Considerations chapter). Ongoing analyses of post-marketing surveil-
lance databases have not shown an increased risk for primary, second-
ary, or recurrent cancers in GH-treated individuals, including those 
with PWS.123 GH is relatively contraindicated in conditions where there 
is a known risk for cancer, such as Bloom syndrome,122 although it is 
not entirely clear that GH contributes to the risk. This contraindication 
cannot be logically applied to PWS, where the suggestion of an increased 
cancer risk has not been proven.

In 2002, Eiholzer and colleagues reported two cases of sudden 
death in children with PWS during GH treatment.44,90 These cases and 
subsequent published reports117 raised an international concern that 
GH therapy may increase mortality risk in children with PWS. A 
worldwide survey of GH-treated PWS patients through mid-2004 
revealed a total of 13 cases of death in children, aged 0.7 to 16 
years, treated for 2 weeks to 1.5 years. Although the cause of death 
was not defi nitely determined in all cases, respiratory compromise, 
often with concurrent pulmonary infection, seems to be a common 
link.

These cases spurred a worldwide interest in mortality in PWS. Pub-
lished reports indicate that over the same approximate time period, 
there have been more than 30 deaths in children with PWS who were 
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not treated with GH,17,44,90,93,108,109,111,117 and the authors are aware of addi-
tional unpublished cases. The cases with known cause of death are 
remarkably similar to those reported during GH therapy. A publication 
dated prior to regulatory labeling of GH for use in PWS advocated for 
collaboration to investigate the phenomenon of sudden death in 
PWS.108

Additional arguments against a relationship of GH therapy and risk 
of sudden death include (1) the absence of evidence for GH as a cause 
for increased contributory morbidity in PWS and (2) published studies 
showing that GH therapy improves respiratory function in PWS.55,82 
Moreover, the dose of GH is known for 11 of the 13 cases of death 
during GH therapy and all were relatively low, with only 2 individu-
als treated at or above the recommended level (0.24 and 0.26 mg/kg/
week) and the remainder treated at >0.10 to 0.23 mg/kg/week. As of 
this writing, the relationship between GH treatment and mortality in 
PWS continues to be a subject of intense investigation. However, a 
logical conclusion based on current information might be that which 
was suggested by a statement in the fi rst published report90: “The boy 
reported here  .  .  .  thus died before the effects of GH therapy could 
manifest themselves  .  .  .”

Finally, there have been anecdotal concerns that GH therapy 
could exacerbate behavioral problems in children with PWS. 
However, detailed, objective behavioral studies conducted during 
a 2-year, controlled study of GH therapy in 41 children (27 treatment, 
14 control) found no differences for measures of attentional symp-
toms, anxiety, obsessive-compulsive complex, violence, or psychotic 
symptoms.120

In summary, GH therapy in general has had a remarkable safety 
record. Adverse effects specifi cally observed in PWS are either revers-
ible with cessation or reduction of GH therapy (water and salt 
retention, exacerbation of insulin resistance) or related to pre-existing 
conditions that require separate attention (scoliosis). Caretakers should 
be vigilant for the possibility of rare events, such as malignancy, and 
for complications that are usually signaled by pain in non-PWS condi-
tions (SCFE, pseudotumor cerebri), although none of these complica-
tions have been reported to be specifi cally associated with GH treatment 
of PWS. Current concerns about the risk for sudden death in PWS are 
under investigation and a relationship to GH therapy is not supported 
by available data.

Comprehensive Care

Traditional care guidelines for individuals with PWS, including many 
of those included in this text, are based on experience in non-GH-
treated individuals. At the risk of oversimplifying, the major guidelines 
can be summarized as follows:

1. Strict dietary limitations to prevent overweight
2. Developmental, occupational, and educational therapy
3. Intensive physical therapy and exercise to counteract the hypotonia
4. Psychological/psychiatric evaluation and therapy
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Although the above therapies have provided immeasurable benefi ts 
for countless individuals with PWS and their caretakers, they produce 
no substantial changes in the characteristic body habitus, limited 
muscle mass and function, or behavior. At each stage of life, a typical, 
distinctive “look” could be expected, as clearly depicted in the life-
sequence pictures of non-GH-treated individuals included in this book 
and other references.37,70

As is also depicted in life-sequence photographs in this text and 
elsewhere,24,37 GH therapy has resulted in a remarkable change in 
the appearance and physical function of individuals with PWS, allevi-
ating many but not all of the associated morbidities as summarized in 
Table 7.1.72,73 These changes are most dramatic for individuals treated 
with GH from a young age, but may also be important for adolescents 
and adults.

Table 7.1. Morbidity and Treatment in Prader-Willi Syndrome
Morbidity Contributory Factors Therapy

Genital hypoplasia, Gonadotropin defi ciency Surgery, gonadal
cryptorchidism,  steroids
hypogonadism

Hypotonia GH/IGF defi ciency, other Physical therapy, GH
 factors not yet defi ned

Scoliosis ? hypotonia Orthopedic care

Osteoporosis GH/IGF defi ciency, GH, gonadal steroids,
 hypogonadism bisphosphonates

Respiratory Hypotonia, ?central GH, surgery, and
dysfunction component supportive care if
  clinically indicated

Obesity (increased Not fully defi ned Diet, exercise, GH
body fat,
independent of
weight)

Hyperphagia, Not fully defi ned Diet, exercise
overweight  ? GH effect

Acromicria GH/IGF defi ciency GH

Short stature GH/IGF defi ciency GH

Insulin resistance, Obesity Diet, exercise
T2DM, related  ? GH effect
conditions

Cognitive defect Not fully defi ned Behavioral and
  educational therapy

OCD-like behavior, Not fully defi ned Psychotherapy ±
psychosis  psychotropic agents

Low academic and Composite effect of Behavioral,
social functioning physical and mental educational, and
 limitations psycho-therapy
  ? GH effect
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For many of the morbidities, the full therapeutic effects of GH are 
not yet completely defi ned. GH may have a dual effect on the spectrum 
of disorders related to obesity, an acute exacerbation of insulin resis-
tance, followed by increased insulin sensitivity as muscle mass 
increases; this possibility is currently under investigation. Although 
initial data indicate potential benefi cial effects on psychosocial and 
behavioral function, long-term treatment outcomes have not been 
reported.

The improvements in physical appearance and function inevitably 
facilitate psychosocial integration and interactions. In addition, there 
may be increased resting and active energy expenditure related to 
increased muscle mass. Additionally, improved medical attention to 
gonadal steroid replacement may further enhance physical appearance 
and function. The implications of these changes for comprehensive care 
of PWS are not completely known, and are likely to be fully defi ned 
only with long-term follow-up of patients receiving GH and gonadal 
steroid replacement. However, as stated by an international consensus 
panel in 2001,36 a comprehensive team approach to the individual with 
PWS is the most logical avenue for provision of optimal care (see 
Appendix B).

We end this chapter with a few of the additional medical care 
considerations that are introduced by hormone replacement 
recommendations:

• Diet: It is not clear at this time whether GH has a signifi cant effect 
on hyperphagia, although experience suggests that dietary control 
remains a crucial element of care. However, calorie-guided diets 
must now take into account the increased requirements associated 
with GH therapy. Strict application of traditional PWS calorie limita-
tions may lead to undernutrition. Weight, body composition, and, 
for children, growth should be carefully monitored.

• Physical therapy and exercise: Traditional expectations for improve-
ment need to be raised and therapy should be individualized. For 
school-age children, mainstreaming into usual age-related physical 
education and selected other activities may be possible.

• Cognitive function and behavior: There is no current evidence that 
GH therapy improves cognitive abilities or behavior, although 
parents reported improvements in memory and school perfor-
mance120 in a controlled study of school-aged children. Therapists 
and educators should be aware that adherence to traditional assump-
tions of cognitive limitations may not be appropriate. On the other 
hand, normalization of physical appearance does not eliminate 
the need for proper attention to typical PWS-related behavior 
disorders.

• Sexual behavior: Normalization of physical function and appearance 
increases the likelihood of social interactions that may result in 
sexual activity and relationships. Age-appropriate counseling, care-
taker education, birth control precautions, and minimization of risks 
for sexual abuse and sexually transmitted disease are important 
elements of a comprehensive team approach.
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Part III
Multidisciplinary Management

Editors’ note: The behavioral characteristics, special educational and 
developmental needs, and lifelong support issues of those with Prader-
Willi syndrome appear to be universal and relatively independent of 
cultural infl uence. However, the health, welfare, and educational 
systems that provide needed services vary widely from country to 
country as a function of the cultural and fi nancial resources supporting 
those systems. Because the authors of this section are all from the 
United States, these chapters primarily refl ect the U.S. cultural and 
economic framework for provision of these services. For example, the 
chapters on speech and motor development refer parents seeking 
services such as speech therapy and physical or occupational therapy 
to state-operated early intervention programs. Those in countries with 
a national health system that provides these services as needed may 
fi nd the need to specially seek and qualify for these services quite 
foreign. Additionally, the educational sections are written within the 
framework of the U.S. system for those with “special educational 
needs.” This education system, although mandated by federal law, is 
nonetheless both funded and administered by each individual state. 
Differential interpretation and funding of these federal mandates 
among states, between local educational units and the state, and 
between parents and local educational units can be an enormous source 
of stress for parents seeking an optimal educational experience for their 
youngster. Finally, there are differences by state in the provision of 
adult care services such as supported living.

We ask forbearance from those readers whose country’s health, social 
welfare, and educational systems are signifi cantly different from those 
in the United States. Nevertheless, we hope that the experience and 
wisdom offered in the following chapters will be helpful to all in man-
aging some of the issues with which we have struggled in serving 
people with Prader-Willi syndrome.
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Neurodevelopmental and 

Neuropsychological Aspects of 
Prader-Willi Syndrome

Barbara Y. Whitman and Travis Thompson

Almost 50 years after originally described, Prader-Willi syndrome 
(PWS) continues to unfold, revealing complex physiologic, genetic, and 
behavioral mechanisms that often seem contradictory to standard 
medical and clinical understandings. This is particularly true regarding 
the accompanying neurodevelopmental/behavioral complex (some-
times termed behavior phenotype). While still primarily noted for the 
distinctive food-related behavioral constellation, PWS is characterized 
by a far broader neurodevelopmental profi le including a distinctive 
cluster of behavioral features along with mental retardation or learning 
diffi culties. Even so, this profi le is neither universal nor uniform; con-
siderable phenotypic variability is observed among affected individu-
als and in the same individual over time.

Understanding this phenotypic variability is further complicated by 
several published series that report varying rates of major behavior 
features. Some of this reported variability is refl ected in studies that 
either predate, or postdate, both consensus diagnostic criteria (1993)61 
and comprehensive confi rmatory genetic technology (mid to late 1990s, 
M.G. Butler, personal communication). Thus, part of the reported dif-
ferences may result from different ascertainment and diagnostic stra t-
egies.8,25,55 Further, previously unaccounted for genetic variation 
(chromosome 15 deletion versus uniparental disomy [UPD]) may be 
the source of additional variability.

Recent studies suggest that only hyperphagia, skin picking, stub-
bornness, and temper tantrums are common to most affected individu-
als,43 yet substantial variation is observed even among these common 
characteristics. A clear understanding of the genetically driven neuro-
behavioral profi le and the impact of environmental infl uences on the 
expression of this behavioral profi le is pivotal to addressing issues of 
intervention and remediation, yet our understanding of these aspects 
of the syndrome remains rudimentary and imperfect—a state of affairs 
that frustrates parents and caregivers alike.

In this chapter we will summarize the current understandings of the 
neurodevelopmental/behavioral aspects of PWS. It is fi rst necessary, 
however, to discuss several historical and methodological factors that 
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infl uence the status of research in this area. These include diagnostic/
genetic issues, an underappreciation of the pervasiveness of central 
nervous system involvement, inadequate cognitive and behavior 
measurement tools, and a strong bias toward measuring problematic 
behaviors.

Factors Infl uencing Current State of Research

Diagnostic/Genetic Issues

It is only in the last decade that consensus diagnostic criteria and con-
fi rmatory genetic testing for PWS have been readily available. For those 
with a deletion, genetically confi rmed early diagnosis became possible 
in the early 1980s when high resolution chromosome techniques became 
available in most cytogenetic laboratories. These techniques, however, 
required experience to avoid false positive and false negative reporting. 
Further, these techniques were insensitive to those with uniparental 
disomy.

Full, reliable and valid laboratory confi rmation was not certain until 
methylation PCR became readily available to most genetic testing labo-
ratories in the mid to late 1990s (M.G. Butler, personal communication, 
2003). Prior to that, diagnosis was often suspected but delayed until 
the emergence of the abnormal eating constellation and obesity. For 
those with a deletion, the average age at diagnosis was 6 years, and for 
those with uniparental disomy, age 9.12 Even today, a small but signifi -
cant number of youngsters appear to meet the majority of diagnostic 
criteria and match the behavioral profi le for Prader-Willi syndrome yet 
fail diagnostic confi rmation by genetic testing. Earlier study popula-
tions that had neither the benefi t of standardized criteria nor genetic 
confi rmation likely included some persons who did not have PWS; the 
infl uence of these individuals on the data is indeterminable at this 
point. Further, even among those with PWS, study participation may 
have been biased toward those with the most intense or severe 
behaviors.

Thus while behavior studies prior to the early 1990s can be helpful, 
later studies of behavior that include only those with genetic confi rma-
tion of PWS must be given greater weight. Further, since robust and 
reliable categorization of genetic subtype (deletion, uniparental disomy 
[UPD], or imprinting center defect) is even more recent, studies of the 
differential impact of genetic subtype on behavioral outcomes are in 
their infancy.

Underappreciation of the Pervasiveness of Central Nervous 
System Involvement

Because of the constellation of metabolic abnormalities associated with 
PWS, the (hypothesized) central etiologic role of hypothalamic dys-
function is frequently emphasized, often to the exclusion of other brain 
mechanisms. Yet the typical pattern of cognitive and learning defi cits 
associated with PWS makes it clear that PWS is a pervasive (affecting 
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many areas of the brain) neurodevelopmental disorder. Affected indi-
viduals evidence a wide range of cognitive (dis)abilities, often with an 
overlay of emotional symptoms (depression, anger dyscontrol) that 
derive, in part, from interactions with particular environments. Four 
separate sources of cognitive defi cits have been identifi ed: (1) depressed 
general cognitive functioning or IQ,73 (2) general processing defi cits 
including short-term memory,90 (3) language processing defi cits,7,69 and 
(4) an inability to meld diverse and detailed internal information into 
relevant higher-order abstract and metacognitive concepts that guide 
behavior over the long term.82,93 Each of these defi cits implies the 
involvement of multiple neural systems, far beyond that predicted 
from hypothalamic dysfunction alone. Additionally, affected indivi-
duals display an evolving, multistage behavioral picture that differs 
somewhat between those with a deletion and those with uniparental 
disomy. Again, hypothalamic dysfunction alone renders an insuffi cient 
accounting of the observed complexities. Clearly the neurodevelop-
mental/neurocognitive picture associated with PWS refl ects the dys-
function of a distributed brain system, the complexities of which have 
yet to be described either anatomically or neurophysiologically.

Inadequate Cognitive and Behavior Measurement Tools

Tools that measure cognition and behavior are frequently imprecise 
and focus on only a small segment of behavior. For instance, many IQ 
tests fail both to detect and to account for speech and language defi cits. 
And while speech and language defi cits can be separately tested, the 
interplay between speech and language defi cits and uneven cognitive 
abilities is more diffi cult to demonstrate. Additionally, many earlier 
studies failed to use standardized behavioral measures, or used meas-
ures standardized on cognitively normal populations. The uncritical 
application of measures standardized in normal or non-PWS popula-
tions may inaccurately describe and overestimate the severity of behav-
iors noted in affected individuals. Further, some researchers measure 
the occurrence of specifi c behaviors44,45; others use measures that 
summarize several behaviors into more abstract conceptual groupings 
(e.g., the internalizing/externalizing factors of the Child Behavior 
Scale by Achenbach25,38) and personality traits (e.g., California Child Q 
Set24,86), the relevance of which for a PWS population has yet to be 
established.

An additional measurement problem is found in a number of studies. 
Both children and adults with PWS can be particularly diffi cult to test. 
Shortened attention spans and reduced tolerance for things that are 
diffi cult for the individual, combined with expressive language diffi -
culties and, for many, slower-than-average processing speeds, fre-
quently lead to behavioral refusals to complete testing protocols. As a 
result, many studies that use IQ scores as an independent variable rely 
on reports from previously administered tests for which the reliability, 
validity, and margin of error surrounding test administration cannot 
be established. Therefore results from studies using this methodology 
for determining IQ must be considered tentative.
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A Bias Toward Measuring Problematic Behaviors

From the earliest efforts, behavioral studies have been primarily focused 
on describing and quantifying the development and severity of prob-
lematic behaviors and emotional/psychiatric disorders associated with 
PWS to the exclusion of behavioral strengths. Despite a clear call by 
Dykens et al.38 in 1992 to include investigations of strengths and adap-
tive behaviors, this remains a rare focus in subsequent studies. More-
over, many studies include an age range encompassing infants through 
middle adulthood measured at a single point in time. Such a methodol-
ogy makes it diffi cult to understand age-related behavioral issues. 
Further, depending on the nature of the investigation, the use of a 
comparison group may be appropriate, but defi ning an appropriate 
comparison group presents additional diffi culties.34 Newer brain 
imaging and neurophysiologic techniques offer an avenue for develop-
ing a more complete understanding of the neurobiologic substrate of 
behavior, but these techniques can be particularly diffi cult to use with 
this population.

Despite these diffi culties, studies across time, taken together, provide 
a broad, general picture of behavior in PWS. Let us look at the various 
components of this complex behavior as we currently understand 
them.

Food-Related Behaviors

As indicated, the neurobehavioral picture associated with Prader-Willi 
syndrome is far broader than the food-related behavior constellation. 
Nonetheless, this constellation remains the primary defi ning feature of 
the syndrome for most family, health, and other care providers. And, 
when poorly or improperly managed, hyperphagia along with the 
resulting obesity and the associated negative behavior usually are the 
central diffi culties for which families seek help. However, hyperphagia 
is only one of many behaviors in the food-related behavioral constel-
lation, which also includes preoccupations surrounding food; food-
seeking/foraging; sneaking, hiding, and hoarding; eating unusual 
food-related items (sticks of butter, used cooking grease, dog food, 
decaying or rotten food, food-fl avored items such as shampoos, etc.); 
and for many, manipulative and occasionally illegal behaviors in an 
effort to obtain food.

Hyperphagia is not unique to PWS; several syndromes and condi-
tions include some degree of hyperphagia (e.g., fragile X syndrome, 
Kleine-Levin syndrome, and “normal” obesity). Nonetheless clear dif-
ferences distinguish the eating patterns associated with PWS from 
those of other conditions. Foremost among these is the age-related 
emergence, rapid escalation, and intensifi cation of hyperphagia follow-
ing several years of normal to poor eating and often failure-to-thrive.30 
Further distinguishing characteristics include duration of eating, 
amount of food eaten, and a delayed to absent deceleration of eating 
when satiety should be apparent. Further, the hyperphagia remains 
refractory to even the most recent anorexigenic medications.
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Several studies have compared the duration of eating of those with 
PWS with that of control subjects (either obese of non-syndromic origin, 
normal weight, or other genetically disordered individuals).48,57,100 
Common to all studies was full access to food by all subjects for a full 
hour. And in all studies those with PWS, except for the very youngest 
participants, continued to eat throughout the hour, while control sub-
jects stopped eating within 15 to 20 minutes. For most nonaffected 
individuals, a deceleration of eating is observed prior to complete 
eating cessation. Many with PWS showed a slight tendency toward 
longer pauses between bites near the end of the study hour, however 
there was no indication that those with PWS would have totally ceased 
eating had food continued to be made available.

Noting the tendency toward slightly longer pauses near the end of 
the study hour, several follow-up studies used a similar methodology 
with the exception that when the participants with PWS appeared to 
be fi nished, they were asked to leave the room.2,70 With this slight 
modifi cation, all participants with PWS fi nished eating in 45 minutes. 
This was still substantially longer than control subjects, who, as before, 
completed eating in 15 to 20 minutes. In addition to an extended 
duration of eating compared with control participants, those with 
Prader-Willi syndrome consumed far greater quantities of food than 
nonaffec ted controls. Several authors reported that even when those 
with PWS appeared sated and stopped eating, the satiety was short-
lived and food seeking resumed far more rapidly than in an unaffected 
population.57

The failure of appetite control is also refl ected in studies designed to 
look at food choices of persons with Prader-Willi syndrome, particu-
larly those that look at a choice between a larger quantity of food versus 
a smaller quantity but more desirable food.13,51,85 A recent study offered 
a choice between immediate access to a small amount of a previously 
determined favorite food of the participant versus a larger amount of 
a less-preferred food following a brief time delay.64 Seven persons with 
PWS and six matched obese persons participated. In all instances, those 
with PWS opted for the delay followed by the larger quantity, while 
the control group was equally likely to select the smaller amount of 
more-desired food as to delay for quantity. A similarly designed, larger 
follow-up study offered an immediate but small amount of a desired 
food versus a delay followed by a larger amount of the same food. 
Similar results were obtained.

That food seeking is prevalent among those with PWS is not surpris-
ing, given these results, and indeed at least 50% of those affected 
actively seek food31 including foraging for food and food stealing.5,62 
Food seeking typically occurs covertly. Clinical data and anecdotal 
reports are rife with stories of food-seeking incidents by affected indi-
viduals and the impact of these behaviors on obesity management, 
family stress, and the ultimate adjustment of both the affected indi-
vidual and his/her family1,17,43. For some, food seeking is opportunistic; 
that is, if food is accessible and usual caretakers are absent or otherwise 
preoccupied (e.g., parent talking with a friend), the affected individual 
seizes the opportunity, often hiding the prize (usually in clothes) for 
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later consumption. Others are more active in making opportunities, 
such as “borrowing” money from a parent’s wallet for later food pur-
chase, or asking to use the school restroom and while en route “check-
ing out the desk” of a teacher known to keep candy in a desk drawer. 
At the most severe end, many look for every opportunity to escape the 
confi nes of a caregiver so they can seek food, be it from neighbors, local 
groceries, or any other source of abundant food.

In addition to extraordinary food-seeking and eating behaviors, even 
ordinary conversation refl ects a constant preoccupation with food. 
Clinical descriptions indicate a constant need to know when the next 
food will be available, what that food might be, how much will be 
served, how it will be cooked, and an assurance that the information 
provided is certain. In the larger environment, food or restaurant 
advertisements, newspaper and magazine pictures and recipes, and 
other visual reminders of food frequently become the subject of discus-
sion and “collections.” And jigsaw puzzles, a favorite pastime of many 
persons with PWS, become even more enjoyable when the subject of 
the puzzle is food related.

Etiology of the Abnormal Food-Related Constellation

The etiology of hyperphagia in PWS has long been attributed to a 
hypothalamically mediated failure of satiety control,21,57,70 a view at 
least partially supported by post-mortem documentation of specifi c 
hypothalamic abnormalities.81 However, other emerging possibilities 
suggest a far more complex etiology than previously considered,11,56 
including a complete theoretical reorientation that views PWS as a 
starvation syndrome rather than an obesity syndrome. In this view, the 
obesity of PWS is seen as resulting from a physiologic signaling defect 
indicating that the body is in a constant state of starvation, similar to 
that of malnourished youngsters.59,68 While the implications of this 
reorientation compared with the view of PWS as an obesity syndrome 
are beyond the scope of this chapter, such a possibility suggests a basis 
for explaining the failure of the food-related behaviors to respond to 
anorexigenic or obesity medications.

In the absence of adjunctive medications, treatment remains primar-
ily behavioral and preventive. Strategies for preventing and coping 
with this behavior vary according to individual characteristics and 
family needs.52 A more complete discussion of these strategies is found 
elsewhere in this volume (see Chapters 12 and 18).

Cognitive Characteristics

Level of Intellectual Functioning

Decreased intellectual functioning, presumably in the form of mental 
retardation, was among the four original defi ning characteristics of 
PWS.32,71,99 Those studies12,22,33,39,55,63,99 in which individual test results or 
ranges have been reported document a wide range of intellectual abili-
ties, with overall IQ scores ranging from 12 to 100. Curfs’s and Fryns’s23 



 Chapter 8 Neurodevelopmental and Neuropsychological Aspects of PWS  251

oft-quoted summary of 57 studies including 575 individuals of unspeci-
fi ed ages from a number of countries yielded the following distribution 
of IQ scores: Normal 4.9%, Borderline 27.8%, Mild Mental Retardation 
34.4%, Moderate Mental Retardation 27.3%, Severe to Profound Retar-
dation 5.6%. However, methodologic concerns render these fi gures 
questionable. First, the included studies varied from case reports to 
large surveys. Few of the study populations were genetically con-
fi rmed, raising the likelihood that the studies included those who did 
not have PWS. Further, few authors reported the basis for determining 
mental retardation, a fairly important issue for the time period, consid-
ering IQ thresholds for mental retardation were substantially higher 
than present criteria. (Prior to 1973, Full Scale IQ scores of less than 85 
were considered in the mental retardation range. A 1973 revision of 
criteria lowered thresholds for mental retardation to Full Scale IQ 
scores of less than 70.) Further, many studies failed to include measures 
of adaptive behavior, relying solely on IQ scores to determine the pres-
ence of mental retardation, thus failing dual criteria requirements.

In addition to uncertainties regarding the criteria for determining the 
level of cognitive functioning, there are equally important method-
ological concerns regarding IQ measurement and the validity of the 
scores included in the Curfs and Fryns survey.23 Recall that these 
percentages within IQ ranges were calculated by averaging across a 
number of studies. Both the instruments used and the testing methods 
varied widely across studies. Studies that use a broader range IQ test 
(e.g., the Wechsler series) obtain different IQ results than those using a 
more narrowly focused, verbally based instrument (e.g., earlier ver-
sions of the Stanford-Binet) that emphasizes verbal abilities more 
heavily than non-verbal abilities. Secondly, there was no standardiza-
tion across testing methods nor among those administering the tests. 
Thus some studies administered all the required subtests while others 
administered a subset and prorated overall scores from that subset. In 
addition, some studies required completion of all test protocols at a 
single sitting, while others spread the testing over several days in order 
to minimize interference from short attention spans and fatigue. Thus, 
differences in scores may refl ect differences in tests and administration 
rather than real differences in intellectual abilities. Further, there was 
a wide age range included in the studies. For example, in a study 
including those from age 4 years to age 44 years, reported IQ scores 
may include many who are age 4 and whose test results indicate IQ 
scores obtained at age 4. This same study may also include three 
persons who are age 20. However, the included IQ scores were mea-
sured at different ages for each individual, such as age 12 for one, 16 
for another, and 20 for the third. Finally, there is no accounting for the 
impact of educational differences on IQ scores among the studies.

A valid determination of cognitive ranges requires: (1) genetic con-
fi rmation of the diagnosis; (2) directly and validly administered, 
age-appropriate standardized testing; and (3) measures of adaptive 
behavior. While several recent studies included genetic confi rmation of 
the study population, few included direct IQ assessment and determi-
nation of adaptive status, depending instead on previous school-based 
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or developmental clinic testing.43 Others utilized prorated scores from 
selected subtests or combinations of these methods1,39,50,78 Five recent 
studies meet the majority of these criteria. They are summarized in 
Table 8.1. The Israeli data54 are remarkable for the large percentage of 
children testing in the normal range. The authors reported that this 
sample of 18 represents 86% of the total number of individuals with 
Prader-Willi syndrome known in Israel. Clearly this population has a 
distribution of IQ scores that is quite different from the remaining four 
studies, so it will be considered separately. Averaging across the four 
remaining studies, all with approximately the same number of partici-
pants, 25.5 % have IQ scores above 70, 43% score in the range of Mild 
Mental Retardation, 27.7% in the region of Moderate Mental Retarda-
tion, and 3.8% in the Severe to Profound range. When compared with 
Curfs’s and Fryns’s 1992 estimates,23 this combined sample of 203 
subjects yields substantially fewer who score in the Borderline to 
Normal range (32.7% versus 25.5%) and a substantially greater portion 
scoring in the category of Mild Mental Retardation (see Table 8.2). 
Recall, however, that these are cognitive scores only. Although most 
authors administered an adaptive behavior measure, most did not 
report these scores. If we assume that many with IQ scores in the 70–75 
range would be reclassifi ed as mildly mentally retarded on the basis of 
their adaptive beha vior profi les, then these fi gures are only approxi-
mate, with the true percentages in the borderline range expected to be 

Table 8.1. Recent Studies of IQ in Individuals with Prader-Willi Syndrome
 Percent of Subjects Testing in Each IQ Range

   Avg Normal  Borderline Mild Mod. Severe/
Study N Age    MR MR Profound

Einfeld et al.43 46 17.7a  21.6*  64.9 13.5 0.0

Gross-Tsur et al.54 18 14.3b 17.0 (73.0)* 56.0 27.0  0.0 0.0

Descheemaeker et al.28 55 14.1c  9.0 (25.4)* 16.4 27.3 40.0 7.3

Whittington et al.98 55 21.0d  5.5 (31.0)* 25.5 41.8 27.2 0.0

    IQ ≥ 70  60–69 50–59 £49

Roof et al.72 47 23.2e  24.0*  38.0 30.0 8.0
* Subjects testing at Normal or Borderline; the numbers in parentheses are sums of the Normal and Borderline 
subjects in those studies, provided for comparison purposes with the Einfeld et al. and Roof et al. data.
a Age range: NA. Only half of subjects genetically confi rmed; most IQs from records. (S.L. Einfeld, personal com-
munication, 2004)
b Age range: 8.3–23.5 yrs. Did not give a measure of adaptive functioning.
c Age range: 1–49 yrs. (A. Vogels, personal communication, 2004)
d Age range: 5–46 yrs.
e Age range: 10–55 yrs.
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somewhat lower while those in the mild mentally retarded range would 
be somewhat higher.

At least one group of authors98 suggests that (with the exception of 
the Israeli group) the distribution of scores approximates the normal 
curve usually associated with IQ scores, but with a mean shifted down-
ward 30–40 points. They attribute this to a “direct and specifi c effect 
on brain development because of the absence of expression of an 
imprinted gene that is part of the PWS genotype.”98 This explanation, 
however, cannot account for the very different distribution underlying 
the Israeli data. To the extent that the Israeli scores refl ect real differ-
ences in cognitive functioning, the source of these differences must be 
investigated.

Stability of Cognitive Functioning

In addition to the levels of cognitive ability, several additional aspects 
of cognitive functioning have been investigated. Early cross-sectional 
reports suggested that IQ scores in PWS decline with age22,32,76 Subse-
quent studies failed to support a decline in IQ scores over time,39,53 
leading to the conclusion that, in contrast to other genetic disorders 
(e.g., fragile X and Down syndromes) the cognitive trajectories of those 
with PWS appear to be stable over time. However, the issue is again 
raised when examining the Israeli and Belgian data (data provided by 
A. Vogels; personal communication, 2004). In the Israeli data, signifi -
cant age-related differences are apparent among those with a deletion. 
Subjects 12 years and under had signifi cantly higher Full Scale IQ 
scores (78 versus 67, p < 0.10) and Verbal IQ Scores (86 versus 66, p < 
0.05) than those over 12. No age-related differences were found in 
Performance IQ or Child Behavior Checklist Scores. The UPD sample 
size was insuffi cient to examine this issue. Similarly, dividing the 
Belgian data into those over (IQ = 57.2) and under age 12 (IQ = 63.8), 
a trend toward a signifi cant reduction (p = 0.09) in IQ scores is noted 
for the older group. The English data (J.E. Whittington, personal com-
munication, 2004), however, do not follow this trend. Full clarifi cation 
of this issue requires longitudinal studies of several cohorts of affected 
individuals.

Table 8.2. Estimates of IQ in Prader-Willi Syndrome Based on Multiple Studies
  Percent of Subjects Testing in Each Range

  Normal Borderline Mild Mod. Severe/Profound
Survey N   MR MR

Curfs and Fryns23a 575 32.7  34.4 27.3 5.6
Authorb 203 25.5  43.0 27.7 3.8
a Summary of 57 studies; subjects’ ages unspecifi ed.
b Averages of data from four recent studies shown in Table 8.1, excluding data from Gross-Tsur 
et al.54
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Academic Underachievement

It is generally accepted that across the cognitive spectrum, academic 
performance is substantially below that predicted by overall IQ scores, 
although exceptions are noted.9,39,72,90,97 Part of this discrepancy may be 
a computational artifact associated with the calculation of Full Scale, 
Verbal, and Performance IQ. When test protocols are closely examined, 
most affected individuals demonstrate wide individual variability 
among the subtest scores comprising an overall IQ (subtest scatter). 
This uneven pattern of cognitive abilities is similar to that seen in chil-
dren with learning disabilities.26,54 When signifi cant subtest variability 
exists, overall IQ scores are an unreliable and frequently inaccurate 
predictor of cognitive abilities, even among a population unaffected 
with PWS.

The remainder of the discrepancy is most likely attributable to spe-
cifi c areas of learning disability as indicated by the subtest scatter. The 
three areas most impacted are variously cited as reading, spelling, and 
arithmetic. The impact of these learning disabilities on academic 
underachievement varies by academic domain and by genetic sub-
group. Roof et al.72 compared the intellectual features and academic 
achievement of 24 persons with a deletion subtype and 14 persons 
with UPD. On average, those with UPD had signifi cantly higher Verbal 
IQ scores than those with a deletion. Additionally, Verbal IQ scores 
exceeded Performance IQ scores for those with UPD, while those with 
a deletion evidenced the opposite pattern. When Verbal and Perfor-
mance scores are averaged to yield an overall IQ, the IQ scores are not 
signifi cantly different between the two groups. Thus, it appears that 
those with UPD may have relatively greater verbal skills, while those 
with a deletion evidence relatively greater visual-perceptual-spatial 
abilities. Since each of these relative strengths would have a differen-
tial impact on academic outcomes, there was no overall difference in 
performance between the subtypes. By contrast, two recent studies 
found that, on average, those with a deletion do substantially poorer 
on reading and spelling than do those with UPD (many of whom reach 
expected achievement levels in these two areas). There is little differ-
ence between the two groups on math skills, which are uniformly 
depressed.9,97 In addition, among those with a deletion, the size of the 
deletion differentially impacts academic outcomes. Those with a type 
I deletion lose an additional 500 kb of genetic material in addition to 
what is missing in type II deletions.9 Measures of academic achieve-
ment are strikingly poorer for those with a type I deletion than for 
those with a type II. To the extent that these differences exist, they may 
further refl ect differences in brain development due to varying amounts 
of material on the paternally contributed member of the chromosome 
15 pair.

Specifi c Defi cits in Learning, Memory, and Cognitive Processing

A number of investigators have examined the relationship between 
intellectual defi cits, academic underachievement, and specifi c cogni-
tive processing defi cits. Findings suggest defi cits in visual and auditory 
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attention and short-term memory, whereas long-term memory appears 
less impaired.

There are few studies on learning and memory in PWS. Warren and 
Hunt90 found children with PWS performed less well on a picture rec-
ognition task than children with mental retardation of unknown etiol-
ogy matched for chronological age and IQ. The two groups of children 
performed similarly on a task meant to measure access to long-term 
memory. The authors concluded children with PWS have a defi cit in 
short-term visual memory, but not in long-term visual storage. The 
authors also compared cognitive capabilities of adults with PWS and 
controls matched on mental age and IQ. PWS participants with diffi -
culty in short-term memory processing lost more information that was 
learned over time compared with controls. A recent study by Stauder 
et al.75 extends these earlier fi ndings, documenting that the auditory 
modality in PWS is even more affected than the visual and that short-
term memory is impaired. As with other areas of cognitive processing, 
genetic subtype exerts an infl uence. The recent work of Joseph at al.65 
found that visual memory is a specifi c strength among individuals with 
maternal disomy. Specifi cally, she found that the rate of short-term 
memory decay among individuals with maternal disomy was consid-
erably slower than that of either PWS individuals with deletions or 
matched controls.

Visual perception, organization, and puzzle-solving skills have been 
reported as relative strengths in some people with PWS. Taylor and 
Caldwell84 reported Wechsler Adult Intelligence Scale (WAIS) subscores 
for adults with PWS and obese control participants matched for overall 
IQ. The highest subtest scores for the participants with PWS were on 
picture completion, object assembly, and block design. Similarly, block 
design on the Wechsler Intelligence Scale for Children (WISC) emerged 
as a strength for 9 of 26 children with PWS,26 suggesting that some 
individuals with PWS have the ability to recognize and evaluate fi gural 
relations greater than would be expected based on other aspects of 
cognitive functioning.

To the extent that there are fundamental visual processing differences 
between genetic subtypes, these differences would be refl ected in more 
basic cognitive-perceptual processes. Fox et al.49 looked at subtype dif-
ferences in the discrimination of familiar shapes (square, rectangle) 
generated through the motion of random elements. While not in normal 
ranges, the deletion group performed as well as others with non-
specifi c intellectual disability, but the UPD group was signifi cantly 
worse. However, in a follow-up study using photographs of familiar 
non-food and food-related objects, the UPD group demonstrated better 
short-term visual memory than the deletion group. Thus the question 
of subtype differences in basic cognitive processes and intellectual 
abilities remains open.

Additional cognitive processing differences are suggested in the 
work by Dykens et al.39 Using the Kaufman Assessment Battery for 
children, the authors report signifi cant sequential processing defi cits 
with relatively stronger simultaneous processing abilities in a group of 
adults with PWS of mixed genetic origin. This must be considered a 



256  B.Y. Whitman and T. Thompson

tentative fi nding as the population tested was outside the age ranges 
for which the test was standardized and normed. Reports of superior 
puzzle-solving ability in PWS individuals would be consistent with 
this hypothesis.35,60 Additional studies of the basic cognitive processes 
(visual and auditory perception, visual and auditory processing, and 
memory) and learning styles are critical for designing more effective 
educational and behavioral programs.

Language Processing Defi cits

The speech and language characteristics of those with PWS are dealt 
with at length elsewhere in this volume (see Chapter 9). This section 
provides a brief summary of these fi ndings as one aspect of the neuro-
developmental and neurocognitive components of PWS. A number 
of authors document delays in spoken language development (e.g., 
Kleppe66). While these delays may, in part, refl ect poor muscle tone and 
reduced breathing capacity leading to reduced oral motor skills, it also 
appears that defi cits in understanding and using language impact both 
spoken and written language. Language development typically follows 
a progression from hearing and understanding (receptive language) to 
speaking (expressive language) single words, two-word phrases, two-
word sentences, and eventually interactive conversation. A number of 
speech-related diffi culties have been found: (1) both delays and defi -
ciencies in receptive language including diffi culty with auditory dis-
crimination (later, phonics or sounding out words is usually impaired), 
(2) vocabulary defi cits, (3) sub-optimal understanding of sentences,82 
(4) limited ability to talk in sentences, and (5) poor understanding and 
use of language in a communicative context (pragmatic skills).

Higher-Order Processing Defi cits

While a number of authors allude to higher-order processing defi cits, 
little direct research has been done in this area. However, indirect evi-
dence strongly indicates marked diffi culties in this area. Higher-order 
cognitive processing encompasses such abilities as abstract thinking, 
executive functions, and metacognitive abilities. A number of authors 
describe the concrete thinking style associated with PWS across cogni-
tive capacities. Thus, many affected individuals will show an inability 
to change perspectives even when proven wrong79,82 and an inability 
to generalize from one situation to another or to see the commonalities 
across situations. In addition, many affected individuals are co-morbid 
for Attention-Defi cit Disorder (ADD), demonstrating both attentional 
defi cits and impulsivity in multiple settings.54,95 Metacognitive abilities 
are defi ned as “thinking about thinking” or the use of executive pro-
cesses in overseeing and regulating cognitive processes. Both the con-
creteness and rigidity of thinking, combined with attentional defi cits 
and the judgment failures of impulsivity give evidence to a marked 
lack of metacognitive processes. Thus, both academic and social func-
tioning are impacted by an inability to mobilize executive functions 
and use memory, visuomotor skills, language, and judgment in concert 
to solve multifaceted problems.



 Chapter 8 Neurodevelopmental and Neuropsychological Aspects of PWS  257

Behavior and Personality

Not illogically, both early and recent work in this area has been heavily 
focused on understanding the developmental trajectory, range, and 
severity of problem behaviors frequently associated with PWS. There 
has been relatively less focus on the positive behavior characteristics 
and personality strengths. In part this seemingly skewed focus refl ects 
a continuing critical need for effective intervention programs. It may 
also refl ect a real characteristic of the behavioral picture associated with 
PWS, i.e., a tendency toward a “negative” personality profi le with a 
preponderance of diffi cult behaviors. Multiple studies using multiple 
behavior measures clearly document that, separate from the food-
related behavioral diffi culties, affected individuals are more prone to 
behavioral disturbances including age-inappropriate temper tantrums, 
stubbornness, skin picking, impulsivity, and ritualistic and repetitive 
behaviors14,18,38,41,55,80,95 Further, the overall rate, severity, and chronicity 
of these disturbances are frequently more intense than those associated 
with comparable genetic or cognitive impairments17,25,40 or other obese 
groups.1 However, this diffi cult behavior picture is largely absent for 
the fi rst few years of life. Indeed, most authors agree that, on the whole, 
infants and young toddlers with PWS are affectionate, placid, generally 
cheerful, largely compliant, and usually cooperative. Further, most 
authors agree that as the hyperphagia emerges, a separate and dis-
tinctly negative behavioral shift is also observed.4 Unfortunately, the 
historic reliance on hyperphagia for diagnostic confi rmation delayed 
systematic observation of these early behavioral characteristics until 
genetic technology supported early diagnosis. Thus, until recently, 
there was little available data regarding the behavioral and emotional 
characteristics of the fi rst 2 years of life beyond that found in routine 
medical records. Therefore the question to be posed is: Is this shift 
simply a normal developmental process (i.e., the “terrible twos”), or is 
this an age-related expression of Prader-Willi syndrome—or both?

Behavior Development Across Time

At least three recent studies have looked at the nature of behavior 
changes in toddlers with PWS.1,29 Akefeldt and Gillberg1 examined 
three groups of affected individuals seeking to determine (1) which 
behavior and personality characteristics in PWS are primarily linked 
to the syndrome and not to cognitive levels or weight and (2) if behav-
ior problems are age-related. The youngest group ranged in age from 
8 months to 43 months; a second group ranged from 7 to 36 years of 
age and had received no medication treatment of any sort (either psy-
chotropics or growth hormone); while a third group ranged in age from 
4 years 2 months to 36 years 3 months and had received some kind of 
medication treatment. An age- and BMI-matched comparison group, 
approximately half of whom were also mentally retarded, served as 
controls. Behavior was measured with (1) the Swedish translation of 
the Rutter scales, a parent report instrument of behavior problems in 
the home setting; (2) the Asperger and High Functioning Autism 
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Screening Questionnaire; and (3) the Eating Attitudes Test. All but the 
youngest group were also administered the Birleson Depression Ques-
tionnaire. In addition, the youngest group had a mean Rutter score of 
2.8 while the two older groups had mean scores of 11.6 and 12.8, respec-
tively. Within the youngest group, parents reported an accelerating 
interest in food and an increased need for routine beginning around 
age 2 and a subsequent increased tendency toward stubbornness 
emerging around age 3. While some of these changes may refl ect 
normal developmental processes (e.g., the “terrible twos”), unlike 
typically developing youngsters, the data indicate that those with 
PWS evidence no remission from this stage. Instead the data point to 
an evolving, increasingly diffi cult behavioral picture that intensifi es 
with age.

Individuals with PWS aged 7 years and older showed a specifi c 
behavior pattern and characteristic personality traits that clearly dif-
ferentiated these youngsters from the controls. These were skin picking; 
fussy, overly particular behavior; insistence on certain routines; aggres-
sive behavior; very changeable mood; and preoccupation with food. 
Many of these behaviors were already present in those younger than 
age 5. A similar study of 58 individuals aged 3 to 29 years yielded 
essentially the same fi ndings.77

Dimitropoulos et al.29 sampled 105 children ranging in age from 2 to 
6 years. These children were compared with an age-matched group of 
children with Down syndrome and a separate age-matched group of 
typically developing children. All groups were compared on the Early 
Child Developmental (age 2) or the Preschool Child Developmental 
(age 3) Inventories, a tantrum behavior survey, and a Compulsive 
Behavior Checklist for Clients with Mental Retardation. The children 
with PWS were clearly distinguished from both the youngsters with 
Down syndrome and the typically developing children. All groups 
demonstrated an emergence and escalation of both food-related and 
other tantrums; a shorter tolerance for frustration combined with an 
overreaction to frustration; repetitive and ritualistic behavior; and other 
behavior problems including increasing oppositional tendencies, a less-
ened ability to “go with the fl ow,” and increasing stubbornness and 
“rigidity.” However, the two comparison groups exhibited such behav-
iors only transiently; that is, the problems appeared and then subsided. 
The development of such behaviors in those with PWS was not 
transient, instead seeming to escalate with increasing age. Additionally, 
the onset of these behaviors in the PWS group was independent of 
intellectual, language, and motor abilities. For some with PWS, skin 
picking was already beginning to emerge. Taken together, these studies 
strongly indicate that the early emergence of unremitting negative 
behaviors is more likely a syndrome-driven phenomenon rather than 
an age-related, normal developmental process. However, since these 
scores are cross-sectional rather than longitudinal (i.e., following the 
same group over time), further investigation is warranted.

Other authors have also looked at the second shift that was previ-
ously indicated as occurring somewhere around 7 to 8 years of age. 
These changes include an escalation of the earlier-described behavioral 
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pattern along with a signifi cantly increased rigidity of behavior,1,24 
including the tendency to “get stuck” on a thought or question; increas-
ing concerns for real and imagined worries; less responsiveness to 
caregivers’ efforts to elicit fl exibility, to redirection, or to “calming 
down until reasonable” alternatives; a tendency to “fl y off the handle”; 
and a clear falling behind age-matched peers in social skills. At this age 
point, both skin picking and daytime sleepiness stand out as major 
behaviors that distinguish this group of children with PWS both from 
younger children with the syndrome and from other age-matched chil-
dren with mental retardation. At the level of personality traits, parents 
of children with PWS report their children as less agreeable, having 
lower emotional stability and openness, and showing increased irrita-
bility compared with age-matched, typically developing peers.86

Emotional lability; temper tantrums; skin picking; repetitive, ritual-
istic, and compulsivelike behaviors; and hoarding become particularly 
prevalent in adolescents with PWS, distinguishing this age group from 
both younger children and older individuals with PWS, as well as from 
typical adolescents.14,38,55,91 Furthermore, these diffi culties persist into 
early adulthood.25,43,53,95 Although some behavior modulation is often 
seen in later ages, nonetheless problematic behaviors still exceed those 
seen in other comparison groups.17,43

Unlike many other genetic syndromes, the behavior differences 
among those with PWS appear to be largely independent of gender, 
cognitive level, or weight, although an occasional study has reported 
a sex- or weight-specifi c fi nding.24,36,95 By contrast, genetic subtype may 
differentially infl uence the behavioral picture. An early study by 
Wenger et al.92 indicated no difference between those with a deletion 
and those without; however this study was conducted prior to routine 
genetic confi rmation, particularly of those with uniparental disomy, 
and may have included individuals who did not have PWS. Dykens 
et al.37 compared the problematic behavior of 23 genetically confi rmed 
individuals with a deletion and that of 23 age- and gender-matched 
PWS persons with genetically confi rmed UPD. Their fi ndings sug-
gested that, compared with those with UPD, individuals with a dele-
tion had both a greater quantity of and more severe problematic 
behaviors. Specifi cally, those with a deletion had more problematic 
eating behaviors, were more underactive, were more withdrawn, 
sulked more, more often skin-picked and bit their nails, and engaged 
in more hoarding behavior. Those with a deletion also obtained higher 
severity scores on the Yale-Brown Obsessive Compulsive Scale (Y-
BOCS) than did the UPD group. Butler et al.9 compared 12 individuals 
with type I deletions to 14 individuals with type II deletions and 21 
with UPD. In general, those with type I deletions had poorer behavior 
and psychological functioning coupled with reduced independent 
behaviors than those with either type II deletions or UPD. In most, but 
not all, instances those with a type II deletion scored midway between 
those with a type I deletion and those with UPD. However, studies by 
Gross-Tsur54 and Steinhausen et al.77 found no behavioral differences 
between the typical deletion and UPD genetic subtypes. The behavioral 
impact of genetic subtype appears to be extremely complex, requiring 
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further research to fully understand. Indeed, genetic subtype may have 
a greater infl uence on the later development of psychiatric disorders, 
a subject to which we will later return.

Vogels et al.89 assessed the personality dimensions of extroversion, 
agreeableness, consciousness, emotional stability, and openness to 
experience. In general, those with PWS scored more negatively on all 
dimensions than age-matched controls. This was particularly true for 
the subdimension of benevolence. A further difference was found 
between those with the isodisomy form of UPD (two identical mater-
nal chromosome 15 s) and those with imprinting center defects. The 
children with isodisomy UPD were signifi cantly more benevolent 
and conscious (or more empathic and considerate) of others than were 
children with imprinting center defects. This is one of the few studies 
to assess personality on standard personality measures.

Adaptive Behavior

There has been very little formal assessment of adaptive behavior func-
tioning in persons with PWS. Taylor83 reported Adaptive Behavior 
Scale (ABS) data from an unpublished study conducted by Taylor and 
Caldwell.84 ABS scores of adults with PWS were compared with those 
of a group of intellectually similar, obese individuals without the syn-
drome. The only signifi cant difference between the groups on Part I of 
the ABS was in the physical development category, where the partici-
pants with PWS had scores that were 34% below those of the control 
group. Dykens et al.38 attempted to establish the adaptive behavior 
profi le of adolescents and adults using the Vineland Adaptive Behavior 
Scales. Daily living skills proved an adaptive strength for the group as 
a whole, while socialization, particularly coping skills, emerged as a 
relative weakness. Interestingly, the authors reported that daily living 
skills become more of a strength with increasing age. Similar results 
were reported by Holland et al.58 Thompson and Butler (unpublished 
data) also found that PWS subjects and IQ-matched controls differed 
substantially in their degree of independent community living skills. 
The subjects with PWS appeared signifi cantly less competent than con-
trols. While this may indicate biologically based differences in cogni-
tive ability, it more likely refl ects the far more restricted lives led by 
most individuals with PWS (and therefore more limited opportunities 
to develop skills) due to the concerns of caregivers about access to food 
in uncontrolled settings.

Hoarding, Repeating, Ordering, Need for Sameness—
Obsessive-Compulsive, Developmental Arrest, or 
Autistic Spectrum Disorder

Separate from food-related behaviors and fi xations, individuals with 
PWS exhibit other behaviors that are repetitive, ritualistic, and appear 
both driven and compulsive. For many, these behaviors are suffi ciently 
problematic and disruptive that management and adjustment are nega-
tively impacted throughout the life span. Several authors studying 
these behaviors assert a genetic tie between PWS and Obsessive-
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Compulsive Disorder (OCD)41,74 and encourage treatment with medica-
tions for obsessive-compulsive disorders.34,42 Other investigators, 
however, view these same behaviors quite differently, remaining skep-
tical of a genetically based PWS-OCD link.18,58,94

Arguing that these behaviors constitute “full-blown Obsessive-
Compulsive Disorder (OCD),” Dykens et al.41 compared the scores of 
91 older children and adults with PWS and an age- and gender-matched 
(cognitively normal) comparison group who had previously been diag-
nosed with OCD. The PWS group yielded signifi cantly elevated scores 
on specifi c subscales of the Yale-Brown Obsessive Compulsive Scale. 
These included hoarding, ordering and arranging objects according to 
a certain set of rules, and the repetitive asking or telling subscales. The 
scores of the PWS group were comparable both in number and severity 
to the comparison group. A subsequent study by the same authors 
found that these characteristics were more severe and problematic 
in those with a deletion than in those with UPD,37 leading the authors 
to conclude that the pathogenesis of PWS appears to predispose 
many individuals to obsessive-compulsive behavior, if not full-blown 
OCD.42

By contrast, Feurer et al.47 used the Compulsive Behavior Checklist 
(CBC) to study 53 PWS persons with a deletion and 12 with UPD 
between the ages of 4 and 41 years. The CBC was designed to gather 
information about compulsive behaviors specifi cally in persons with 
intellectual disability. Their fi ndings indicate that, separate from skin 
picking, the compulsive-type behaviors observed in those with PWS 
are a single behavioral dimension that is quite different in character 
from classic OCD, and they question the usefulness of applying such 
diagnostic terms to the PWS population. Common to both sets of 
studies was the use of volunteer subjects. It has often been found that 
people volunteer for studies because they have the disorder being 
studied, so the study population may contain a more seriously affected 
group than would be found in the general population. Study results 
that are based on such a sample may wrongly indicate an association 
when none exists.

In an attempt to avoid the biases associated with a volunteer study 
population, a recent study attempted to assess all persons with PWS 
residing in a circumscribed geographic region of the United Kingdom.18 
Theoretically, by sampling from the whole population, certain types of 
bias found in volunteer subject populations are eliminated. Ninety-
three persons with PWS ranging in age from 5 to >31 years were com-
pared with 68 intellectually impaired persons of other etiologies on the 
Developmental Behavior Checklist, the Aberrant Behavior Checklist, 
and the Vineland Adaptive Behavior Scale. The authors report a spe-
cifi c lack of obsessive symptoms but did observe a high prevalence of 
ritualistic behaviors in the PWS population. Although ritualistic, these 
behaviors are quite different in character from those typically described 
as obsessive-compulsive behaviors or those associated with classic 
obsessive-compulsive disorder.

Continuing to characterize the behaviors associated with PWS 
as a variant of obsessive-compulsive disorder is seen by many as 
counterproductive. Current criteria for OCD include the presence of 
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obsessions, compulsions, and psychological distress in the affected 
individual, based on the recognition that such behaviors are (1) out of 
the range of normal and (2) negatively impacting the affected person’s 
ability to function. While studies clearly document repetitive, ritualis-
tic, and compulsivelike behaviors as salient characteristics of PWS, 
clear evidence of classic compulsions and obsessional thinking is 
lacking. This latter argument is frequently countered with an argument 
that persons with PWS have diffi culty assessing and expressing the 
presence of the internalizing components of obsessions. A more impor-
tant argument, however, is the clear indication that persons with PWS 
do not view these behaviors as out of the range of normal, nor do they 
appear to suffer psychological distress as a result; rather, distress most 
frequently occurs when the person is prevented from engaging in a 
favored behavior. Indeed it is more often the caregiver who is bothered 
by these behaviors than it is the affected individual.58 Recall that these 
behaviors appear during the same time frame and are similar in char-
acter to those found in typically developing children of the same age. 
Further, recall that children with PWS are distinguished from the typi-
cally developing children in that the latter develop these behaviors 
only transiently, while the children with PWS continue to display such 
behaviors. Thus, Clarke et al.18 and Holland et al.58 asserted that the 
etiology of these behaviors is a “specifi c pattern of atypical and arrested 
brain development such that the characteristic rituals and compulsions 
of early childhood continue and only resolve if development goes 
beyond that particular developmental phase.”58

Yet another point of view suggests that the pattern and developmen-
tal trajectory of these behaviors is most compatible with Autistic Spec-
trum Disorders. Four criteria defi ne these disorders: (1) an absence, 
delay, or impairments in both verbal and nonverbal language; (2) quali-
tative impairments in reciprocal social interaction; (3) a restricted range 
of interests and stereotyped patterns of behaviors and activities; and 
(4) a range of cognitive defi cits.

At the most severe end of the spectrum are those with frank autism; 
however a milder variant, Asperger syndrome, has been described. 
Two studies directly address the presence of Autistic Spectrum Dis-
orders in Prader-Willi syndrome. In a controlled study investigating 
the behavior and personality characteristics in a Swedish population 
of persons with PWS, Akefeldt and Gillberg1 administered both verbal 
and nonverbal IQ tests, problematic behavior questionnaires, and the 
Asperger Syndrome and High Functioning Autism Screening Ques-
tionnaire to 44 persons with PWS ranging in age from 8 months to 36 
years. The latter was used as a measure of social skills. Scores ranged 
from 0 to 54; 19 and above is considered to indicate the presence of 
Autistic Spectrum Disorders. The group of children aged 8 months to 
3 years 8 months had a mean score of 3.4; however those whose ages 
were 7 years and up had a mean score of 19.1, indicating the presence 
of Autistic Spectrum Disorders. Since only mean scores were given, we 
do not know what percentage of the groups scored in the Autistic 
Spectrum range. Both groups scored higher on this measure than a 
control group.
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In a study designed to look at Autistic Spectrum Disorders as the 
unifying framework for understanding the complex behavioral picture 
associated with PWS, Whitman94 had parents complete the Autism 
Behavior Rating Scale, the Gilliam Autism Rating Scale, the Australian 
Asperger Scale, and the Social Skills Rating Scale, and directly assessed 
18 subjects with PWS using age-appropriate IQ tests and a battery of 
language tests to assess language development, language processing, 
and pragmatic language. The results indicated that, under the age of 
7, all children exhibited a number of autistic features (hand fl apping, 
gaze avoidance, some tactile defensiveness, and abnormal use of lan-
guage), and 30% qualifi ed for a diagnosis of autism; by the age of 7, 
85% qualifi ed for a diagnosis of Asperger syndrome or “high function-
ing autism.”

Defi cits in social reciprocity have recently been asserted as the car-
dinal feature of Autistic Spectrum Disorders.20 At the most fundamen-
tal level, successful engaging in reciprocal social interactions depends 
on two precursor abilities: social perception and social cognition, both 
of which appear to be impaired in those with PWS. Pictures represent-
ing the four emotions “scared, happy, angry, and sad” were presented 
to a group of children with PWS, and two additional groups of similar 
cognitive ability, one with a known genetic syndrome (Williams syn-
drome) and a group of children with cognitive impairments of unknown 
origin. With one exception, the children with PWS were less able to 
appropriately identify the emotion than were those in the other two 
groups. In the fi nal instance, both the children with PWS and those 
with nonspecifi c mental retardation performed equally poorly and less 
well than those with Williams syndrome.

Social cognition was identifi ed as an area of cognitive weakness in a 
study of 11 adolescents, aged 10.1 to 17.1 years, with PWS. Participants 
were asked to interpret the intention of characters in stories involving 
lies, jokes, and broken promises. Few of them were able to identify lies 
or jokes or to differentiate between a promise broken intentionally or 
unintentionally, which points to diffi culties in interpreting non-literal 
language and social situations. Similarly, despite arguing that these 
behaviors signal a developmental arrest, both Clarke et al.18 and Holland 
et al.58 reported that these behaviors segregate with and correlate most 
strongly with autistic symptoms.

Recent genetic fi ndings strongly support an autism-PWS association 
while suggesting that the PWS-OCD association may be exaggerated. 
Using ordered-subset analysis (OSD), Dementieva et al.27 identifi ed a 
homogeneous subgroup of families with Autistic Spectrum Disorders 
with a primary symptom complex described as “insistence on same-
ness.” This complex includes three specifi c behavioral traits: (1) diffi -
culties with minor changes in personal routine or environment, (2) 
resistance to trivial changes in the environment, and (3) compulsions/
rituals. A second group was identifi ed as those whose symptoms were 
primarily repetitive sensory and motor behaviors and interests. DNA 
studies of the “insistence on sameness” mapped the chromosomal 
abnormalities to chromosome 15q11–q13. A similar methodology 
investigated a group of “normal” individuals with diagnosed obses-
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sive-compulsive disorder. These DNA studies mapped OCD to the X 
chromosome at the FRAXE site. Additional behavioral and genetic 
studies are needed to verify the PWS-Autistic Spectrum relationship; 
nonetheless Autistic Spectrum Disorders as a unifying framework for 
describing and understanding the behavioral complex associated with 
PWS appears promising.

Psychotic Symptoms, Psychotic Episodes, and 
Psychiatric Disorders

The presence of psychiatric symptoms and multiple psychiatric disor-
ders has long been associated with PWS8,55,67 with both an incidence 
rate exceeding that found in a general population of those with mental 
retardation and with a predominance of those disorders falling in the 
psychotic disorder spectrum.16,46 And, while research indeed suggests 
a slightly increased rate of psychotic illness in adults with PWS, the 
nature of this illness appears to be substantially different in character 
and duration than that found in a non-PWS affected population.19 
Indeed, one group of authors suggests that rather than traditional 
DSM-IV (Diagnostic and Statistical Manual of Mental Disorders, Fourth 
Edition) nomenclature, the term “PWS Psychiatric syndrome” is a more 
appropriate nomenclature for the thought disturbances associated with 
PWS.88

Bartolucci and Younger3 describe three distinct neuropsychiatric 
symptom complexes associated with PWS. The fi rst complex includes 
exaggerations of behaviors commonly associated with the syndrome, 
including oppositional tendencies, explosive episodes, and occasional 
antisocial tendencies. Because of the biological basis, environmental 
reactivity, and fl uctuating nature of this complex, the authors term this 
complex a Trait Fluctuation (TF) disorder. While most affected indi-
viduals will normally exhibit fl uctuations or ups and downs in the 
severity of these traits, for some this fl uctuation has predictable cycles 
of occurrence and severity that exceeds normal ups and downs, and 
they may qualify as having a cyclical psychiatric disorder.

The authors defi ne a second complex termed Lethargic-Refusal 
States, characterized by a withdrawing from usual activities and inter-
actions, a refusal to eat or drink, a complete inattention to hygiene 
and self-care often accompanied by a nonorganic incontinence, and 
remaining totally bedridden. Not infrequently, there are disordered 
thoughts particularly around the possibility of food being purposely 
poisoned. These episodes are characterized by sudden onset, with 
a self-limiting course of several weeks and frequently spontaneous 
remission.

Finally, the authors describe Florid Psychotic States consisting of 
auditory or visual hallucinations, mood disturbances, and delusions 
accompanied by fear or occasionally abnormal elation. Subsequent 
investigations of those with symptoms in this latter group have led to 
the relabeling of this complex as atypical Cycloid Psychoses87 and have 
raised speculation that those with a UPD subtype may be genetically 
more vulnerable to developing this disorder. Vogels et al.89 sampled 
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an older PWS-affected group with known psychiatric problems. The 
group was divided into those with psychoses and those with mood 
disorders. The authors then conducted a retrospective review of early 
childhood behavior patterns and found that those with psychoses and 
either UPD or an imprinting center defect had an early childhood 
behavior pattern that was “active and extroverted.” Those with mood 
disorders, all of whom had the deletion form of PWS, had a childhood 
behavior pattern of “passive and introverted.” The authors note that 
these two behavior patterns are the extremes of a continuum. Many 
with PWS fall somewhere on a line between these two extremes. A 
subsequent population-based study in the U.K. found fi ve young adults 
with PWS and psychoses. Since these young adults all were of the UPD 
genetic subtype, the assertion that UPD inevitably leads to psychoses 
has emerged.6 What is unspecifi ed in these studies, however, is how 
many of each genetic subtype were not affected with psychiatric diffi -
culties. And, were there other commonalities besides genetic subtype 
among those who ultimately became ill?

To pursue psychoses as an inevitable outcome of a particular molecu-
lar subtype seems counterproductive. Indeed in the same article,87 
Verhoeven et al. also indicated that a subset of affected individuals with 
the deletion subtype appeared to be more vulnerable to serious mood 
disorders, among them bipolar disorder. While psychotic disorders are 
dramatic in presentation and call for immediate intervention, acute and 
recurring mood disorders are far more prevalent in this population28,96 
and may account for the majority of those described as the TF subgroup 
by Bartolucci and Younger. Clinical observations suggest that indepen-
dent of a genetic vulnerability, the previously described cognitive rigid-
ity, combined with diffi culty labeling and expressing feelings and poor 
coping skills, may predispose those with PWS to an increased incidence 
of mood disorders, particularly when a major loss is involved. While 
genetic subtype may be associated with specifi c expressions of psychi-
atric diffi culty, it seems much more fruitful to understand the nature 
of environmental stressors that catapult a small subset of individuals 
with PWS into these more serious psychiatric disturbances. Research 
regarding this association is ongoing.
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Speech and Language 
Disorders Associated with 
Prader-Willi Syndrome
Barbara A. Lewis

The speech and language skills of individuals with Prader-Willi syn-
drome (PWS) differ greatly in the severity and type of defi cits that they 
present, ranging from individuals who are nonverbal to those who 
acquire normal speech and language skills by adulthood. Due to the 
low incidence of the disorder—1 in 10,000 to 15,000 individuals4,5—pro-
fessionals such as speech-language pathologists, physical therapists, 
and occupational therapists may encounter only a few individuals with 
Prader-Willi syndrome in their practice. An understanding of the char-
acteristics of Prader-Willi syndrome that may impact speech and lan-
guage abilities will allow the professional to evaluate each individual 
for potential contributing factors to communication defi cits and to plan 
appropriate intervention strategies. The goals of this chapter are to 
summarize the existing literature on the speech and language skills of 
those with PWS, to describe features of PWS that may contribute to 
speech and language disorders, to chart a developmental course of the 
speech and language skills, and to suggest possible intervention 
strategies.

Speech and Language Characteristics

The speech and language skills of individuals with Prader-Willi syn-
drome are reported to be below expectations based on intellectual 
levels.3,11,14,18 Although great variability exists in the speech and 
language skills of individuals with Prader-Willi syndrome, several 
common features have been noted. These include poor speech-sound 
development, reduced oral motor skills, and language defi cits. 
Speech is often characterized by imprecise articulation, hypernasality, 
fl at intonation patterns, an abnormal pitch, and a harsh voice quality. 
Prosody, or the melody of speech, may also be disrupted. A slow rate 
of speech, typical of a fl accid dysarthria, may be observed. In addition 
to these speech diffi culties, the individual with Prader-Willi syndrome 
may have language problems. Language problems include defi cits in 
vocabulary, grammar, morphology, narrative abilities, and pragmatics. 
Table 9.1 illustrates the clinical features of PWS and their potential 
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impact on speech and language abilities. The following section will 
summarize fi ndings of each speech and language domain.

Speech-Sound Development

A distinguishing feature of PWS is poor speech-sound development.10 
Speech-sound disorders include both errors of articulation or phonetic 
structure (errors due to poor motor abilities associated with the produc-
tion of speech-sounds) and phonological errors (errors in applying 
linguistic rules to combine sounds to form words). Individuals 
with PWS may exhibit defi cits in either articulation or phonology or 
both. Several factors may account for the poor speech-sound develop-
ment of individuals with PWS, including oral structure abnormalities, 
abnormal saliva,12,23 hypotonia, poor phonological skills, and cognitive 

Table 9.1. Clinical Characteristics of Prader-Willi Syndrome and Potential Impact on 
Speech and Language
  Impact on
Clinical Feature  Speech/Language

Mouth
 • narrow overjet
 • narrow palatal arch ➝ reduced articulatory skills
 • micrognathia

Larynx
 • altered growth due to ➝ pitch variations
   endocrine dysfunction

Dentition
 • decay due to reduced
  saliva output and enamel ➝ reduced articulatory skills
   hypoplasia

Hypotonia
 • poor velopharyngeal movement ➝ hypernasality or hyponasality
 • stretching of muscles of larynx ➝ vocal pitch and quality variations
 • slow movement of articulators ➝ imprecise articulation and slow
   rate of speech

Cognitive
 • mental retardation ➝ delayed receptive/expressive language
 • sequencing problems  poor narrative skills

Behavioral Disturbances
 • temper tantrums
 • stubbornness ➝ poor pragmatic skills
 • manipulative behavior
 • depression
 • emotional lability
 • compulsive behavior
 • skin picking
 • diffi culty relating to peers
 • poor social relationships
 • diffi culty detecting social cues
 • argumentative
Source: B. A. Lewis, L. Freebairn, S. Heeger, and S. B. Cassidy, “Speech and Language Skills of Individuals with 
Prader-Willi Syndrome,” American Journal of Speech-Language Pathology, 2002;11:285–294.16 Copyright by the American 
Speech-Language-Hearing Association. Reprinted with permission.
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defi cits. Reduced breath support for speech may also be noted. 
Oral structures of the mouth and jaw that may impact articulation skills 
include a narrow overjet, a narrow palatal arch, and micrognathia. 
However, it is more likely that poor oral motor skills, especially reduced 
tongue elevation for speech and slower alternating movements of the 
articulators, account for poor speech-sound skills in PWS.1,3,14 
Speech characteristics are often similar to those reported for fl accid 
dysarthria.14 Speech-sound errors that have been noted in individuals 
with PWS include sound distortions and omissions, vowel errors, 
simplifi cation of consonant blends, and diffi culty sequencing syllables. 
Phonemes that are motorically complex, such as /s/, /r/, /sh/, and 
blends are usually the most diffi cult.14 As with most speech-sound 
disorders, single word utterances are often more intelligible than con-
versational speech, and the phonetic environment of the target sound 
can greatly infl uence speech intelligibility. For example, an individual 
might have diffi culty producing the “r” sound in the word crab when 
it’s preceded by the “qu” sound in the phrase “quiet crab’s claws.”

Other authors10 have postulated that poor speech-sound develop-
ment is the result of poor phonology skills, a component of a more 
general language defi cit in PWS. Downey and Knutson8 report that 
most individuals with PWS present with delayed speech-sound devel-
opment characterized by phonological patterns typical of younger, 
normally developing children. However, some individuals demon-
strate atypical patterns such as a phonological disorder or an apraxia 
of speech.18

Apraxia of speech is a severe speech-sound disorder that includes 
impairments in syllable sequencing, prosody, and speech-sound char-
acteristics. Although the etiology of apraxia of speech is not well under-
stood, it is presumed to result from impairment in the motor 
programming aspects of speech-sound production.20 Rare cases 
of apraxia of speech have been reported in individuals with PWS. 
Children with apraxia of speech often do not develop intelligible speech 
until well into school age. Augmentative/alternative communication 
intervention (AAC—e.g., sign language and communication boards) 
may be employed to eliminate some of the frustration that the 
individual experiences in communication. AAC systems allow the 
individual to build vocabulary and pragmatic language skills while 
oral speech skills are developing.

Voice Characteristics

The voice of the individual with PWS may differ in pitch, quality, 
intensity, and resonance from that expected for his/her age and gender. 
Voice characteristics reported for individuals with PWS include a high-
pitched voice, harsh/hoarse voice quality, inadequate vocal intensity, 
and hypernasality.1,8 Hypotonia and altered growth of the larynx may 
result in a pitch that is too high or low. Nasal resonance may be dis-
rupted by sluggish velopharyngeal movement and/or inadequate 
velopharyngeal closure potentially due to hypotonia. Poor velopharyn-
geal functioning may result in hypernasality, nasal emission, nasal 
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snorting, weak plosive consonant sounds, and unusual manner of 
sound productions. Although hypernasality is most frequently reported 
in individuals with PWS, hyponasality has also been noted.16 Growth 
hormone therapy, sometimes utilized with PWS individuals, may 
also affect voice characteristics.15 Surgical procedures such as those 
employed for children with cleft palates (e.g., a pharyngeal fl ap) may 
reduce hypernasality and improve speech intelligibility. It should be 
noted, however, that often speech-sound errors persist even though 
hyper n asality has been reduced.

Fluency

Fluency disorders (stuttering and cluttering) are not frequently observed 
in individuals with PWS.8 However, to date, a systematic study of the 
fl uency and prosody characteristics of children with PWS has not been 
reported. Clinical observations of conversational speech suggest that 
interjections, revisions, and word repetitions may be related to cogni-
tive and language defi cits.14 A slow rate due to poor oral motor skills 
and a monotone may disrupt the fl ow and melody of speech.

Language Skills

Individuals with PWS frequently demonstrate poor receptive and 
expressive language skills, with expressive language more impaired 
than receptive skills.3,14,18 Analysis of conversational speech samples 
indicates that individuals with PWS employ a shorter mean length 
of utterance (MLU) than their peers. Several authors have described 
patterns of cognitive strengths and weaknesses frequently observed in 
PWS that might impact language abilities.9 Specifi c defi cits have been 
reported in auditory short-term memory,9 linear or temporal order 
processing, and auditory verbal processing skills.7 Poor speech-sound 
development may also affect language skills. For example, the acquisi-
tion of grammatical markers (morphology) may be delayed both 
because the child cannot produce the /s/ phoneme to form the plural 
and because the child does not understand the concept of plurals.8

Few studies have examined narrative skills of individuals with 
PWS. Narratives are accounts of events either real or imaginary. 
Narratives include storytelling, scripts, schema, and episodic memory. 
Narratives contain a chronological sequence of events and causal rela-
tionships. For an individual to use narratives successfully, he/she must 
form a topic-centered story, use specifi c vocabulary, sequence events 
within the story, describe relationships between people and events, and 
use correct story grammar. Story grammar includes a setting, a begin-
ning, reaction, goal, attempt, outcome, and ending. Narrative skills are 
essential to social development as they promote conversational skills. 
In addition, good narrative skills are necessary for academic success 
as they promote reading and writing, develop organizational skills, 
and build linguistic abilities.

Clinical observation suggests that both children and adults with 
PWS have great diffi culty with story retelling tasks. One study17 exam-
ined the narrative abilities of 19 individuals with PWS, ages 3 to 30 
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years. A simple story entitled “The Fox and Bear” was read, and the 
individual was asked to retell the story. Participants showed defi cits in 
recalling grammar elements and content items and had diffi culty 
answering both factual and inferential questions about the story. While 
poor language skills may account for some diffi culty with narratives, 
defi cits in other cognitive skills such as temporal sequencing abilities, 
auditory short-term memory, and poor auditory processing skills may 
also contribute.7,9 While narrative skills appear to develop into adult-
hood, the narrative abilities of the individual with PWS lag behind 
other language skills. Poor narrative skills may contribute to defi cient 
conversational skills in adolescents and adults with PWS and thus 
impact social and job-related communication skills.

Pragmatic defi cits, including problems with maintaining a topic, 
judging appropriate proximity to the conversational partner, and turn 
taking, have also been observed.8 Pragmatic skills may be infl uenced 
by a number of behavioral disturbances frequently noted in individuals 
with PWS.22 For example, temper tantrums, compulsive behavior, and 
skin picking may interfere with peer relationships. Children with PWS 
have diffi culty with social relationships. Sullivan and Tager-Flusberg21 
demonstrated that children with PWS were less likely than IQ-matched 
children with Williams syndrome to show appropriate empathetic 
responses. A study of 30 adults with PWS reported perseverative 
speech.6 Such pragmatic defi cits may impede progress in therapy. 
Pragmatic language skills may vary by activity, routine, and environ-
ment. In adulthood, poor pragmatic language skills may create diff-
iculties in the workplace and with interpersonal relationships.

Written Language Skills

Surprisingly, despite oral language defi cits, individuals with PWS 
show relative strengths in written language skills. Strengths associated 
with PWS include vocabulary knowledge and reading decoding 
(i.e., sounding out words).9 However, some individuals may present 
with poor reading comprehension skills possibly due to language defi -
cits as described above. Visual spatial skills that have been reported as 
a relative strength9 may also contribute to good reading decoding ability. 
However, variability has been noted in these patterns of strengths and 
weaknesses. Curfs, Wiegers, Sommers, Borghgraef, and Fryns7 reported 
that 10 of 26 subjects with PWS had performance IQs at least 15 points 
higher than their verbal IQs, 3 had verbal IQs at least 15 points higher 
than their performance IQs, and 13 subjects did not show any discrep-
ancy. In summary, individuals with PWS present with speech, language, 
and cognitive defi cits that impede their communication skills.

Developmental Course of Speech and Language Skills 
in PWS

The speech-language pathologist may become involved with the child 
with PWS soon after birth. In infancy, children with PWS present 
with a weak cry and early feeding diffi culties most likely due to 
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hypotonia. Reduced babbling and signs of early language delay are 
often observed.

All children begin acquiring word understanding essentially from 
birth (receptive language). Among typically developing children, 
expressive language follows soon after with cooing at 3 months, bab-
bling at 6 months, and consonants in the form of “dada” and “mama” 
at around 8 months. For most, by 10 months of age, “dada” and “mama” 
are used discriminately, and there is evidence that the child understands 
the meaning of the word “no”; by 12 months of age, most children have 
acquired at least two words in addition to “dada” and “mama.”

By contrast, children with PWS are 18 months of age before they 
begin to verbally evidence a vocabulary, combine words, and develop 
early syntax. A substantial number of affected children are much later 
in acquiring speech; some may be as late as 6 years of age. Oral motor 
skills remain poor and children exhibit many speech-sound errors that 
result in unintelligible speech. Pragmatic diffi culties may be noted due 
to poor social skills and the emergence of behavioral disturbances. If 
the child’s speech is highly unintelligible, AAC may be considered, 
including sign language or communication boards. AAC is usually 
transitional until oral speech abilities improve, and it alleviates some 
of the frustration that the child and caretaker may experience.

At school age (6 to 12 years), children with PWS are usually enrolled 
in speech and language therapy through the school. Articulation 
errors remain, with children less intelligible in connected speech than 
in single words. Receptive and expressive language skills lag behind 
those of their peers. Voice problems, as described above, may be 
observed as the child produces longer utterances. As noted previously, 
reading decoding emerges as a relative strength and children often 
become fl uent readers. However, language diffi culties may result in 
poor reading comprehension.

In adolescence and adulthood, the individual with PWS may con-
tinue to demonstrate communication diffi culties including residual 
articulation errors, vocabulary defi cits, poor conversational and prag-
matic skills, and inappropriate pitch. Some individuals with PWS do 
achieve normal articulation skills. The individual with PWS may exhibit 
behavioral traits that are disruptive to good communication skills such 
as inappropriate laughter. Continued work on conversational speech is 
essential to adjustment and success in the workplace. Emphasis should 
be placed on functional language skills and life-skills training.

Summary of a Clinical Research Study

Previous research on the speech and language skills of individuals with 
PWS has been based on a small number of individuals and has not 
examined the developmental course of the speech and language disor-
der. Many studies have not distinguished between speech-sound errors 
due to poor oral motor skills and structural deviations and errors due 
to phonological defi cits. Further, studies have not attempted to associ-
ate speech and language characteristics to a particular chromosome 15 
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abnormality (i.e., paternal deletion, uniparental disomy, or a transloca-
tion). A study of the speech and language abilities of a relatively large 
cohort of individuals with PWS representing three age groups 
(infant/preschool, school-age, and adolescent/adult) was undertaken. 
The details of this study are reported elsewhere (see Lewis, Freebairn, 
Heeger, and Cassidy16). The fi ndings of this study are summarized 
below to illustrate the variability and range of speech and language 
skills found in individuals with PWS.

Participants

The participants were 32 individuals (16 males and 16 females), 
ages 6 months to 42 years. All met the diagnostic criteria for PWS,13 
and diagnoses were confi rmed by chromosomal analysis.

Measures

Measures were selected to assess oral motor skills, articulation and 
phonology, receptive and expressive language skills, prosody/voice 
characteristics, reading, and narrative abilities. Assessments included 
standardized tests as well as a spontaneous speech sample analysis. 
Standardized tests varied according to the age and intellectual abilities 
of the individual.

A rating scale was adopted to summarize data across various age 
and skill levels. The speech and language skills of each subject were 
rated independently by two licensed and certifi ed speech-language 
pathologists. Receptive and expressive language, articulation, oral 
motor skills, fl uency, narrative ability, and reading skills were scored as 
normal, mildly impaired, moderately impaired, or severely impaired. 
Pitch was rated as normal, high, or low for a participant’s age and 
gender, based on criteria proposed by Boone and McFarlane.2 
Voice quality was rated as normal, soft, harsh, hoarse, or strained. 
Resonance characteristics of speech were rated as normal, hypernasal, 
or hyponasal. The rate of speech was classifi ed as slow, normal, or fast. 
A monotone quality to the spontaneous speech sample was also noted.

Results and Conclusions

All participants reported a history of communication diffi culties 
and/or were enrolled in speech and language therapy. The majority of 
children (83%) received speech therapy prior to the age of 3 years, all 
had received therapy during the school-age years, and two (20%) con-
tinued to receive speech therapy into adolescence and adulthood. This 
suggests that therapy needs for the individual with PWS are identifi ed 
early and required for most individuals across the life span.

Oral motor defi cits and associated speech-sound disorders are preva-
lent in the PWS population, with 90.6% demonstrating mild to severe 
oral motor defi cits including poor tongue mobility, shortness of palate, 
and incoordination of the articulators (see Table 9.2). Mild to severe 
articulation impairment was observed in 92% of the participants, 
with younger subjects more severely impaired. A variety of sound 
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substitutions and distortions as well as phonological processing errors 
were noted. This supports previous suggestions that the speech-sound 
errors observed in PWS are the result of both poor oral motor skills and 
concomitant language defi cits.

As predicted, receptive and expressive language defi cits based on 
age normative data were observed in the majority of individuals, with 
90.5% presenting with receptive language delays and 91.7% presenting 
with expressive language delays. In addition, vocabulary, pragmatic, 
and narrative defi cits were observed. However, most of the partici-
pants who were school-age or older were able to read fl uently (83.3%). 
Reading comprehension was not assessed. Future studies should 
examine reading comprehension abilities relative to reading decoding 
skills.

Ratings of pitch and nasality revealed great variability. Thirty-fi ve 
percent of the participants presented with a high pitch, 30% with a low 
pitch, and 35% with a pitch appropriate for their age and gender (see 
Table 9.3). While hypernasality was frequently observed (70.6%), hypo-
nasality was also noted (17.6%). It is not known whether or not the 
same factors that contributed to the hypernasality (hypotonia and oral 
structure) also contributed to the hyponasality that was observed. 
Further research is needed in this area.

Comparisons between age-matched individuals with uniparental 
disomy (UPD) and individuals with chromosome 15q deletions were 
inconclusive. On two of the speech-language measures UPD subjects 
received better ratings than did the deletion subjects; on two other 
measures the deletion subjects received better ratings than did the UPD 

Table 9.2. Speech Characteristics and Defi cits in Individuals with 
Prader-Willi Syndrome
 Ratings of Speech Characteristics

Speech Percentage of Subjects (N)

Characteristic Normal Mild Moderate Severe

Oral Motor 9.4% 31.3% 31.3% 18.8%
Skills*
N = 29

Articulation 8% 12% 36% 44%
Skills
N = 25
* 9.2% of participants could not be tested but did have oral motor diffi culties.

Table 9.3. Voice Characteristics in Individuals with Prader-Willi 
Syndrome
Voice Ratings of Voice Characteristics
Characteristic Percentage of Subjects (N)

Pitch Normal Low High
N = 20 35% 30% 35%

Resonance Normal Hyponasal Hypernasal
N = 17 11.8% 17.6% 70.6%
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subjects; and in one case the ratings for the UPD subjects were compa-
rable. Further research is needed to draw associations between the type 
of chromosome abnormality and the clinical presentation.

Therapeutic Implications

The individual with PWS will require the services of a speech-language 
pathologist from infancy through adulthood. A team approach that 
includes an occupational therapist, physical therapist, dietitian, psy-
chologist, physician, speech-language pathologist, genetic counselor, 
social worker, and educational specialist provides the optimal manage-
ment strategy for the child or adult with PWS. Early intervention begins 
in infancy with a focus on improving oral motor skills for feeding. 
Continued monitoring of speech and language skills is important as 
the degree of hypotonia changes over time.18 Assessment includes stan-
dardized and nonstandardized measures to assess oral structures and 
functions, speech-sounds, and receptive/expressive language skills. 
Later on, with the development of conversational speech, voice, fl uency, 
and resonance characteristics may be assessed.

It is essential that the speech-language pathologist be aware of the 
unique characteristics of the syndrome that may impact on speech-
language development. For example, in some children drooling is a 
sign of poor oral motor control. However, children with PWS seldom 
drool due to reduced saliva output. The speech-language pathologist 
may incorrectly assume that oral motor skills are intact since drooling 
is not observed. Further, reduced saliva output may cause dental 
decay, thus impairing articulation. Table 9.1 summarizes some of the 
characteristics of PWS that may contribute to speech and language 
impairment.

In addition to articulation and language therapy, intervention should 
emphasize social skills and the pragmatic use of language.8 As shown 
in Table 9.1, many of the behavioral characteristics associated with PWS 
impede good pragmatic language ability. Early and ongoing training 
of social skills will assist the individual with PWS in maintaining 
appropriate social and interpersonal interactions.

Caretakers and professionals should also be aware of the wide range 
of communication defi cits that are associated with PWS. Therapy 
should be tailored to address the specifi c speech and language defi cits 
observed, rather than employing a cookbook approach. Therapy should 
include an emphasis on the development of oral motor skills. Imitation 
of movements of the tongue, lips, jaws, and palate may be incorporated 
into games (see Orr19 for oral motor games for children). Oral motor 
skills may be trained in both speech-sound and nonspeech activities. 
Isolated movements may be mastered fi rst, followed by sequential and 
motorically complex movements of the articulators.

Future Directions

The speech and language skills of individuals with PWS have not been 
as well described as those of syndromes with a higher prevalence, 
such as Down syndrome. While individual case studies have been 
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useful in outlining some of the characteristics of the speech and lan-
guage disorders associated with PWS, such case studies have failed 
to describe the great variability of these skills found in PWS. Larger 
cohort studies are needed to understand the range of speech and 
language skills that individuals with PWS present. Specifi c cognitive 
strengths and weaknesses associated with PWS may impact the speech 
and language skills of an individual with PWS in a unique way. 
Comparison groups of children with similar IQ ranges may be 
employed to highlight the distinctive aspects of PWS. Therapists and 
other professionals should be acquainted with the features of PWS 
that may potentially infl uence communication development. Therapy 
programs designed for children without PWS may not be appropriate 
for the child with PWS.

As new medical treatments are employed with the PWS population, 
such as growth hormone treatment, continued research is needed to 
determine its impact on speech and language. Therapy strategies may 
be modifi ed to augment these medical interventions.

Glossary

apraxia (of speech)—nonlinguistic sensorimotor disorder of articulation, 
characterized by impaired capacity to program position of speech 
musculature and sequence of muscle movements for the volitional 
production of phonemes.

articulators—the teeth, lips, and tongue, as they are involved in the 
production of meaningful sounds.

cluttering—speech characterized by overuse of fi llers, rapid rate, and 
word and phrase repetitions. Unlike stuttering, the individual is usually 
unaware of the diffi culty.

fl accid dysarthria—faulty speech production due to motor diffi culties 
resulting from hypotonic (decreased) muscle tone, characterized by 
imprecise consonants and irregular articulation. Respiration, voice, 
fl uency, and prosody (melody of speech) may be hindered as well. 
Both volitional and automatic actions, including chewing, swallowing, 
and other oral motor movements, may also be impaired. Anarthria, 
or the inability to articulate at all, is the result of severe neuromuscular 
involvement.

interjections—the insertion of extra sounds or words that do not add to 
or modify the meaning of the sentence, such as “you know” or “like.”

larynx—the upper part of the trachea (windpipe); contains the vocal 
cords.

micrognathia—a small jaw.

morphology—the form and internal structure of words; the transforma-
tion of words in such ways as tense and number.

nasal emissions—airfl ow directed via the nasal cavity that passes out the 
nose rather than the more normal route, through the oral cavity.
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nasal snorting—airfl ow directed into the nasal cavity producing a snort-
ing sound.

pharyngeal fl ap—a surgical procedure designed to correct velopharyn-
geal insuffi ciency.

phoneme—the smallest unit of sound in any particular language; the 
English language designates approximately 44 different phonemes.

plosive consonants—p, b, t, d, k, and g.

velopharyngeal—of or relating to the structures of the soft palate and the 
pharynx.
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10
Motor and Developmental 
Interventions
Toni Goelz

What is physical therapy, and why is it so important that physical 
therapy be included as a component of the multidisciplinary approach 
to managing the care of the individual with Prader-Willi syndrome? 
Physical therapy, as a profession, assumes a role in the “diagnosis 
and treatment of movement dysfunctions and the enhancement of 
physical health and functional abilities.”2 From birth through adult-
hood, persons affected with Prader-Willi syndrome (PWS) are subject 
to postural, movement, and developmental dysfunctions. The low 
muscle tone and absence of normal primitive refl exes in the neonate 
(newborn) with Prader-Willi syndrome prevent typical movement 
and postures. Thus, during the child’s early development, even the 
most fundamental milestones are delayed (Table 10.1). The preschool 
years can herald the onset of obesity, which further impacts movement 
and activity. The school years often add challenges from learning and 
behavioral defi cits that can be further complicated by motor defi cits. 
By adolescence, the cumulative impact of gravity and poor motor, 
postural, and muscular development signifi cantly challenge both the 
spine and most joints. If not previously encountered, in adulthood, 
sleep is frequently disrupted by respiratory problems and decreased 
oxygen saturation. Further, osteoporosis substantially raises the risk 
for fractures in adults with PWS. Since physical therapy intervention 
at each of these life stages can prevent and remediate obstacles 
to function and independence, optimum and comprehensive care of 
infants, children, and adults with Prader-Willi syndrome dictates 
physical therapy as one of the disciplines providing care. Of equal 
or even greater importance, the physical therapist is another team 
member who can support and educate parents and caregivers navigat-
ing the challenges and joys of the child with Prader-Willi syndrome 
from infancy through adulthood.

All infants with Prader-Willi syndrome should be evaluated and fol-
lowed for intervention by physical, occupational, and speech thera-
pists. With identifi cation of the risk for delay, intervention can begin. 
All of the states in the union have developmental intervention 
programs, which serve children until the age of 3. During the birth 
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to 3-year-old period, there can be much overlap between the motor 
interventions provided by a physical therapist and those provided 
by an occupational therapist. The speech therapist, who may also be 
enlisted to work on feeding with the neonate, may stay on the case to 
assist with speech and language skills at the 12-to-24-month level. At 
the age of 3, the children are transitioned to early childhood programs, 
which continue the goals of developmental intervention for those 
children still in need.

This chapter provides an in-depth examination of the neuromuscular 
and concomitant developmental concerns resulting from PWS across 
the life span and highlights the role of physical therapy interventions 
for these concerns.

Birth to 3 Months

As with many congenital disorders, evidence of Prader-Willi syndrome 
typically presents in utero. Fetal movement that is both limited and 
of low velocity frequently is reported by the second trimester. Both 
decreased fetal movements during pregnancy and depressed Apgar 
scores at birth result from the low muscle tone, or hypotonia, which is 
the most classic presenting characteristic of the neonate with Prader-
Willi syndrome. The hypotonia may also account for a decreased state 
of arousal and poor respiratory responses in the neonatal period. 
Further, the newborn with PWS may be remarkably inactive, with none 
of the unorganized responses to auditory and visual stimuli or the 
expected refl exive, random movements. Primitive refl exes—including 
the sucking refl ex—may be decreased or absent. Newborns with PWS 
usually cry weakly or not at all, refl ecting weak respiratory and oral 
motor musculature, as well as energy conservation.

Inadequate oral motor control results from low tone through the face 
and mouth, combined with a poor sucking refl ex and easy fatigability. 
It is this inadequate oral motor control that is the etiology (cause) of 
the early feeding diffi culties prevalent in newborns with PWS. Perhaps 
no frustration is as profound as the inability of the infant to obtain, 
or the parent to provide nourishment to their child during this time 
when brain growth and development demand adequate nutrition. No 

Table 10.1. Developmental Milestones
  Typically Developing Child with Prader-Willi
  Child Syndrome

Motor Independent sitting 6–8 mos. 11–12 mos.
 Crawling 8–12 mos. 15–18 mos.
 Walking 9–18 mos. 24–27 mos.

Language First words 10–12 mos. 18–72 mos.
Source: Butler, Hanchett, and Thompson (see Chapter 1, this volume) and Lewis et al., “Speech and 
language skills of individuals with Prader-Willi syndrome,” American Journal of Speech and Language 
Pathology. 2002;11:285–294.
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caretaker should have to struggle with this dilemma without the 
support and assistance of professionals skilled in techniques for reme-
diating feeding diffi culties. In addition to physical therapists, occupa-
tional therapists and speech therapists can provide assistance in special 
handling and feeding techniques and have access to an arsenal of 
feeders, nipples, and other gadgets to facilitate oral motor skills and 
success with nourishing.

For an infant with normal muscle tone, the fi rst 3 months of life are 
characterized by early acquisition of control over refl exive movements 
and strengthening in gravity-eliminated postures—those postures in 
which the body does not counter the full force of gravity, such as side-
lying. By contrast, for the child with PWS, marked delays in achieving 
the midline control and early antigravity positioning normally expected 
by 3 months of age result from the hypotonia. Neuromotor intervention 
during these fi rst 3 months focuses on achieving midline awareness 
(e.g., hand to mouth), midline posture and skills (holding head in the 
middle of the body), and on teaching stabilization techniques by way 
of weight bearing through the upper extremities and trunk.

Cognitive and perceptual growth depend on an infant’s ability to 
attend to stimuli by body orientation—typically orientation to the 
midline—and on an infant’s ability to be successful with early motor 
feedback by batting at toys, by shifting eyes and head position, and by 
smiling and babbling. By 3 months of age, the typically developing 
infant begins to recognize the potential for intervention between his 
body and what he sees, hears, and feels. Hand-eye awareness becomes 
evident as a baby brings arms towards the midline to bat at objects he 
sees (see Figure 10.1). Activation of arms and legs in response to audi-
tory stimuli signals cognizance of voices and noisy toys. A baby’s early 
babbling and oral motor responses to a cooing admirer represent fi rst 
successes in the area of speech and language. For the 3-month-old with 
PWS, low tone, an inability to orient to the midline, and an inability to 

Figure 10.1. Midline skills.
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stabilize posture—even with gravity eliminated—prevent those vital 
early perceptual and interactive experiences. Therefore, effective motor 
interventions must incorporate the needs of the perceptual modalities 
vision, hearing, touch, and taste.

Since early motor interventions that may be critical to long-term 
outcomes depend on appropriate recognition of need, it follows that 
the most important variable for a child at risk for developmental 
delay—regardless of the etiology of the delay—is the early identifi ca-
tion of the potential for delay and the immediate onset of intervention. 
Standardized testing of baseline skills provides the basis for objective 
measurement of progress. The Gesell12 and Peabody Developmental 
Motor Scales II10 are two tools that can be used to assess babies as 
young as the neonatal period.

3 to 6 Months

For infants benefi ting from normal muscle tone, the 3rd through 6th 
months of development herald the fi rst motor successes against gravity 
and the fi rst experiences with mobility. Typically developing children 
learn stability through the shoulder and pelvic girdles by the 3rd 
month, providing a foundation for building the strength that will 
control the body that has to compete with gravity. During the second 
3-month period, most babies learn to roll from back to tummy, to 
sit with as little as just guarding assistance, to push up from lying on 
the tummy to peer over the top of the crib’s bumper pads, and to 
marine crawl. Gross motor accomplishments are accompanied by 
rapidly emerging fi ne motor skills. By 6 months of normal develop-
ment, most babies successfully extend their reach into all planes, grasp 
toys with the thumb side of the hands, and orally explore all items 
grasped.

Most 3-month-old infants with Prader-Willi syndrome haven’t yet 
developed stabilization techniques, therefore they should not be 
expected to have either the head and neck control (Figure 10.2) or 
the shoulder and abdominal strength to roll, nor will they be able to 
assist with supported sitting. Most will remain very dependent from 

Figure 10.2. Head lag.
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the tummy position and may not attempt raising the head and neck 
against gravity. Weakness and instability at the shoulder girdles inter-
fere with midline play. Expect a 3-to-6-month-old baby with Prader-
Willi syndrome to grasp a toy directly placed in hand but not to bring 
the toy to the midline for simultaneous visual, oral, and tactile 
explorations.

Positioning devices at this age can benefi t both babies and caregivers. 
Molded seats and side-lying devices (Figure 10.3) can be very valuable 
for positioning the infant to midline and to begin upright positioning 
against gravity.

Every opportunity to handle a low-tone baby during this crucial 
period of development is an intervention and therapy opportunity. 
Involvement of physical and/or occupational therapists should con-
tinue and may even need to intensify during the 3rd through 6th 
months. If scarcity of therapists prevents direct delivery of regular 
services, the therapy staff can be relied upon to educate caregivers on 
handling and techniques to facilitate achieving developmental mile-
stones. The parents should be able to rely on the therapy staff for guid-
ance and information as they navigate the challenges of nurturing a 
special needs child.

6 to 9 Months

From 6 to 9 months a typically developing baby continuously strength-
ens the abdominal, shoulder, and hip musculature. Rolling matures 
into a controlled and segmented process (Figure 10.4). Sitting is now 
independent and confi dent. Mobility is accomplished by effi cient 
marine crawling and by scooting and pivoting in sitting. All-fours 
rocking lays the groundwork for mobility from all-fours. Maturation 
to the thumb side of the hand and forearm enables a grasp involving 
the thumb and index fi nger. Rotation of the forearm provides a mature 
communication between the right and left upper extremities. Normal 
strength and tone through the oral motor structures enable profi ciency 

Figure 10.3. Side lyer.
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with spoon-feeding and nutrition through fi nger-feeding. Babbling and 
imitation of intonations and sounds are normal expectations and 
important precursors to spoken words.

The 6-to-9-month-old baby with PWS has probably developed supine 
to side-lying rolling skills. Rolling is likely to be initiated with a hyper-
extension of the head and neck and executed without segmentation. 
While the pattern of movement for rolling may not be optimum, this 
accomplishment is major and is often refl ected in the child’s obvious 
joy at this very early mobility.

Early success in the prone position often follows success with rolling. 
However, because of the hypotonia, the subsequent diffi culty stabiliz-
ing the shoulder girdle for weight bearing, and the inherent weakness 
of the trunk and shoulder musculature, the baby with PWS struggles 
in the tummy position. Expect the baby to be intolerant when posi-
tioned prone. Expect the child to require assistance supporting weight 
on the forearms and lifting the head to and beyond horizontal. Posi-
tioning a baby in prone with a small roll at the chest assists with prone 
extension and makes the prone-on-elbows position a less daunting task 
for a child who might otherwise feel defeated in the tummy position. 
Though lacking the confi dent elongation and stabilization of normal 
development, the baby will eventually learn to position against gravity 
by stacking the head on the shoulders and weight bearing on elbows 
held close to the chest.

In the absence of optimum strength through the antigravity muscles, 
the child with Prader-Willi syndrome is unlikely to sit independently 
before 12 months of age. Frequently positioning the 6-to-9-month child 
with PWS in supported sitting facilitates the development of a sitting 
posture and early balance awareness. The caretaker’s positioning hands 
should be held proximally (high on the body) as needed—even to the 
shoulders and neck (Figure 10.5). As the baby gives feedback that he 
can manage the postural challenges, the hands-on support should be 
moved distally (to a point lower on the body) to appropriately chal-
lenge postural skills.

Weakness against gravity is also refl ected in a lack of progression 
through fi ne motor skills. Even at 9 months of age, most children 

Figure 10.4. Segmented rolling.
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with PWS have insuffi ciently developed shoulder and upper body 
strength to support arms against gravity and are unlikely to have the 
strength to extend the wrists against gravity. Without antigravity wrist 
extension, reach and prehension patterns are unable to progress.

Many parents of 6-to-9-month-old babies with PWS may be unaware 
that feeding problems still exist. However, in all likelihood, the prob-
lematic mechanics of feeding persist. The parents and the baby 
have simply learned to compensate and to work with the challenges. 
Feeding skills may be reevaluated at this juncture to insure that 
nutritional needs are still being adequately met. Because of continuing 
oral motor concerns, the 9-month-old child with PWS may remain 
remarkably quiet and may only infrequently utter immature 
verbalizations.

9 to 12 Months

When antigravity strength has evolved, and a normally developing 
child has laid the groundwork for normal movement patterns and 
postures, the 9th through 12th months signal boundless opportunities 
to get up and go. By 10 months of age, the child is transitioning into 
and out of sitting, scooting and pivoting in sitting, and accomplishing 
mobility in the all-fours position (Figure 10.6). At 11 to 12 months, the 
child begins pulling to standing, cruising along furniture, practicing 
independent standing balance, and preparing the foundation for inde-
pendent ambulation. In the fi ne motor realm, a neat superior pincer 
(thumb and index fi nger grasp) and a controlled voluntary release 
enable play with blocks, puzzles, books, and crayons. These fi ne motor 
skills facilitate higher learning and manipulation of environment. Oral 
motor maturation at this time is signaled by independence with fi nger-
feeding and drinking from a cup, accepting spoon-fed table foods, and 
independent attempts to spoon-feed. Single words said spontaneously 
and with meaning emerge at 12 months.

Figure 10.5. Head holding.
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On average, the baby with PWS will, if placed, sit independently by 
12 months of age. Because of strength and balance defi cits, the child’s 
early sitting is likely to be accomplished with supplemental gross 
stabilization techniques. Further, instead of an upright posture with 
elongation through the neck and trunk, the child with PWS is likely to 
persist with a forward fl exed (slumped) trunk posture, a posteriorly 
tilted pelvis, and shortened neck with head-stacked posture (Figure 
10.7). This child will require the stabilization of arm propping much 
longer than a normotonic child will.

By 12 months of age, the child with PWS is typically independent 
with rolling. Expect that, even at 12 months, the rolling skills of a child 
with PWS will still be accomplished with neck and upper-trunk hyper-
extension and with little or no segmentation.

During age 9 to 12 months the child with PWS may have early 
success on all-fours, and even with all-fours mobility. Because of the 

Figure 10.6. Crawling.

Figure 10.7. Foward fl exed sitting.



292  T. Goelz

low tone and accompanying postural weaknesses, the child will strug-
gle to accomplish simultaneous weight bearing on hands and knees. 
Some stabilize themselves by using their head to help support the 
weight. Hips are likely held in a widely abducted—almost frog 
leg—posture. If a child with PWS is accomplishing mobility from the 
prone or all-fours position by 9 to 12 months, mobility is not likely to 
feature the segmentation and reciprocating quality of normal develop-
ment. A bunny-hopping or inch-worming quality is the more likely 
expectation.

By 12 months of age, if the child with PWS is placed in a standing 
position, the standing will likely be accomplished with the lower 
extremities stabilized by locked knees (Figure 10.8), with a wide base 
of support, and with heavy reliance on the upper body leaning on a 
stationary support. The ability to independently pull to standing is 
often delayed well beyond the time that the child has gained confi -
dence with supported standing.

The progression of fi ne motor skills for this child is very contingent 
upon mastery of balance and on strengthening the shoulders and upper 
body. The propping required in early sitting precedes the wrist exten-
sion required for fi ne motor maturation. However, as long as the child 
relies on his arms for propping, his opportunities to use his arms and 
hands to reach, to grasp, and to manipulate the environment remain 
limited.

At 12 months of age, the baby with PWS is still expected to be very 
quiet, with limited babbling and without the single-word utterances of 
a normal 1-year-old.

Frequent weight checks to insure that the 1-year-old with PWS 
is still gaining weight and maintaining his growth curve remain 
imperative.

Twelve months is an appropriate age to initiate standardized testing 
if testing has not already begun. Most standardized testing—such 

Figure 10.8. Locked knees.
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as the Peabody Developmental Motor Scales II—can be repeated at 
6-month intervals.

12 to 18 Months

Twelve to 18 months is the time in normal development when toddlers 
align their upright posture and refi ne their gait. Two to 3 months after 
a child begins ambulating without assistance, he will begin to demon-
strate a heel strike at initial contact and an arm swing. Expect the 
normally developing toddler to stand with much anterior pelvic tilt of 
pelvis—giving the child the typical exaggeration of the curve of the 
low back. When the toddler begins climbing over obstacles on the fl oor 
and climbing up stairs or onto furniture, he begins strengthening the 
muscles of the pelvic girdle, which will ultimately tilt the pelvis poste-
riorly and lead to the posture associated with appropriate spinal 
curves.

At 12 to 18 months of age, the child with PWS will likely continue 
demonstrating gross and fi ne motor delays of 50% or more. In all likeli-
hood, the child will sit independently. However, the level of indepen-
dence and the quality of that sitting independence will vary greatly. 
Some children may be independent by propping if placed in sitting. 
Other affected children may be transitioning to sitting, maintaining 
sitting without upper extremity support, and demonstrating an ability 
to pivot and scoot for sitting mobility.

When the child with PWS begins transitioning to sitting, it will likely 
be by transitioning without segmentation and by pushing back through 
the hips, often into a reverse tailor, or W-sitting position (Figure 10.9). 
When possible, it is best to avoid the reverse tailor sitting position, 
because this position enables sitting without abdominal stabilization 
and interferes with the development of gluteal strength and the normal 
pelvic position. Delays or absence of normal hip external rotation and 
delays in maturation of gait patterns are often attributed to reliance on 
reverse tailor sitting—even in the normal population.

Figure 10.9. W sitting.
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Mobility in the prone or all-fours position is a realistic expectation 
for most Prader-Willi children of 18 months of age. Quality of prone 
mobility may vary from marine or tummy crawling accomplished 
with forearms and inner thighs to all-fours creeping. The infl uences of 
hypotonia and the associated weakness will likely remain evident in 
the upper extremities, which may still be locked at elbows and elevated 
at the shoulders. Hypotonia will be evident in the lower extremities by 
a broadened base of support and by lack of reciprocated movement.

With increasing independence against gravity, balance awareness 
evolves. With improved balance, the child is able to release upper 
extremities from their need to prop the torso. With the upper extremi-
ties freed of propping responsibilities, the child with PWS has increased 
opportunities to practice fi ne motor manipulations. Fine motor pro-
gression at this point in maturation is most profoundly challenged by 
the low muscle tone of the forearms, wrists, and digits.

During the child’s 2nd year, the feeding diffi culties subside and 
weight gain stabilizes. Continued monitoring of the child’s growth to 
insure that the growth curve is maintained is still essential.

Therapy goals for a 12-to-18-month-old child with PWS emphasize 
balance and strengthening of the shoulder and pelvic girdles. Sit skis 
can be used to discourage reverse tailor sitting and to facilitate abdomi-
nal function. Slanted stools, gym balls, and simple benches can be used 
to challenge sitting balance against gravity. Opportunities to short 
sit on benches and small chairs offer alternatives when reverse tailor 
sitting is diffi cult to discourage. The prone position also offers impor-
tant options for strengthening shoulder and pelvic musculature. 
Whether used to give the child a ride, or propelled by the child’s own 
power, scooter boards are important tools to encourage effort and 
enjoyment from the prone position.

Speech and occupational therapists should continue monitoring and 
strengthening oral motor musculature and skills to promote achieve-
ment of feeding and speech goals.

18 to 24 Months

By 2 years of age, a child with normal motor development can skillfully 
jump up and down and forward. Most will ascend and descend stairs 
from standing—usually by placing both feet on each step. A previously 
wide-based gait now features a narrow base of support, and heel strike 
at initial contact is reliable at 2 years.

A child with Prader-Willi syndrome will likely begin to ambulate 
independently at about 24 months of age. Gait patterns are immature 
and typical of an early toddler gait—characterized by a wide base of 
support, small steps, and anteriorly tilted pelvic posture (Figure 10.10). 
In those with normal motor development, body structure and move-
ment patterns change as strength increases and as the child experiences 
gait and movement through space. By contrast, low muscle tone and 
subsequent insuffi cient extensor muscle strength prevent the child with 
PWS from achieving normal maturational progression of posture and 
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gait. In addition, because many children with PWS experience slow 
growth during infancy and early childhood, linear growth defi cits may 
be another factor limiting skeletal remodeling, which also improves the 
effi ciency of locomotion.

The physical therapist working with affected toddlers is likely 
working on goals to facilitate independence with standing and gait. 
Interventions may include adjunctive orthotics for feet and ankles. The 
orthotics may be as simple as UCBLs (University of California Berkeley 
Laboratory shoe inserts), which address pronation by stabilizing the 
heel. The orthotic of choice might be an SMO (supramalleolar orthotic), 
which offers a greater degree of frontal plane support. For children 
whose hypotonic lower leg muscles require ankle support in the sagit-
tal plane, an ankle foot orthosis (AFO) can prevent excessive ankle 
extension.

24 to 60 Months

The typically developing child’s rapid rate of growth between the ages 
of 2 and 5 years moves the child’s center of gravity closer to the lower 
extremities.14 This child demonstrates locomotion skills refl ecting 
muscle tone, strength, and length that insures balance and equilibrium. 
Thus, by age 3, the normally developing child can ascend and descend 
stairs with alternating feet and without need for handrail assistance. 
By age 4, most can hop on one foot and can tandem walk on a line 
on the fl oor. By age 5, most can skip, can balance on one foot for 10 
seconds, and can perform sit-ups.

During early childhood, the gross and fi ne motor delays of the 
child with PWS become less glaring. By age 2, some children with PWS 
have enough muscle strength and control to achieve ambulation and 

Figure 10.10. Wide based gait.
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mobility milestones. Though the child may be walking, climbing, and 
transitioning, these skills lack quality, maturity, and refi nement. Assess-
ment on a standardized test, such as the Peabody Developmental Motor 
Scales II, will defi ne the delays more specifi cally.

Problems compound for the child with PWS during the early child-
hood period, as this is the time associated with rapid weight gain.3 
Weight gain for a child with PWS typically does not represent muscle 
and length. For the child with PWS, the growth of body fat exceeds the 
growth rate of bone and muscle.3 The challenges of managing posture, 
equilibrium, and mobility increase when weight gain further compro-
mises limited strength, lack of muscle tone, and short stature.

The physical therapist working with the preschool child with Prader-
Willi syndrome should defi ne goals to strengthen the proximal and 
core musculature and to challenge endurance. During this period of 
rapid weight gain, aerobic activities not only address muscle tone but 
also boost metabolic rate and increase energy expenditure. Scooter-
board play, games of wheelbarrow, crab walking, climbing skills (on 
simple playground equipment or on more sophisticated rock walls), 
riding toys, swimming, and water play are all gross motor activities 
that strengthen muscles and challenge aerobic capacity. Horseback 
riding, or hippotherapy, can be a very benefi cial activity for children 
as young as preschool age. Therapists use horses as therapeutic aids to 
address muscle strengthening, balance and equilibrium, sensorimotor, 
conditioning, postural, and even speech goals.1

The occupational therapist should be evaluating and remediating 
defi ciencies in activities ranging from grapho-motor skills, to percep-
tual skills, to dressing and activities of daily living. The occupational 
therapist is frequently the team member who assumes responsibility 
for evaluating the child with Prader-Willi syndrome for sensory inte-
grative dysfunction. Sensory integration refers to the brain’s ability to 
organize the information received from all the body’s sensory modali-
ties—vision, hearing, tactile, taste, position in space, pull of gravity, and 
movement.4 When development is typical, children receive and orga-
nize sensory input to produce well coordinated movement, behavior, 
and self-image. For the child with Prader-Willi syndrome, poor muscle 
tone and short stature are just two of the many factors that impact 
normal sensory integration. The potential value of a sensory integrative 
evaluation and sensory integrative therapy for the affected child should 
always be considered during this early childhood period.

Similarly, at this point, speech therapists might be assisting the 
Prader-Willi child with articulation defi cits as well as with language 
content.

From Preschool Through Adolescence

In those developing typically, the center of gravity continues to lower 
as body length progresses to adult height.14 Muscle bulk and strength 
guide the body’s postural development and movement patterns. 
Normal cognitive skills and motor maturation accommodate a person’s 
inherent need to move and to use the body in recreation and play.
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For the child with PWS, the phenotypic body shape that became 
evident in childhood remains throughout adolescence and adulthood. 
Without growth hormone intervention, the lack of a pre-pubertal 
growth spurt and the failure to fully develop secondary sex character-
istics (e.g., waist and hip body form) serve to amplify the already 
present impact of hypotonia and insuffi cient lean muscle mass. 
Thus, in comparison with peers, the child with PWS will be short, 
particularly when compared with grown family members, and will 
have small hands and feet. Lacking growth hormone intervention, the 
average height of adults with Prader-Willi syndrome is below the 5th 
percentile.6

Further, by adolescence, continuing rapid growth of body fat may 
result in total body fat of 40% to 50%. The excessive body fat is most 
likely to accumulate at the body’s midsection and thighs.8,9 The com-
bination of low tone, postural muscle weakness, high center of gravity, 
and excessive body fat insure that posture will fall outside of normal 
plumb line alignment, preventing normal gait and movement. Inactiv-
ity is a logical result of the affected teenager’s body shape and physical 
status. Cognitive and oppositional behavioral tendencies are additional 
factors impacting these teens’ and adults’ potential for improving body 
size and shape.

Patello-Femoral Syndrome

Patello-femoral syndrome is a common cause of knee pain that is 
grossly underreported in all teens. Even when musculoskeletal devel-
opment and lean body mass are within normal limits, muscle and soft 
tissue imbalances at the hip and knee are a frequent cause of patello-
femoral knee pain. The hypotonia and typical body shape render 
the teen and young adult with PWS even more susceptible to this very 
common cause of knee pain. Patello-femoral syndrome results when 
the patella, or kneecap, does not track accurately through the patellar 
groove during fl exion and extension movements. The faulty tracking 
occurs as a result of a variety of musculoskeletal factors.

Of the four quadriceps muscles, the lateral quadriceps (vastus latera-
lis) is the strongest and most likely to pull the kneecap laterally (to the 
side), away from the appropriate pull path. The medial quadriceps (the 
vastus medialis oblique), which should activate to pull the kneecap 
medially (to the middle), is the smallest and least powerful of the 
quadriceps. Most commonly in those with PWS, the exaggerated ante-
rior pelvic tilt keeps the femurs internally rotated, further preventing 
the activation of the vastus medialis oblique.

The gluteus medius muscles located at the lateral aspect of the hips 
are important pelvic stabilizers. Even in the normotonic population, 
the gluteus medius musculature is frequently too weak to prevent 
dropping of the pelvis, further encouraging patellar malalignment. 
This weakness, as well as hyperextension of the knees (genu recurva-
tum), is a common postural characteristic among those with PWS. 
Genu recurvatum contributes to patello-femoral dysfunction because 
the knee rests in extension without benefi t of any quad muscle input. 
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Furthermore, knee hyperextension, or recurvatum, occurs with the 
femur fully internally rotated.

Patello-femoral pain occurs when bending or straightening the knee. 
Those troubled with patello-femoral syndrome will experience pain 
when ascending and descending stairs, and will frequently describe 
knee pain upon rising after extended periods of sitting. The most dra-
matic sequelae (long-term outcome) of patello-femoral dysfunction is 
subluxation, or dislocation, of the kneecap. Patella dislocation typically 
has a sudden onset, often with no identifi able precipitating event. If 
patellar relocation (return to normal place or position) does not happen 
spontaneously, it can easily be put back in place in the emergency 
department. Immobilization in a splint or cast offers rest and an oppor-
tunity for swelling to subside.

Preventing repeat patellar subluxations (dislocations) is of para-
mount importance. While surgical stabilization is one treatment option, 
a strengthening program for the medial quadriceps and gluteus medius 
musculature, combined with a stretching program for the iliotibial 
band of the lateral thigh and hamstring muscles and a patello-femoral 
taping program13 offers a conservative approach that can successfully 
rehabilitate the knee and prevent the need for surgical intervention. 
Patello-femoral reeducation has a high rate of success in the normoton-
ic population and offers a reasonably conservative option for members 
of the Prader-Willi population who are cognitively able to understand 
and execute the exercises, and who have the support persons to insure 
compliance with the program.

Scoliosis

In the normotonic population, idiopathic (specifi c cause unknown) 
scoliosis occurs in 2% to 3% of children aged 7 to 16 years.7 Those 
with Prader-Willi syndrome are more at risk for neuromuscular 
scoliosis, presumably as a result of low muscle tone. Approximately 
62% to 68% of the Prader-Willi population have scoliosis with a struc-
tural change of at least 10 degrees.11 The high prevalence of neuro-
muscular scoliosis among children and teens with PWS necessitates 
careful monitoring by radiographic studies, especially during periods 
of rapid growth. Progressive curves (curves that have increased by 5 
or more degrees on two consecutive examinations) should be evalu-
ated radiographically every 4 to 6 months. The treatment of neuro-
muscular scoliosis ranges from careful monitoring to bracing to 
surgical stabilization.

Inactivity and Obesity

The school-age child with Prader-Willi syndrome will most likely be 
active and playful with school peers. However, the child most likely 
will be unable to compete or even maintain pace with peers. Standard-
ized testing reveals objective data for better understanding the 
motor diffi culties encountered by school-age children with PWS. The 
Bruininks-Oseretsky Test of Motor Profi ciency is a standardized assess-
ment for children aged 4 to 14 years5 that defi nes specifi c areas of 
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weakness: muscle strength, speed, balance, coordination, and bilateral 
skills.

The genetically driven hypotonia, weak musculature, and higher 
fat-to-lean body mass ratio lead to motor delays and frank inability to 
acquire the needed skills for developing strong and lean bodies. Rarely 
do organized and intramural sports make a place on the team for a 
child with Prader-Willi syndrome.

The physical therapist working with the school-age child with 
Prader-Willi syndrome must address these issues of inactivity and 
impending or frank obesity. While the children are still in school, adap-
tive physical education programs can be invaluable for maintaining an 
activity level and increasing strength, muscle tone, and aerobic capac-
ity. Modifi ed track, swimming and water play, tricycles and bicycles—
adapted as necessary, and all forms of gym and playground play can 
be fun, therapeutic, and safe.

Special Olympics programs also are a wonderful option for families 
of children with Prader-Willi syndrome. Special Olympics programs 
can provide the means and motivation for dealing with weight, weak-
ness, and inactivity through organized and supportive sports and play. 
Beyond the physical benefi ts, Special Olympics offers affected children 
the joy of movement and play, the thrill of competition, and the com-
radeship of a team, which might otherwise be unavailable for this 
population.

The Adult with Prader-Willi Syndrome

The U.S. Food and Drug Administration (FDA) approved growth 
hormone treatment for children with Prader-Willi syndrome in the 
year 2000. That milestone may change the future for Prader-Willi 
children who will reach adulthood in the next decade or two. For 
the present, adults with Prader-Willi syndrome face challenges that 
follow them from childhood and other challenges that emerge in 
adulthood.

The postural challenges that fi rst emerged in childhood often become 
more problematic in adulthood. The persistent ramifi cations of hypo-
tonia, small stature, a high center of gravity, increased body weight, 
decreased opportunities for physical activities in the post-school-age 
population, and gravity all conspire against upright, plumb-line pos-
tural alignment. Simple techniques can curb the forward fl exed posture 
that so often typifi es the adult with PWS.

Time spent each day in the prone or tummy-lying position with 
weight propped on forearms strengthens the back extensors and shoul-
ders and stretches the fl exors of the trunk and hips. Upper extremity 
and upper body strengthening programs can modify the stereotypic 
head-forward and shoulders-rounded posture. Such upper body 
strengthening and stretching programs might include swimming, 
wand exercises for the shoulders, pulley exercises, range of motion 
exercises done with resistive bands, or even cuff weights starting at 1/2 
pound and increased in 1/2-pound increments.
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Adults with PWS are also at increased risk for osteoporosis and 
related bone fractures (see Chapter 5). Physical therapy and exercise 
programming should be carefully coordinated with medical monitor-
ing and treatment for affected individuals. Walking, running, horse-
back riding, and jumping may not be optimal activities for a person 
with osteoporosis, since these activities may further increase the risk 
for fracture in the lumbar spine and hips (the major weight-bearing 
parts of the skeleton). Nonweight-bearing exercises, such as swimming 
and water aerobics, may be preferable. However, if a person is being 
medically treated for osteoporosis (e.g., with estrogens or bisphospho-
nate) and there is a documented improvement in bone density, then 
weight-bearing exercises can be judiciously reintroduced into the exer-
cise regimen after consultation with the treating physician.

In the absence of osteoporosis, a walking program is an excellent 
weight-bearing activity for adults with PWS and very adequately 
stresses the long bones, facilitating calcium fi ll. It also provides a man-
ageable aerobic exercise program. Walking is easily executed by people 
of all skill levels and requires no special equipment other than a pair 
of supportive shoes. When walking outdoors is impossible, the use of 
a treadmill can be considered. However, balance issues make this 
diffi cult for many with the syndrome, so this should not be attempted 
without proper supervision and attention to safety.

The need for aerobic activity does not decrease as the person with 
PWS reaches adulthood. The adult with PWS is predisposed by obesity 
to sleep apnea and hypoventilation syndromes. Aerobic activity offers 
the best defense against obesity and the best means of strengthening 
lung capacity.

Adults typically have fewer opportunities than children for orga-
nized physical activities, and this is particularly true for adults with 
physical challenges. As previously indicated, Special Olympics pro-
grams are invaluable in fostering motivation for physical activity and 
providing opportunities for organized, varied motor challenges.

Across the nation in large urban areas as well as in small rural 
locales, communities are building centers for fi tness and education. 
These community centers are rising to the challenges of the nation’s 
increased need for physical activity. These centers offer opportunities 
for all ages and skill levels to enjoy water play, court sports, and orga-
nized group exercise. Many of these wellness and fi tness centers provide 
opportunities for those with special needs to utilize their facility.

Conclusion

Since 1956, when Swiss physicians Prader, Labhart, and Willi fi rst 
described Prader-Willi syndrome, much has improved for affected chil-
dren and adults. An increasing knowledge base and exciting treatment 
options, such as growth hormone, offer increased optimism for quality 
of life. At all stages of development, and throughout the life span of 
the person with Prader-Willi syndrome, motor intervention and activ-
ity modalities provide the tools for dealing with the challenges of 
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hypotonia, developmental delays, balance defi cits, orthopedic anoma-
lies, and obesity. From the infant, who has perhaps not yet even been 
diagnosed, to the adult seeking meaningful work through vocational 
training, every individual with Prader-Willi syndrome should have 
care that includes physical, occupational, and speech therapists as 
essential team members.
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11
Educational Considerations 
for Children with 
Prader-Willi Syndrome
Naomi Chedd, Karen Levine, and Robert H. Wharton†

Children with Prader-Willi syndrome (PWS) present unique character-
istics, needs, and challenges to traditional educational environments. 
Providing an optimal educational experience requires that parents, 
teachers, and associated service providers be familiar with the issues 
and educational options for affected children and their families. This 
chapter provides an overview of the many and varied considerations 
involved in providing educational opportunities to children with PWS 
from infancy through adolescence. It delineates specifi c considerations 
associated with age and developmental milestones and offers practical 
suggestions for maximizing the educational experience of students 
with PWS. In addition, it provides information on current United States 
(U.S.) federal legislation affecting children with disabilities, including 
the No Child Left Behind Act of 2001, the nation’s latest general educa-
tion law.

U.S. Education Legislation

U.S. federal law requires that all children with a disability have a 
written plan that describes each area of educational need and specifi es 
how these educational needs will be met. As of this writing, the current 
special education law articulating these requirements is the Individuals 
with Disabilities Education Improvement Act of 2004 (Public Law 108–
446), known as IDEA or IDEA 2004. Although the law became effective 
in July 2005, amending a previous version of IDEA, new regulations 
have not been fi nalized (expected in early 2006).

For children under age 3, this plan is accomplished through an Indi-
vidualized Family Service Plan (IFSP), described in Part C of IDEA. 
The law covering this age group calls for statewide, comprehensive, 
interagency service programs for all infants and toddlers with disabili-
ties and their families. It also requires that the IFSP outline services that 
will be provided to meet the infant’s or toddler’s developmental needs 
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in one or more of the following areas: physical development, cognitive 
development, speech and language development, psychosocial devel-
opment, and self-help skills.

In contrast to the original 1986 provisions for early intervention ser-
vices (specifi ed in P.L. 99–457), the current version of the law covering 
infants and toddlers requires that services for children under 3 be pro-
vided in “natural environments,” which may include parks, public 
libraries, and other community settings as well as homes and day care 
facilities. If intervention services are provided in other settings, such as 
a medical center, the IFSP must offer justifi cation for providing these 
services in a “more restrictive” environment.

Part B of IDEA focuses on children between ages 3 and 21 and 
requires that school systems provide a plan for identifi cation, evalua-
tion, and provision of special education and related services. Once a 
child is identifi ed, evaluated, and found in need of special education 
services, an Individualized Education Plan (IEP) must be implemented. 
The IEP is an educational blueprint of all aspects of that child’s special 
education needs and the resulting services to be provided. It is, in 
essence, a contract between a school and a parent regarding the type 
and extent of educational and related services to be employed for edu-
cating the child. A main difference between Parts B and C of the IDEA 
law relates to the role of the family. Whereas Part C focuses on sup-
porting the family in their capacity to provide a nurturing environment 
for infants and toddlers and enhancing coordination of services required 
by both the child and family, Part B focuses on the role of public 
schools, guaranteeing that children with disabilities receive a free 
and appropriate public education (FAPE) in the least restrictive envi-
ronment (LRE). IDEA, through the amendments passed in 1997, 
also mandates that all students have access to the general curriculum, 
rather than being educated with signifi cantly different content and 
programming.

In addition, differences and changes in the law refl ect the needs of 
the children and parents at different points along the child’s develop-
mental continuum and an increased awareness of the importance of 
the family as part of the team. The 1997 changes shifted the focus 
somewhat, from access to education for children with disabilities to 
improving and demonstrating educational results, and the 2004 IDEA 
amendments continue that emphasis, requiring higher standards for 
qualifi cation of special education teachers.

Another recently enacted federal law that has considerable implica-
tions for children with special needs is the No Child Left Behind Act 
of 2001 (P.L. 107–110), known as “No Child Left Behind” or NCLB, 
enacted in 2002. According to the U.S. Department of Education, 
NCLB was designed to work with IDEA and is based on the 
assumption that all children, including children with disabilities, can 
meet high educational standards. Like IDEA, it states that students 
with disabilities must have access to the general curriculum. But it 
also requires that teachers in all settings—a general education class-
room, integrated setting, or substantially separate setting, such as a 
resource room—need to be skilled in teaching all students. It differs 
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from IDEA in that it makes schools accountable for student 
performance.

It is helpful, indeed necessary, for all families engaged in educational 
planning for their children with PWS to familiarize themselves with 
the latest provisions of the federal education laws. Several excellent 
sources of information on these laws can be found on the Internet, 
including the U.S. Department of Education (www.ed.gov), the National 
Dissemination Center for Children with Disabilities (www.nichcy.org), 
and Wrightslaw (www.wrightslaw.com). In addition, getting informa-
tion about individual state laws and local practices will better enable 
parents to secure the most comprehensive and appropriate education 
possible for their children.

Qualifying for Special Services

To be eligible for services under IDEA, a child must have an identifi able 
condition that interferes with educational progress and school perfor-
mance to the extent that special education services are required. The 
law requires that children with a suspected disability be evaluated by 
an interdisciplinary team, following which an expanded team that also 
includes the parents designs the child’s IEP based on the results of the 
evaluation; that children be educated in the least restrictive environ-
ment; that services be provided when deemed necessary by the IEP 
team; and that child and parent rights to “due process” be protected. 
That is, if parents disagree with team recommendations for services or 
placement, they have a right to a hearing in a court of law.

Program Models

There are variations in classroom options for preschool and school-age 
children with PWS. Which option is best depends on both the needs 
of the child and the support services school systems are able to provide 
in regular and specialized settings. Because children’s needs change 
over time, planning and placement require periodic review and often 
modifi cation. Any model must incorporate understanding and support 
for educational, emotional, and social development while normalizing 
all experiences as much as possible and optimizing quality of life.

Although terms may be defi ned and interpreted slightly differently, 
most schools recognize several program models. An “inclusion model” 
involves placing children with disabilities such as PWS in regular edu-
cation settings while providing individualized accommodations and 
support as needed. Where its interpretation is fl exible and a broad 
array of educational and behavioral supports is available, it can be very 
effective. One advantage is the implication that all children are included 
and valued regardless of ability or capacity to accept ongoing educa-
tional challenges. The classroom environment is altered to accommo-
date all children’s needs. Another advantage is that children have an 
opportunity to develop friendships among classmates with whom they 
might not otherwise interact.
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For children with PWS this model must incorporate implementation 
of support services when diffi culties arise and, preferably, be in place 
before diffi culties arise. For example, psychosocial/behavioral consul-
tation may be benefi cial in situations such as managing food issues, 
managing frustration around transitions, and facilitating development 
of friendships.

Computer instruction and use of a computer in class may be helpful 
accommodations as well. Other services (speech, physical, and occu-
pational therapy) can either be incorporated into the classroom or take 
place outside class. It is often necessary to have a classroom aide or 
paraprofessional to assist with social, educational, and behavioral 
matters. Depending on the needs of the child, either a one-to-one aide 
or an aide who works with several children can be effective. However, 
in both cases, it is necessary for the aide to get appropriate, PWS-
 specifi c training in facilitating social interactions between the child 
with PWS and peers, as well as being able to modify work as needed 
and provide some behavioral interventions.

Social facilitation can occur by having the child with PWS sit next to 
classmates during seated group activities, by prompting conversations 
about topics familiar to the child with PWS, and getting to know all 
classmates well enough to earn their trust and gain their cooperation. 
When the inclusion model is not fl exible, there are insuffi cient sup-
ports, or appropriate staff training isn’t provided, children with PWS 
may be misunderstood, isolated from their peers, and have fewer 
opportunities for academic, behavioral, and social development and 
success.

When an inclusion model is not indicated for the child, other program 
formats may be pursued. For children with more signifi cant learning 
and/or behavioral problems who are placed in schools that have large 
classes and few supports, a smaller, specialized class for most or all 
academic work may be benefi cial. However, classrooms for children 
with behavioral disturbances (often termed BD classrooms) are not 
usually appropriate for children with PWS because their behaviors, as 
well as the underlying causes, tend to be very different from those of 
children typically placed in such an environment. When classroom 
teachers need to develop specifi c management strategies, consultation 
with a behavioral psychologist may be benefi cial. It would be particu-
larly helpful to work closely with a behavioral psychologist who has 
had experience in working with children with PWS.

Regardless of the classroom model, benefi ts to social-emotional 
development accrue from integrated experiences. Integration into a 
class of typically developing students can be successful for structured 
activities such as hands-on science or art projects and story times but 
poses extra problems at lunch and snack times. The concept of reverse 
integration also works in some instances. This involves having a child, 
or several children, without special needs join the special classroom to 
participate with the child with PWS in activities facilitated by the 
teacher. The child or children can subsequently “host” the child with 
PWS in the regular classroom.
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Some children, especially older children who are experiencing 
signifi cant behavioral challenges, may benefi t at some point from 
placement in a residential school where predictable structure, a high 
staff-student ratio, and limited access to food create an atmosphere 
that greatly reduces overall stress and stress-induced behaviors. 
Clearly, even in this type of program, the family remains a vital emo-
tional presence and support; close communication and cooperation 
between the residential program and the home are essential. Some-
times the residential model can provide “crisis intervention” until the 
circumstances surrounding initial placement stabilize. After a period 
of time, the child’s success should be reevaluated and the child may 
either return home and attend a public or other day school or remain 
in the residential program. Ongoing evaluation of the child’s needs is 
essential.

No matter which program is selected by the team, teachers and all 
other school personnel working with the child must be taught about 
food, behavior, and social issues. Such education provides information 
on which to base teaching methods as well as management strategies 
for restricting assess to food, thereby reducing frustration for the child 
and staff. Although some behaviors may appear voluntary, such as 
being extremely stubborn or perseverative, it is essential to help the 
school/community understand that children with PWS may, at times, 
display behaviors over which they have little or no control. It is equally 
important to help school staff recognize the particular strengths of the 
individual with PWS and gear teaching/learning strategies toward 
them.

Medical Issues That Affect the Educational Process

Educators need to be aware of several medical and psychological fea-
tures associated with PWS, particularly an altered level of arousal, the 
pronounced appetite disturbance previously referenced, and dimin-
ished muscle tone and motor planning skills. These features impact on 
both classroom performance and perceptions of children by teachers 
and classmates.

Children with PWS frequently demonstrate a diminished sense of 
arousal. Whereas some children with other medical conditions can 
be excessively active, the majority of children with PWS are underac-
tive. This characteristic manifests itself as a general lack of dramatic 
affect, decreased initiation of activities, and a frequent lack of enthu-
siasm. For example, some children tend to fall asleep in sedentary 
situations, during a long lecture or silent reading period. Others dem-
onstrate only minimal interest in classroom activities. This feature, 
sometimes misinterpreted as emotionally based lethargy, attention 
defi cit, or an inability to participate, actually is part of an altered level 
of arousal mediated by the central nervous system and is unrelated 
to intelligence.

Most disabling is the inability of children with PWS to control the 
drive to eat. Unlike arousal, however, this appetite disorder is one of 
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excess rather than underactivity. This characteristic, while mild in some 
children and profound in others, is moderated by brain chemicals and 
beyond internal controls. The lack of capacity for control is not related 
to cognitive ability, disruptions in the home environment, or a need for 
comfort or emotional or physical nourishment. Children with PWS can 
no more control their appetite than they can control a sneeze. It is 
imperative that the child’s environment be modifi ed; trying to change 
a child’s desire for food or food-seeking behavior is futile without limit-
ing access.

Another physical feature associated with this syndrome is low muscle 
tone and a diminished ability to engage successfully in tasks requiring 
substantial motor planning skills. Children tend to appear quite weak, 
and even simple motor tasks such as dressing can be challenging 
regardless of cognitive level or weight. Moving about the classroom, 
changing rooms—especially where stairs are required, and engaging 
in exercise routines or athletic events may be arduous and trying. The 
inability to match the efforts of nonaffected peers in these areas must 
be understood on the basis of underlying problems of muscle strength 
and motor control.

Educational Issues Across Developmental Stages

Infancy and Toddlerhood (Birth to 3 Years)

Because infancy and toddlerhood are periods of rapid development 
and learning, they are crucial times for children with PWS. Infants with 
PWS, like other infants, develop strong attachments to parents, sib-
lings, and other caregivers. Separation anxiety, happiness at greeting 
familiar people, and the particular smiles and eye contact for parents 
are all part of the special relationships that form between infant and 
family. Aside from being a delightful quality, this strong social orienta-
tion is a vital strength upon which to build a successful learning and 
intervention program, right from the start. In the fi rst few months, 
however, sleepiness and nonresponsiveness make nurturing and early 
attachment to caregivers a challenge. Low muscle tone and generalized 
weakness cause delay in reaching gross motor milestones such as 
sitting, crawling, and walking. There is also lag in development of fi ne 
motor skills.

Because of developmental delays, infants can benefi t from interven-
tions beginning as early as 1 month of age. Feeding and oral motor 
skills, receptive and expressive communication achievements, and 
both gross and fi ne motor development should be assessed and 
addressed throughout infancy. Programming should focus on physical 
stimulation, communication, and socialization. Regular “baby” play 
activities are important. Singing, nursery rhymes, books, mirror play, 
bubbles, pictures, rough-and-tumble romping, and cuddling are vital 
developmental activities. However, adjustments are required to com-
pensate for motor and speech limitations, i.e., providing more physical 
support, exaggerating affect and facial expression, and reinforcing any 
and all vocalizations and other attempts to communicate. In addition 
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to directly assisting with motor development, physical and occupa-
tional therapists should be consulted regarding strategies to help the 
child compensate for limitations (see Chapter 10).

During these fi rst years, due to output delays in the motor and 
speech systems, cognitive processes tend to develop ahead of physical 
skills. That is, the capacity for thinking and understanding outdistances 
verbal expression. Expressive language (speech) generally lags behind 
receptive language (word comprehension). Receptive language tends 
to correlate highly with cognitive development. The cause of this initial 
speech delay is poorly understood but is thought to be due, in part, to 
oral motor diffi culty (see Chapter 9). The delay frequently causes frus-
tration for both the infant/toddler and the family. Further, limited 
expressive skills and motor skills make developmental assessment dif-
fi cult and can result in underestimation of cognitive abilities.

As soon as diffi culties are noticed or diagnosis is suspected, early 
intervention services should be ordered by the pediatrician. In some 
states these services are administered through the Department of Public 
Health, while in other states these services are administered through 
the Department of Education. Some early intervention programs offer 
speech, physical therapy, occupational therapy, and play groups, while 
in other locales these therapies must be funded through other sources. 
Whatever source is utilized, these specialized interventions should be 
taught to caregivers and incorporated into daily and weekly routines 
that encourage optimal adaptation over time. In addition to these 
special services, infants and toddlers can benefi t from experiencing 
regular day care and playgroups that provide rich opportunities for 
enhancing social communication and play skills and offer families 
normalizing experiences.

Preschool (3 to 5 years)

Toddlers, with or without PWS, begin to declare themselves as indi-
viduals as they progress through the developmental milestones of 
walking and talking. Individual personalities emerge as youngsters 
learn to express themselves, make demands, and struggle to gain 
control of their environment. Interests, needs, and preferences may be 
expressed with great conviction, and adult directions may be met with 
opposition. During this era children know what they want and demand 
immediate fulfi llment. When gratifi cation is not immediate or goals of 
others interfere, frustration can evolve into a full-blown tantrum, espe-
cially if verbal expression is limited. Who hasn’t heard of the “terrible 
twos”? For children with PWS, this phase may begin a little later and 
last a little longer.

Although preschool children with PWS exhibit delayed motor and 
speech abilities, they still crave independence. Delays in achieving 
these milestones can contribute to resistance to physical activities, frus-
tration due to their inability to communicate, and tantrums. Diffi culties 
adapting to change, controlling frustration, or becoming calm once 
upset may occur; tantrums may also be more frequent and intense. 
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Implementing positive behavioral strategies, speech therapy, and phys-
ical therapy, and creating a predictable environment are essential.

At the age of 3 years, children become eligible for comprehensive 
school programs and enter the public education system through the 
process of evaluation by an educational team. Cognitive, communica-
tive, social, and behavioral skills are assessed in order to guide educa-
tional approaches, goals, and placements. In addition to including 
complete transitional summaries and recommendations from a child’s 
early intervention program, supplying the school team with educa-
tional information about PWS can be benefi cial. A number of such 
publications are available through the national and international 
Prader-Willi syndrome organizations (see Appendices E and F).

Part of the process for determining educational needs and develop-
ing the IEP involves standardized intelligence tests. Interpreting test 
results requires an awareness of the broad spectrum and characteristic 
patterns of learning diffi culties in children with PWS. Some function 
in the average or borderline range of intellectual abilities, but with 
accompanying learning disabilities; others are in the mild-to-moderate 
range of mental retardation; and a small percentage are severely 
impaired. The numbers of individuals in these categories are not known 
precisely, and fi gures cited vary across studies.1,2,7,8,9 However, taken 
together, the literature suggests that at least half of the children with 
PWS test in the average-to-borderline range. Some studies suggest that 
there is no correlation between weight and intelligence and that intel-
ligence remains stable throughout development.4 Regardless of IQ 
scores, children with PWS show substantial scatter in ability levels 
across domains. Moreover, since IQ scores are derived from averaging 
performances across skill areas, and because children with PWS usually 
have motor and speech delays, scores reported during preschool years 
may underestimate cognitive levels.

Measures of receptive vocabulary such as the Peabody Picture 
Vocabulary Test III3 are better predictors of cognitive development at 
this age. This test, which requires minimal motor and speech skills, has 
good correlation with overall intelligence in the general population but 
is not valid for children who have substantial attention diffi culties. 
Intelligence test scores may become more meaningful for older school-
age children with PWS, whose speech and motor skills typically catch 
up with their other areas of development and for whom there is less 
discrepancy in performance level across domains. However, when 
older children continue to show substantial scatter in skill levels across 
domains, the validity of the IQ scores remains questionable.

While IQ scores for preschoolers are not particularly useful for pre-
dictive purposes, the testing results can be quite helpful, indicating 
learning strengths and styles. The specifi c test chosen is less important 
than how test data are interpreted. Reports should discuss performance 
levels across areas of strengths and weaknesses, with particular atten-
tion to learning style and functional supports needed and should be 
based on assessment by a psychologist or educator experienced in 
evaluating children with developmental disabilities.
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Children with PWS who need specifi c educational and behavioral 
intervention may benefi t substantially from a specialized preschool 
experience, such as an integrated, special needs, language-based class-
room. Others with fewer needs may benefi t from enrollment in a regular 
preschool where, although less individualized attention is provided, 
there are substantial advantages gained from socialization, language, 
play, and group experiences. A common successful approach is enroll-
ment in a combination of special and regular programming, or in an 
integrated program that includes some children without special needs. 
Regardless of ability, most children with the syndrome are able to 
handle two programs as long as approaches and daily activities remain 
consistent.

Preschool IEPs should include a regular, preacademic curriculum in 
a developmentally appropriate context. Most children will continue to 
benefi t from continuation of earlier assistance in speech and physical/
occupational therapies (see Chapters 9 and 10). These services are most 
effective when therapists spend part of their time in individual and/or 
small group interventions and some time consulting with the class-
room teacher about how to incorporate therapy goals into the regular 
curriculum and classroom activities.

In addition to preacademic learning, preschool IEPs and program-
ming should address behavioral and socialization needs, since social 
development tends to present diffi culties as children get older.4 Early 
social skills training, including pragmatics (the practical use of lan-
guage), is crucial and can help children develop understanding of some 
of the more subtle aspects of socialization. These cues for social skills 
are best taught through teacher facilitation of child-to-child interactions 
and social and dramatic play. Because social skills are so important for 
future success, both in and outside of school, and because children with 
PWS require intensive teaching and numerous repetitions, a social 
skills/pragmatics program should be a priority in every IEP.

Preschoolers sometimes display behaviors that can interfere with 
learning and acceptance in the classroom, particularly those that result 
in class disruption caused by schedule changes. These behaviors should 
be addressed through the IEP, and anticipation is the fi rst line of defense 
against outbursts. A predictable daily routine is important because 
there is a tendency to express distress and excessive anger in response 
to apparently minor alterations in planned activities. A picture sched-
ule for daily routines and a wall calendar for upcoming events can help, 
and providing information about changes ahead of time may prevent 
or reduce upsets. Bringing an anticipatory object such as a ball when 
going to physical therapy or a toy when going outside may ease transi-
tions. Providing predictable “change-in-routine” signals, such as 
singing certain songs, also helps anticipation and adjustment. Once a 
child is upset, emotions may escalate rapidly and are diffi cult to control. 
When tantrums do occur, it is best to remove the child from the situa-
tion, remain nearby, ignore the behavior, and avoid scolding or even 
trying to reason. For children who show decreased interest and lack of 
arousal, interspersing motor activity with sedentary projects and 
seating the child near the teacher can help.
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Perseveration is another behavior that challenges the patience of 
teachers and peers. It often takes the form of repetitive questioning 
and/or repeated engagement in singular play (such as tearing paper 
or drawing circles). When repetitive play seems to be soothing, it is 
benefi cial to restrict the behavior to a certain place, perhaps a quiet area 
of the classroom, and to certain times that are predictably stressful, 
such as just before snack time, rather than attempting to eliminate it. 
Once a question has been answered, ignoring the redundancy and 
changing the subject are often suffi cient for this age group.

Finally, at this age children not only observe that eating is unre-
stricted for their peers but also note that food may be accessible. Several 
strategies can help manage this situation. During school hours, edibles 
should be kept outside the classroom in cubbies or in high cabinets. 
Snacks should be served in child-specifi c portions in front of each child 
rather than in large serving bowls and allowing children to help them-
selves. Supervision is necessary whenever food is available. Children 
should not have to sit for long periods near others who are eating, nor 
should they be isolated from their peers. Teachers should be instructed 
not to use food as a reward for a child with PWS and, preferably, not 
in the classroom at all. Stickers, colorful markers, or small, safe toys are 
better choices. Food is an issue that requires teachers and families to 
function as a team, using structure and positive behavioral approaches 
that can be implemented at home and school. When teachers are aware 
of potential diffi culties, the environment can be structured to minimize 
problems.

School-Age Children (6 to 12 Years)

Developmental goals of school-age children include concepts of mastery 
of tasks and pride in achievements. There is a desire to acquire knowl-
edge, skills, and control of their environment. Providing many oppor-
tunities for success is vital to the development of healthy self-esteem 
during this period when awareness of differences emerges. Some chil-
dren experience signifi cant tantrums during this period in response to 
unexpected changes, frustrations, and limited access to food. Skin-
picking behavior, common in children with PWS, may also surface 
during these years in response to frustration and anxiety. Social devel-
opment continues, as do social challenges, especially in the develop-
ment of friendships.

Parents can benefi t from learning about this stage of educational 
growth with the assistance of a developmental psychologist, an educa-
tion specialist, and/or pediatrician knowledgeable about PWS, school 
options, and opportunities. Psychologists play a major role in the 
development of IEPs that link parents and school systems. Manage-
ment of food-related concerns should be included in planning, and 
recommendations should stress close supervision. During this age 
period, feeling successful at some physical activity is important in 
shaping lifelong attitudes toward exercise. Participation in both school-
based activities as well as outside programs, such as Special Olympics, 
can be very rewarding, both personally and socially. Noncompetitive 
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activities, such as swimming, walking, and group exercise classes can 
be good alternatives to team sports.

Interventions
Younger school-age children with PWS usually do well in regular class-
rooms when provided with extra services. Another approach involves 
regular morning kindergarten classes and a special language-based 
classroom in the afternoon that allows for individualized teaching. This 
format can be quite successful and may be continued through the 
elementary grades.

Meticulous attention must be given to the learning profi les of chil-
dren with PWS as they begin their school experiences. Their learning 
profi les generally have characteristic strengths and weaknesses. 
Strengths, indicated in Table 11.1, are relative to their own abilities, not 
to peer performance. A particular strength in many children is long-
term memory for information. This strength applies to academics as 
well as to events and names. While initially it may be more diffi cult to 
teach new material due to evidence of learning diffi culties, it is worth 
the effort. Functional skills should be encouraged early in the curricu-
lum using positive approaches, such as complementing the student 
frequently, showing high interest, and providing individualized atten-
tion. Classroom activities should move at a brisk pace with variety to 
maximize motivation.

Most children with PWS become skilled readers. Verbal information 
is best understood when presented in brief pieces and time is allowed 
to process it. Much can be learned through hands-on experiences. 
Absorbing visually presented information is also a common strength. 
Teachers should be aware that visual materials such as photos, illustra-
tions, and videos are highly motivating, useful teaching aids for most 
children with PWS. Recent research has indicated that “simultaneous 
processing” is also a relative strength for individuals with PWS.6 They 
are more adept at integrating and understanding information when 
it is presented as a whole and they understand the “big picture.” In 
contrast, they have more diffi culty with tasks involving sequential, or 
step-by-step, processing. It is important that teachers and parents take 
these strengths and weaknesses into account when designing educa-
tional programs or teaching any new skill.

Other learning diffi culties often present in children with PWS fall 
into distinct areas (Table 11.2). One area of relative weakness is diffi -
culty with short-term auditory memory,2 which makes it a struggle to 
remember verbally presented information. Moreover, when a series of 
verbal directions or a list of steps or objects is presented, the demand 

Table 11.1. Characteristic Learning Strengths
Long-term memory for information

Receptive language

Visually based learning through pictures, illustrations, videos

Hands-on experiences

Reading
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for understanding and response is compounded by limited expressive 
ability. It may be that the children have diffi culty transferring auditory 
information from short- to long-term memory. However, when given 
the opportunity to do this through “rehearsal” and attaching meaning, 
information can be returned and recalled from long-term memory. The 
diffi culty with being able to remember strings of verbally presented 
information can be misunderstood as disobedience because the child 
is unable to sequentially process “pieces” of the directions. It is not 
uncommon to fi nd students very effective and productive for a given 
period of time. However, after a while, they appear to “lose it” and 
need to be retaught, a very frustrating situation for educators. Perfor-
mance can improve through teaching rehearsal strategies, repeating 
directions, writing down procedures, using visuals, and modifying 
verbal instructions. A speech therapist can be helpful in working with 
the child as well as with the classroom staff to teach these strategies.

Fine motor skills and motor planning tasks, such as writing and 
drawing, also present as relative diffi culties, although a few children 
are particularly good in this area. Most can improve over time and with 
practice. Use of a computer should be taught in the classroom begin-
ning as early as kindergarten, and keyboarding can begin to be taught 
in third or fourth grade. Minimizing writing demands, providing alter-
native assignments (either color a picture of a train or fi nd one in a 
magazine), as well as facilitating suffi cient opportunities to practice 
new motor tasks can reduce frustration. Learning is more effective 
when the right answer can be checked from a multiple-choice format 
rather than tracing or writing out the answer.

Physical education and therapy are useful for developing strength, 
coordination, and balance as well as motor planning skills. Gross motor 
activities such as walking, swimming, and low-impact aerobics are 
good choices for children with PWS. Scheduling physical activities at 
predictable times several days each week can positively infl uence many 
aspects of life. Children should be encouraged to participate and keep 
personal records of their gross motor achievements for which they can 
earn rewards. Physical programming should enhance opportunities for 
socialization as well as the development of regular, healthy exercise 
patterns. However, comparisons or competition with others can be 
discouraging. The record-keeping system should be designed to cele-
brate personal progress and achievements with guaranteed successes.

While the behavioral and social challenges discussed in the previous 
section also apply to school-age children, perseveration and obsessive 
behaviors may intensify. Management should include answering the 
question once, ignoring repetitions, and changing the subject. Writing 

Table 11.2. Characteristic Learning Weaknesses
Expressive language

Short-term auditory memory

Fine motor skills, related to strength, tone, and motor planning

Interpreting subtle social cues, learning subtle social norms
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down the answer to the perseverative question on a card to which the 
child can refer can be helpful. A child who repeatedly asks, “Did I do 
a good job?” may proudly show an “answer card” that says, “I did a 
terrifi c job today.” A child who continues to ask, “When do we go 
home?” can refer to a reminder card that says, “School ends at 2:45.”

Home/school communication is essential. Sending a notebook back 
and forth across environments with information about activities, suc-
cesses, strategies that work particularly well, and any special diet or 
behavioral issues can maximize consistency and successes for the 
child.

Adolescence

Adolescence is traditionally a challenging time for children, having to 
cope with increased pressures coming from all directions. For those 
with PWS, the growing awareness of the differences between them-
selves and their non-PWS peers occurs at the same time that being “just 
like” one’s friends is so important. Individuals with PWS who observe 
changes in their peers (but none in themselves) are likely to demon-
strate increased stress, which may create anger, resistance, and food-
seeking behaviors that interfere with learning and adaptation.

Schools can benefi t from regularly scheduled parent conferences and 
outside consultation from a professional familiar with PWS. For some 
teenagers specifi c behavioral programs can assist with modulating 
excessive behaviors (see Chapter 12), while others may require counsel-
ing or other forms of support. It should be remembered that out-of-
control tantrums, excessive skin picking, and what may appear to be 
oppositional behavior refl ect the inability to cope with stress and should 
be attended to promptly and comprehensively by school and outside 
specialists.

While challenges exist, there are positive aspects of adolescence. 
Many teenagers develop effective verbal skills and become active par-
ticipants and contributors to school activities. This is a time during 
which vocational planning and work experiences should begin to be 
pursued (see Chapters 13 and 14). Being a good reader helps, and 
hobbies should be encouraged. While it is generally diffi cult for people 
with PWS to cultivate friendships independently, satisfying relation-
ships are possible, especially if parents, teachers, and other supportive 
adults in the community are involved. Due to behavioral challenges—
regardless of cognitive functioning—most are not yet ready for the full 
autonomy their same-age peers are achieving; most need continued 
supervision and protection. Both teachers and parents need to provide 
extra security in the school and home while seeking ways that adoles-
cents with PWS can increase independence, participate in enjoyable 
activities, and improve their quality of life.

School programs should capitalize on strengths and teach coping 
skills for dealing with challenges. As with younger individuals, daily 
and weekly schedules should be as consistent as possible with minimal 
transitions. In addition to learning, behavioral, physical, and social 
considerations, prevocational teaching and planning become critical. 
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While academic work clearly continues to be a part of school program-
ming, emphasis should be placed on practical uses of learning such as 
application of math skills to manage money, time, and use of public 
transportation. Skills necessary for community living should be part of 
any prework curriculum. Enhancement of social skills needs to con-
tinue, and educators should consider offering one of several excellent 
courses about sexuality that are designed specifi cally for persons with 
developmental disabilities.

Some adolescents may benefi t from individual counseling in order 
to express feelings and work through frustrations associated with a 
desire for independence and confl icts surrounding the issue of “being 
different.” Providing therapeutic counseling and support during a long 
walk has worked well for some adolescents with PWS, as this model 
also supports physical well-being while promoting good mental health. 
A support group of other individuals who face similar challenges is 
usually very helpful as well. More detailed discussion of educational 
issues for adolescents with PWS appears in a separate chapter (see 
Chapter 13).

Conclusion

Children and adolescents with PWS can achieve many successes in 
school and community-related activities. When educators understand 
each child as an individual with special strengths and needs, they then 
can determine how the attributes of PWS can contribute to successes 
and can assist families, school staff, and ultimately, the children them-
selves to cope with the challenges associated with the presence of 
this syndrome and maximize their functioning, independence, and 
happiness.

Editor’s note: This chapter is adapted from “Educational Consider-
ations,” by Karen Levine, PhD, and Robert H. Wharton, MD, Manage-
ment of Prader-Willi: Syndrome, 2nd Edition, Springer-Verlag, 1995.
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12
Tools for Psychological and 

Behavioral Management
Barbara Y. Whitman and Kevin Jackson

Prader-Willi syndrome (PWS) continues to unfold as one of the more 
complex genetic syndromes. Most medical texts now identify PWS 
as an obesity syndrome, with accompanying cognitive defi cits and 
behavior diffi culties. Certainly the pervasiveness, severity, and impact 
of the food-related behaviors underscore this description. However, 
this characterization fails to recognize the primary role of the accom-
panying behavioral issues in the adjustment and management of 
affected individuals.

Behaviorally, the young child with PWS is described as happy, per-
sonable, affectionate, cooperative, and compliant, despite the emerging 
hyperphagia.7 In direct contrast, however, by the time persons with 
PWS reach chronological adolescence, unless obesity is life-threatening, 
behavioral diffi culties—often severe—become the central issue, both 
for individuals with the syndrome and their families.31 While not uni-
versal, many by adolescence are described as ego-centered, moody, 
stubborn, manipulative, and prone to temper tantrums and rages that 
can result in injury to themselves and others. Emotional instability may 
appear as depression, obsessions, and frank psychoses. In many 
instances, these behaviors remain resistant to traditional behavioral 
and psychopharmacological management and can result in family 
turmoil, failure of both community living and meaningful employ-
ment, and may require mental health consultation, alternative living 
arrangements, and possibly even institutional placement.

Despite the presence of these behavioral features and their impact 
on the adjustment of affected individuals, there is a paucity of behavior 
management research on this population. With rare exception,12,28,61 
behavioral research is descriptive in nature, directed toward determin-
ing the presence (or absence) of specifi c behaviors, skills, or abilities, 
and the differential impact of the causal genetic mechanism (chromo-
some 15 deletion versus uniparental disomy) on these characteris-
tics.8,10,24 While critical for defi ning “typical” characteristics of affected 
individuals, these studies provide limited guidance regarding the day-
to-day functioning of a specifi c individual and tend to underestimate 
the impact of environmental factors affecting behavior. In addition, 
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many studies, in order to have a suffi ciently large sample, include an 
age range encompassing infants through middle to late adulthood, 
measured at a single point in time.23,38 Such a methodology makes it 
diffi cult to assess age-related behavioral shifts.

The primacy of hypothalamic dysfunction has long been 
asserted.33,34,39,59,70 The role of the hypothalamus, juxtaposed against 
characteristics of PWS, highlights the basis for that assertion (Table 
12.1). However, the documented range of intractable behaviors and 
neurocognitive defi cits, coupled with neuroimaging studies,55,70 indi-
cate that Prader-Willi syndrome: (1) is a pervasive neurodevelopmental 
syndrome, and (2) refl ects a distributed central nervous system dys-
function that has yet to be fully described either anatomically or bio-
chemically. From this perspective, the centrally driven, food-related 
behavioral constellation, albeit dramatic, is just one of the neurobehav-
ioral abnormalities attendant to this disorder and, when appropriately 
addressed, perhaps the easiest of the behavioral abnormalities to 
manage. This chapter will detail typical behavioral characteristics asso-
ciated with PWS, examine critical issues, and offer strategies for effec-
tive management. To frame this discussion, it is necessary to briefl y 
review the known neurobehavioral characteristics of affected persons 
that impact management. A more extensive review can be found else-
where in this volume (see Chapter 8).

Behavioral Overview

Food

Despite a broad-ranging “typical” behavioral profi le, Prader-Willi syn-
drome remains most readily noted for, and recognized by, an evolving 
constellation of abnormal food-related behaviors. Neonates typically 
demonstrate feeding diffi culties and an accompanying failure-to-thrive 
that is, in part, attributed to the characteristic hypotonia (severe) and 
weak suck. Feeding aids, including special nipples, feeders, and even 
surgical supplementation, are routinely employed. Feeding diffi culties, 
generally resolved by the toddler period, give way to an evolving 
constellation of eating concerns including extreme and constant (over) 

Table 12.1. A Comparison of Normal Hypothalmic Functions with 
the Altered Physiologic Functioning Found in Prader-Willi 
Syndrome
Normal Hypothalamus Prader-Willi Syndrome

Regulates appetite Hyperphagia

Sensitivity to pain Altered pain sensitivity (skin picking)

Regulates temperature Temperature instability

Regulates day/night cycle Altered sleep/wake cycles

Regulates emotions Emotional excesses

Impacts memory Short-term memory defi cits

Regulates breathing Central apnea
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eating, food foraging, food hoarding, preoccupation with food, mani-
pulative and sometimes illicit behaviors directed at obtaining food, 
lessened liquid intake, and an accompanying aversion to activity even 
in the absence of obesity.

Part of the continuing (over)emphasis on the abnormal eating associ-
ated with PWS is historical. Early diagnosis for PWS is very recent. 
While the clinical constellation has been recognized since 1956, it was 
not until the late 1990s that testing provided the ability to genetically 
confi rm the majority (99%) of those affected. Prior to that, diagnosis 
was often suspected, but delayed, until the emergence of the abnormal 
eating constellation and obesity. For those with a deletion, the average 
age at diagnosis was 6 years, and for those with uniparental disomy 
age 9.5 Such diagnostic delays often led to an “intertwining” of the 
food-related behaviors with other behavioral components, so that 
the full range and impact of the behavioral profi le as an issue, separate 
from the food-related behaviors, was not suffi ciently appreciated. In 
fact, prior to the mid-1980s, uncontrolled obesity with the attendant 
health consequences was the central focus. Most affected individuals 
did not live beyond late adolescence or early adulthood. Fortunately, 
the advent of early diagnosis has allowed increased attention to weight 
management and the prevention of obesity for many (see Chapter 6). 
Additionally, the development of group homes specifi cally for those 
with PWS during the late 1980s and early 1990s has facilitated the 
development of effective weight reduction strategies, so that many 
affected individuals now live into middle and older age.41 As weight 
and, concomitantly, health have become less of a central management 
focus, behavioral issues have become the central management focus.

Personality/Behavior and the Development of Behavior and 
Emotional Diffi culties

Like their nonaffected peers, individuals with PWS demonstrate a 
range of personality traits, talents, interests, strengths, and weak-
nesses.14–16 In addition, the genetic alteration seen in this population 
may be specifi cally associated with a number of frequently challenging 
behavior and personality traits.29,38 These traits and characteristics 
(termed a behavioral phenotype), while common among the majority 
of affected individuals (Table 12.2), may differ in severity between 
individuals, and may differ in severity in a single individual at differ-
ent times.

Further, empirical data support clinical observation and parents’ 
reports of a sequence of distinct behavioral/personality “epochs.”21,65,66 
As indicated, infants and young toddlers with PWS are usually 
described as cheerful, compliant, and cooperative. However, with the 
advent of emerging hyperphagia, several behavioral shifts occur, shifts 
that are independent of intellectual, language, or motor capacity.19,20 
This initial shift includes increasing oppositional tendencies, stubborn-
ness, rigidity, increasing noncompliance, escalation in both food-
related and other temper tantrums, shorter tolerance for frustration, 
overreaction to frustration, and a lessened ability to “go with the fl ow.” 
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Youngsters exhibit increased diffi culty with transitions, even from one 
activity to another, and develop special routines and rituals that are 
diffi cult to avoid or circumvent. For many, attentional defi cits are also 
noted.

A second shift is noted somewhere around 7 to 8 years of age with 
an escalation of previous patterns and a signifi cantly increased rigidity 
of behavior,1,14 including the tendency to “get stuck” on a thought or 
question, further evidence of attentional defi cits impacting academics 
and behavior, increased worrying about both real and imagined prob-
lems, less response to redirection, and less benefi t from “time out” and 
“calming” efforts. The need for invariance is noted along with exces-
sive reactivity to changes in this structure and routine. A falling behind 
age-matched peers in social skills and the beginning of a chronic anxiety 
also become evident.

Finally, another shift is associated with the chronological onset of 
adolescence. The impact of chronic anxiety becomes clearly evident. 
Increased mood instability frequently is coupled with more outwardly 
directed expressions of frustration and anger. Immaturity, in the form 
of insistence on having one’s way, regardless of the environment or 
others affected, often leads to social and relationship problems. For 

Table 12.2. Behavioral Comparisons of Those with Prader-Willi Syndrome and 
Cognitively Impaired Controls
 Percent Occurrence

 Individuals Cognitively Impaired
Behavior with PWS Controls

Severe temper tantrums, e.g., stamps feet, slams doors 83 26
Gets obsessed with an idea or activity 72 43
Scratches or picks his/her skin 89 27
Eats nonfood items, e.g., dirt, grass, soap 17 14
Gorges on food; will do anything to get food (e.g., takes 72 14
 food out of garbage bins or steals food)

Stubborn, disobedient, or uncooperative 85 61
Cries easily for no reason or over small upsets 77 43
Shy 13 40
Underreacts to pain 65 36
Moves slowly, underactive, does little (e.g., only sits 80 31
 and watches others)

Smells, tastes, or licks objects 39 24
Tells lies 74 22
Sleeps too much 54 16
Steals 59 12
Upset and distressed over small changes in routine 72 45
 or environment

Mood changes rapidly for no apparent reason 63 44
Kicks, hits others 41 41
Abusive, swears at others 52 30
Impulsive, acts before thinking 59 52
Tense, anxious, worried 46 35
Thoughts are unconnected, different ideas are jumbled 35 28
 together, etc.
Source: Adapted from Einfeld et al., American Journal of Medical Genetics, 1999.29
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many, there is a continuing increase in reactivity to real or imagined 
hurts and injustices, and for some, frank emotional and thought disor-
ders. These behavioral epochs occur in both males and females and 
appear to be independent of cognitive ability and BMI (body mass 
index).

Recent behavioral studies debate whether the constellation of repeti-
tive speech, special routines, rituals, and skin picking are indicative of 
a specifi c psychiatric diagnosis,26,57 whether the development of these 
behaviors and psychiatric diffi culties is inevitable,4 and whether an 
individual’s causal genetic mechanism (i.e., deletion vs. uniparental 
disomy) implies increased risk for these behaviors.38 Ultimately, these 
studies aim for a more parsimonious match between problem behav-
iors and intervention, including medication. To date, however, that 
yield has been sparse, with most research providing few guidelines for 
intervention in these behavioral symptoms. There are a number of 
reasons for this sparseness. First, while many people with the syn-
drome exhibit a broad range of behaviors that are problematic and 
unresponsive, in general these behaviors and “symptoms” do not meet 
criteria for a formal psychiatric diagnosis.11 Moreover, while most 
affected individuals demonstrate a constant “baseline” of diffi cult 
behaviors that, with patience, are manageable by families without spe-
cifi c intervention, most do, at some point, acutely exhibit more severe 
behavior problems and outbursts. Often problematic behaviors are 
limited to a single environment (e.g., school only, home only, workshop 
only); when the problematic environment is addressed, the behaviors 
return to baseline. While many affected individuals may have episodes 
of extreme emotional disruption, and for some that disruption may 
become chronic, it remains unclear how much of this disruption (if any) 
is a direct function of Prader-Willi syndrome. It seems clear that affected 
individuals are more vulnerable to stresses that can lead to emotional 
disruption, but whether the disruption is differentially intensifi ed due 
to the underlying genetic infl uence of Prader-Willi syndrome on emo-
tional reactivity, or whether the disruption is simply a reaction to the 
concurrent pressures of having Prader-Willi syndrome in combination 
with environmental diffi culties, remains unspecifi ed. There is general 
evidence that an alteration of the genetic structure and the subsequent 
altering of neurobehavioral functioning may include an alteration in 
the way the affected individual perceives and responds to routine 
environments, normal stresses, and standard reward and punishment 
strategies. Systematic study of the proclivity toward emotional reactiv-
ity, specifi cally in persons with Prader-Willi syndrome, would be very 
helpful. An issue to be addressed later is the use of behavior change 
medication for this group, since a number of risks including an escala-
tion of appetite may be incurred.

Cognition

While the characteristics of PWS include cognitive impairments, pri-
marily mild mental retardation, data document a wide range of intel-
ligence scores among affected individuals. When the fi ndings of a 
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number of studies are pooled, the following percentages emerge: 
Normal 4.9%, Borderline 27.8%, Mild Mental Retardation 34.4%, Mod-
erate Mental Retardation 27.3%, and Severe to Profound Mental Retar-
dation 5.6%.13 However, tested IQ scores yield an infl ated estimate of 
ultimate behavioral performance. Several additional factors further 
depress both academic performance and overall adjustment. First, even 
when tests indicate IQs in the normal range, cognitive abilities and 
learning capacities are unevenly developed. Diffi culties in understand-
ing and using language have an additional negative impact on cogni-
tive functioning. Studies document defi cits in vocabulary, receptive 
and expressive language, language comprehension, pragmatic lan-
guage, poor discourse and conversational skills, and shortened length 
of utterances.46 Problems in short-term memory as well as learning 
tasks that are sequential in nature present challenges that are often 
insurmountable.25 Most affected individuals remain extremely con-
crete, rigid, and rule-governed in their thinking, lacking the capacity 
to develop abstract thinking and concepts. Collectively, these cognitive 
diffi culties impact daily behavior and the overall ability to adapt.

How do these defi cits impact day to day behavior? The term mental retar-
dation indicates a slower-than-average “rate” of learning, a character-
istic that is observed in persons with PWS across all levels of cognitive 
ability. In addition, it implies a slower-than-average rate of “process-
ing” routine tasks, another phenomenon frequently observed in those 
with PWS—particularly when responding to precise verbal demands. 
Thus, if asked a question and rushed to provide an answer, there is 
often an observable increase in anxiety and frustration. If this happens 
several times in close succession, increased frustration may escalate to 
acting out.

Further, persons with PWS—though frequently highly verbal—often 
have diffi culty explaining their actions. Even when behaviors are rea-
sonable, affected individuals are frequently unable to articulate an 
explanation, escalating their frustration and raising the risk for aggres-
sion. Moreover, language-processing diffi culties combined with slower 
processing may result in an individual’s grasping only the initial ele-
ments of a conversation or set of instructions while additional aspects 
of the ongoing interaction are missed.

Sequential processing defi cits25 add further complications. Persons 
with sequential processing defi cits have diffi culty telling time and com-
prehending temporal order (days of the week, months of the year), 
have diffi culty integrating elements into temporal or sequentially 
ordered groups, and have trouble following a schedule or sequence, 
such as diffi culty remembering what to do and when to do it. Figuring 
out the order in which to tackle the components of a task is usually an 
ordeal for them.64 An inability to fi gure out what needs to be done and 
the order in which it must be done—especially if the task is not part of 
the learned, daily, predictable routine—leads to a constant state of 
being overwhelmed and anxious, with an increased vulnerability to 
even minor stresses (e.g., being rushed to change from one task to 
another). Finally, an inability for abstract thinking is refl ected in poor 
social relationships. Persons with PWS recognize only a limited number 



 Chapter 12 Tools for Psychological and Behavioral Management  323

of emotions, perhaps as few as two to three emotions along a contin-
uum from extremely happy to very sad. Limited recognition of their 
own as well as others’ emotions, coupled with diffi culty in understand-
ing another’s point of view,58 predictably leads to problems getting 
along with others. Those who understand the world only in terms of 
“I want” or “I don’t want” have diffi culty with the social conventions 
and reciprocal behavior necessary for relationships. In sum, this 
combination of cognitive diffi culties leads to diffi culties learning and 
getting along with others. Since the management of the food-related 
behaviors is, in many ways, the easiest of the behavioral diffi culties to 
manage, we turn to that issue fi rst.

Managing the Food-Related Behavioral Constellation

Medication

One of the many complexities associated with Prader-Willi syndrome 
is the continuing unresponsiveness of the hyperphagia to conventional 
pharmacologic intervention. One stream of evidence suggests that the 
hyperphagia associated with PWS results from a central nervous system 
failure to signal satiety, rather than traditional hunger mechanisms. 
This implies that affected individuals are always hungry because they 
never feel full.36,37 While some authors locate this failure in the hypo-
thalamus, other authors postulate that dysregulation of one or more 
specifi c neurotransmitters causes the hyperphagia17,30,48,59; a variety of 
medications targeting these neurotransmitters demonstrate only spotty 
success. Currently there are two broad categories of approved pharma-
cologic interventions: (1) those that decrease food intake by reducing 
appetite or increasing satiety by their action on central nervous system 
neurotransmitters (appetite suppressants), and (2) a newer group of 
those that decrease nutrient absorption by their action in the gut.69

Historically (i.e., in the 1960s and 1970s), affected individuals were 
routinely prescribed appetite-suppressing amphetamines; however, 
their use was discontinued when they proved ineffective against the 
hyperphagia while often causing signifi cant behavioral side effects.67 A 
more recent group of appetite-regulating medications includes fenfl u-
ramine, phentermine, and sibutramine (Meridia). Selikowitz et al.52 
reported statistically signifi cant weight loss in 8 of 15 patients partici-
pating in a doubly blinded treatment/placebo study of fenfl uramine. 
A closer examination of the data indicates that 2 of those 8 also lost 
weight during the placebo portion of the study. Two other participants 
neither gained nor lost weight during the placebo period but gained 
weight during the medication trial. Subsequent safety concerns, 
however, excluded the use of both fenfl uramine and phentermine. The 
side effects of sibutramine as well as those of absorption blockers such 
as orlistat, make them impractical for the extended use needed by those 
with PWS.

Based on the theory that the hyperphagia results from increased 
brain endorphins, Zlotkin et al.71 tested the appetite-suppressing effects 
of naloxone in four adolescents with PWS, with no signifi cant effect. 
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Thus until a safe and effective medication becomes available, manage-
ment of the food-related aspects of the syndrome remains primarily 
behavioral and environmental. For nutritional management informa-
tion and further discussion of appetite research, see Chapter 6.

Behavioral and Environmental Management

Experience of the past two decades has been instrumental in develop-
ing effective strategies for managing both weight and the accompany-
ing food-related behavior constellation. Much of this understanding 
comes from two populations of young adults entering group living 
settings: (1) young adults whose weight has been well managed and 
who have never been obese, and (2) young adults who, prior to out-of-
home placement, have been extremely obese. This experience under-
scores that, of the challenging behaviors associated with PWS, the 
food-related behavioral constellation is the easiest to manage.38 
Simply put, effective management requires the unyielding presence 
of four elements: (1) a physical environment structured so that food 
access is completely eliminated, (2) an appropriate dietary and exercise 
plan, (3) a procedure for ensuring that the affected person is always 
informed regarding the time and menu for the next meal or snack, 
and (4) elimination of all other avenues for obtaining food. Where 
such stringent management is new, the person with PWS may initially 
act out and attempt to dismantle all boundaries. For many, such behav-
iors have previously proven effective in undermining management 
attempts. However, with consistency and patience, this period of acting 
out usually subsides. Even when behavioral compliance has been 
accomplished, frequent conversations about food may continue. Many 
routinely ask what will be served at the next meal, ask when the next 
meal will be served, ask how the food will be prepared, ask “Is it time 
yet?”, complain that there isn’t enough food, and request additional 
portions. Nonetheless, with management that is both consistent and 
stringent, behavior eventually stabilizes and cooperation and com-
pliance are less diffi cult to obtain. Parents and caregivers report that, 
over time, when the person with PWS realizes that excess food is no 
longer available, many appear to experience a marked reduction in 
anxiety and report feeling safer, knowing the limits are effective and 
inviolable.

Thus, while extremely simple in concept, total elimination of food 
access can be extraordinarily diffi cult to accomplish, because to do so 
requires eliminating food and money accessibility in every environment, 
including access to vending machines or even the remotest possibility 
of surreptitiously “running down the street to get a Coke.” Food of one 
type or another is regularly found in virtually all human environ-
ments—classrooms, school buses, cars, offi ces, gymnasium dressing 
rooms, parking lots, playgrounds, and anywhere a trash can is present. 
Furthermore, many groups routinely fund-raise with some food 
product: band candy bars, Girl Scout cookies, and fruit cakes and 
pecans during the holidays are some that may be more diffi cult to 
avoid. To fully “food-proof” an environment, it may be necessary to 
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lock cabinets, refrigerators, doors to the kitchen, and garbage cans and 
to alter traffi c patterns for delivering groceries. And, while a family or 
caregiving setting may be able to make these alterations, equally impor-
tant, but often more diffi cult to manage, are additional environments 
where the affected person may spend time, such as schools, work-
places, recreational programs, churches, and shopping malls. Individu-
alized Education Plans (IEPs) and Individual Habilitation Plans (IHPs) 
should specify the needed environmental safeguards as part of the 
plan. However, it is rarely enough to merely specify that environments 
should be food-free, even when those managing the various setting are 
fully cooperative. Even the best-intentioned schools, churches, or work-
places will fi nd it challenging and sometimes impossible to eliminate 
food. For this reason, affected individuals often require the assistance 
of an aide or increased supervision of some form to prevent food 
access. While vigilance and awareness is always necessary, there will 
inevitably be slips that should be handled matter-of-factly and subse-
quent dietary intake adjusted. Even in well-monitored environments it 
is essential to educate caregivers to detect pursuit of food and to deter 
the inevitable and often clever pursuit of food.

Using Food as a Reinforcer

In addition to social praise and attention, a variety of non-food items 
and privileges can effectively serve as reinforcers for most individuals. 
However, when several behavior change plans have proven ineffective, 
the possibility of using food reinforcers is inevitably raised. There cur-
rently are several points of view regarding this issue.

One point of view assumes that the nutritional management of PWS 
is analogous to, and as critical an issue as, the dietary management of 
diabetes. Therefore, appropriate management includes a restricted diet 
developed in consultation with a nutritionist or clinical dietitian and 
the primary care physician. The degree of restriction hinges on indi-
vidual need; those needing to lose weight may require a more restricted 
caloric intake, while those needing to maintain weight or who are still 
in a growth phase may require a less restricted diet. A number of other 
variables impact caloric requirements, such as energy expended 
through exercise, use of supplemental growth hormone therapy, and 
the presence of diabetes. This point of view considers the use of food 
as a reinforcer “out of bounds.” It assumes that such an approach is 
confusing and undermines the critical medical aspect of dietary require-
ments. Thus it follows as an absolute that any food that is outside the 
dietary and medical treatment plan cannot be used as a reinforcer. For 
example, a school setting that allows an “extra” Coke, candy bar, or ice 
cream to obtain compliance or alter behaviors would be considered 
both unsafe and inappropriate.

However, there are ways within this frame of reference to effectively 
use food as a reinforcer, when safely incorporated within the dietary 
and medical treatment guidelines. For example, individuals with 
Prader Willi syndrome rarely eat indiscriminately and have individual 
food preferences that remain constant.40,42 Appropriately structured, 



326  B.Y. Whitman and K. Jackson

these preferences can be employed as reinforcers. Thus allowing a 
preferred (and allowable) breakfast food choice (e.g., Cocoa Puffs) can 
be made contingent on timely completion of a prespecifi ed behavior 
(e.g., being up, dressed, and ready for school on time). Similarly, special 
restaurant visits or trips to a store to purchase a food item may be used 
as a one-time reinforcer or on a regular schedule based on meeting 
certain specifi c behavioral goals over time (e.g., being up on time for 
school each day). In some instances, very low-calorie food items such 
as sugar-free candies, drinks, or gum may serve as strong reinforcers 
without signifi cant impact on overall caloric consumption.

In the case of critically important behavior, a specifi c portion of daily 
calories may be allocated for use as reinforcement. For example, Keefer42 
examined the exercise behavior of seven individuals with Prader-Willi 
syndrome. None of the participants in this study exercised during 
baseline observations. Initially, most of the subjects engaged in some 
exercise with just verbal prompting. However, even with verbal encour-
agement, exercise participation diminished over a period of a few days 
for all but one individual. In phase two, the remaining six individuals 
were then provided with either extra calories (usually 100 calories) to 
be used at their discretion or specifi c extra food items based on com-
pleting exercise requirements. All of these participants resumed exer-
cise and ultimately met the program goal of exercising continuously 
for 45 minutes, three times a week, and their hearts remained in a 
benefi cial aerobic zone. One individual who weighed 500 pounds at 
the start of the study lost 180 pounds during the course of the project. 
Notably, no negative behaviors were observed associated with program 
participation. Predictably, there were problem behavior incidents from 
participants who exercised but whose efforts failed criteria for earning 
extra calories. There were no reports of obsessive verbalizing about the 
exercise or calories being earned.

A different point of view holds that, when used appropriately, and 
integrated into the overall dietary plan, food is an especially powerful 
reinforcer in this population. Thus, holders of this view assert that it 
would be a disservice to fail to take advantage of edibles as a reinforcer 
when either addressing problem behaviors previously resistant to 
change or when establishing critical behaviors such as exercise or coop-
eration with medical procedures or therapies. Since food is an espe-
cially powerful reinforcer, therefore, its use for reinforcement should 
be reserved for priority behaviors.

However, even those who embrace this point of view assert that any 
use of food as a reinforcer should be approached with caution, since 
the effects of any reinforcement procedure depend on establishing an 
appropriate link between the desired behavior and the reinforcer and 
reliably implementing the procedure. To avoid reinforcing inappropri-
ate behavior, food should never be provided in the midst of a behavior 
incident as a means of stopping the behavior or gaining compliance. 
Similarly, food should never be provided in response to a threat (e.g., 
“Give me food or else.”). Correct use of food as a reinforcer requires 
documentation that the individual can perform the desired behaviors. 
If appropriately designed, the reinforcer will be earned more often than 
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not. The reinforcement plan should be discussed in advance with the 
participant at a time and place away from any behavior problem inci-
dent and in a private location free from interruption. When individuals 
participate in the development of their own behavior plan, there is 
greater compliance and an increased likelihood of success. To insure 
that the plan is clear to the participant, it is helpful for the individual 
to restate the plan, specifying the expected behavior and the conse-
quences for meeting and not meeting expectations.45 A written behavior 
contract can be an effective method for setting up such plans.

General Strategies and Approaches to Intervention

Successful behavior management requires at least three elements: (1) a 
consistent, supportive environment; (2) strategies for promoting posi-
tive behavior; and (3) tools for changing diffi cult behavior.

Environment

It has long been accepted that much of our behavior is infl uenced and 
controlled by the environment—both physical and social. It has also 
been established that many individuals with genetic disorders have 
altered and often skewed perceptions of the environment. That those 
with PWS are extremely sensitive and reactive to the environment also 
has long been clinically accepted and seems only logical when the 
impact of multiple cognitive/learning defi cits on day-to-day function-
ing is considered. In addition to heightened environmental sensitivity, 
persons with PWS tend to overreact to and overemphasize the negative 
aspects (real or imagined) and underreact to the positive aspects of the 
environment. Thus the role of the surrounding environment in sup-
porting or impeding positive behavior management and positive 
adjustment for those with PWS cannot be overemphasized.

Research documents that family environments (as well as school, 
vocational, and group home/supported living settings) can be charac-
terized on a continuum ranging from chaotic to fl exible, structured, and 
ultimately rigid.35,49 Both fl exible and structured environments are most 
effective when an individual’s neurologic status allows reasonable 
levels of fl exibility or an ability to “go with the fl ow.” Both chaotic and 
extremely rigid environments are, at a minimum, unsupportive and 
can be totally unsuitable. As individual fl exibility decreases, the need 
for more highly structured and predictable environments increases. 
The reduced capacity of those with PWS to be fl exible, an inherent 
neurologically based reactivity, and an inability to employ sequential 
problem-solving strategies dictate that environmental structures that 
are routine, predictable, and consistent best minimize frustration and 
reactivity. This structure should include (1) those inviolate “family and 
house rules” regarding what is expected, acceptable and unacceptable 
behavior, along with specifi ed consequences for misbehavior that are 
consistently administered; and (2) schedules that are, as much as pos-
sible, invariant in time and task routines. Consistency between parents 
or caregivers is critical since inconsistency invites frustration and acting 
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out. In addition, the structure must anticipate and provide carefully 
designed opportunities for the individual to make choices. A simple 
example will illustrate. If Mom asks, “What do you want for break-
fast?” in an open-ended fashion, it suggests (1) that all choices are valid 
and available and (2) that any choice will be provided. When the 
answer is “chocolate cake,” the obvious response from Mother is, “You 
can’t have chocolate cake for breakfast!” To the person with PWS, the 
offer implying an open-ended choice, followed by a denial of the 
selected choice, is confusing and feels punitive, raising the probability 
of a reactive tantrum. However, if Mom asks, “Do you want eggs or 
oatmeal for breakfast?” she is still offering a choice but one that is 
positively structured within the dietary plan, while at the same time 
providing the affected person with a choice and a sense of personal 
control. For both Mother and the person with PWS, the choice has been 
structured as a win-win outcome. In the event that the person with 
PWS answers, “I want (something different),” Mother has two options. 
She can respond, “That was not one of the choices; you need to pick 
either eggs or oatmeal,” or she can respond, “OK, just for today I’ll 
allow another choice.” Whether Mother allows a different choice this 
one time in part depends on Mother’s previous experience with this 
child and her assessment of whether granting this one exception is 
likely to lead to perseverative pleading for more exceptions. When as 
many positively structured choices as possible are a routine part of 
daily living, many areas of power struggle and frustration are 
avoided.

Strategies for Changing Behavior

Appropriately utilized, behavior analytic procedures can be successful 
in addressing behavior concerns in Prader-Willi syndrome.3 Most pub-
lished reports have focused on food-related behaviors,2,50 but success 
has also been documented with other behaviors.6,27 The success of 
behavioral interventions hinges on the ability of caregivers to provide 
the necessary intervention with consistency and integrity. In some 
cases a more technical and professionally designed behavior change 
program may be necessary to produce an acceptable behavior improve-
ment. This section begins by describing general behavior analytic prin-
ciples and change strategies, and then focuses on the application of 
these principles to those with PWS.

The behavioral approach is based on changing the consequences of 
behavior. The most successful behavioral approach includes a general 
strategy of emphasizing (or giving positive consequences for) positive 
social interactions and eliminating coercion.45 Examples of coercion 
include questioning, arguing, threatening, using verbal or physical 
force, criticism, and taking away privileges. Research has shown that 
many problem behaviors are maintained by social attention and that 
positive attention can be a powerful consequence for strengthening 
appropriate behavior.44 Coercion may stop a given instance of a problem 
behavior in the short run but, over time, makes things worse. Coercion 
motivates the desire to escape and to avoid the people and circum-
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stances associated with the coercion. It can also directly trigger inap-
propriate emotional behavior and often motivates the individual to 
retaliate or get even with people and places associated with the coer-
cion. These common effects of coercion may be heightened in individu-
als with Prader-Willi syndrome, who are known for their emotional 
lability. Coercion also provides social attention to problem behaviors, 
for many with Prader-Willi syndrome serving as an unintended, posi-
tive consequence, thereby directly strengthening these behaviors. It is 
well documented that, when used long-term, coercive social environ-
ments are highly predictive of antisocial behavior and other undesir-
able effects in children.54,62 Coercion also provides a model of 
inappropriate behavior that may later be imitated.

The “praise and ignore” or “pivot” tool illustrates a positive change 
approach. Pivoting involves the use of attention as a reinforcer of 
appropriate behavior. The pivot tool involves (1) attending to (with 
praise or physical contact) appropriate behavior on a regular and con-
sistent basis, while (2) ignoring harmless inappropriate behavior. When 
inappropriate behavior occurs, the strategy is to pivot attention away 
from the problem behavior to another task or the appropriate behavior 
of another individual, wait patiently for the targeted individual to 
engage in some appropriate behavior, then pivot attention and praise 
back to the individual. For example, if a child is asked to perform some 
task and responds with resistive arguing, the parent would immedi-
ately pivot attention to some other activity and wait until the child 
begins to do the task, then immediately praise the child while verbally 
acknowledging the appropriate behavior.

If a desired appropriate behavior is occurring too infrequently to 
provide suffi cient opportunities for reinforcement, the “reinforced 
practice” tool can be used. This tool is especially appropriate for 
addressing tasks that the individual with Prader-Willi syndrome may 
have been consistently resistive to completing. The steps of this tool 
are: (1) decide what the individual is expected to do, (2) provide oppor-
tunities to learn and practice the behavior repeatedly with reinforce-
ment, and (3) reinforce the behavior when it occurs in the real situation. 
For example, suppose a parent wants the child to carry his/her school 
materials into the bedroom after school each day instead of just drop-
ping these items inside the door. The parent waits for a time when they 
both are calm and in a good mood. The parent then (1) introduces the 
topic in a positive way using actual school materials and (2) has the 
child pretend he/she is just arriving from school and (3) practice 
putting the materials in the bedroom. As soon as the behavior occurs, 
the parent (4) reinforces the behavior by, for example, delivering exag-
gerated praise, emphasizing that the child has done exactly what the 
parent expects. These steps should be repeatedly practiced, with rein-
forcement provided each time the sequence is appropriately performed. 
To be sure that the youngster fully understands what is being asked, 
the child should be asked to verbally restate what behavior is expected 
and when it is to occur. Following the practice session, the parent must 
closely observe the child the next time he/she returns from school; if 
the practiced behavior occurs, it should occasion enthusiastic praise. 



330  B.Y. Whitman and K. Jackson

Once the behavior has occurred a couple of times, it may not be neces-
sary to provide praise at each occurrence of the behavior. If the behav-
ior deteriorates unacceptably at a later time, the parent simply repeats 
the practice tool.

In addition to praise and attention, individual preferences usually 
offer a variety of other items or privileges that can successfully rein-
force appropriate behavior.45 Such tangible reinforcers are usually 
reserved for behaviors that are resistive to change or involve a greater 
amount of work (e.g., vacuuming several rooms).

Another powerful tool for making use of such reinforcers is the 
“behavior contract.” A behavior contract is a written agreement that an 
individual will earn a desired item or privilege, based on the occur-
rence of a specifi cally defi ned behavior. Behavior contracts are usually 
used to address persistent problem behaviors, establish new responsi-
bilities, or improve performance when the individual’s responses have 
been inconsistent. For example, if an individual with Prader-Willi syn-
drome has trouble getting up and getting ready for school in the 
morning, and prompting this behavior often leads to tantrums, a con-
tract may be helpful in addressing the morning routine. A contract 
must specify all tasks to be completed, completion times (e.g., fully 
dressed and in the kitchen by 7:15 a.m.), and other attitudinal or behav-
ioral parameters (e.g., speaking with an inside voice rather than yelling, 
as in a tantrum). The contract should also specify a daily consequence 
for completing these tasks (e.g., sticker on a wall chart) and a long-term 
consequence (e.g., trip to the pet store) for consistent completion of 
these tasks (e.g., 4 out of 5 weekdays). Once the behavior is occurring 
consistently, the tangible reinforcer can be used to address another 
behavior and the original behavior can be maintained by the occasional 
praise and more natural consequences.

Dangerous behavior or behavior that is too disruptive to ignore can 
be addressed with the “stop-redirect-reinforce” technique. This tool 
requires (1) immediate termination of the behavior by interrupting it 
verbally and physically, (2) verbal redirection to an appropriate behav-
ior (related, if possible), and (3) immediate provision of positive atten-
tion when the redirected (or any appropriate) behavior occurs.

For behaviors that have not responded well to other attempts at 
change, or when the process of stop-redirect-reinforce has been unsuc-
cessful, “time-out” (i.e., time-out from positive reinforcers—not to be 
confused with the usual use of the term) may be used. Time-out is a 
specifi c detailed protocol that, when correctly employed, can be part 
of a very effective plan for eliminating serious problem behavior. Time-
out should only be used with an individual that can be controlled 
physically by those expected to implement the time-out. Time-out 
will not be effective if improperly implemented, as often occurs. When 
fi rst used, time-out often produces a burst of resistive or aggressive 
behavior. In some cases this may be so severe that the intervention 
cannot be used. It is recommended that a reliable reference45 be con-
sulted in developing a plan for use of time-out. Table 12.3 lists general 
behavioral analytic tools appropriate to specifi c categories of problem 
behaviors often demonstrated by persons with Prader-Willi syndrome. 
Table 12.4 details a number of specifi c behaviors associated with Prader-
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Willi syndrome and specifi c behavioral analytic techniques that have 
proven successful for managing those behaviors at home and school.

The Use of Medication for Behavior Management

The use of psychotropic and neuroleptic medications (medications 
designed to alter behavior, mood, or thought by targeted action on 
brain chemistry) is increasingly advocated to (1) supplement behavior 
management strategies or (2) as a primary intervention in the case of 
severe emotional or cognitive disruption (e.g., depression, psychosis). 
The use of these medications in this population remains one of the 
more controversial management strategies, due in part to a paucity of 
research in this area. With little empirical data to guide clinical deci-
sions, many clinicians have developed prescribing practices based on 
individual clinical experience. Widely differing, often contradictory 
experiences with similar medications and dosages result in vastly dif-
fering clinical opinions regarding medication use in general and regard-
ing specifi c medications. An additional source of controversy is lodged 
in the assertion that medication is frequently used as a substitute for 
good behavior management, particularly for diffi cult and challenging 
behaviors, and particularly in community living settings. This assertion 
is not unfounded,47 further complicating decisions regarding medica-
tion use in this population.

Given the importance of this issue, it may seem strange that there is 
so little research in this area. However, this lack of data begins to make 

Table 12.3. Problem Behavior Categories and Tools for Dealing with These Behaviors
 Behavior to Increase or
Problem Behavior Reinforce Behavioral Tool(s)

Annoying behavior that is Playing appropriately Pivot (praise and ignore)
 physically harmless

Arguing Beginning, working on,
  or completing a task

Minor skin picking The absence of any
  problem behavior

Not complying with a request
 (occasional)

Not complying with a type of Complying with the • Pivot (praise and ignore)
 request (regularly)  specifi c type of request • Reinforced Practice
  targeted for change • Behavior Contract

Not performing some assigned Performing the assigned
 task or activity consistently  task or activity

Disruptive behavior that Specifi c appropriate • Stop-Redirect-Give
 cannot be ignored  behavior  Positive Consequences

Dangerous behavior, or a A positive behavior routine • Time-out (not for skin picking)
 behavior that occurs in a  that is expected to occur • Reinforced Practice
 situation that in the past has  • Behavior Contract
 resulted in dangerous or
 disruptive behavior, that
 cannot be ignored
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sense when viewed both from a methodological framework and his-
torically. Methodologically, the “gold standard” of drug studies is the 
two-group, treated versus control, procedure. This procedure is even 
more robust if both the patient and the clinician are “blind” as to who 
receives the medication and who receives the “placebo.” However, to 
conduct such studies requires a medication with a strong indication of 
effectiveness and a suffi ciently large population in which to conduct 
the study. To date, no medication has met the “strong indication” cri-
terion in those with PWS. Secondly, the size of the patient population, 
even at the largest PWS centers, is quite small (80 to 120), so that obtain-
ing a suffi ciently large treatment and control group is diffi cult. Thirdly, 
not all affected individuals need medication; among those who do, not 
all need the same drug. Some may need a medication for anxiety while 
others need an antidepressant, further narrowing the size of the eligible 
research population. Finally, when a person is in suffi cient behavioral 
crisis to require medication, the ethics of assigning them to a “placebo” 
control group is questionable. Some studies can compare two separate 
medications for the same disorder, such as two separate antidepres-
sants, but again the overall size of the eligible population at any one 
center makes such studies extremely diffi cult.

There are also historical reasons for the lack of studies in this 
area. Following the original description of the syndrome, many affected 
individuals were treated both with standard appetite-suppressing 
medications and with “routine” mood and behavior-altering medica-
tions. Subsequently, the use of these medications was discontinued 
after early therapeutic trials with appetite-suppressing agents, thyroid 
supplements, diuretics, and psychotropic agents proved unsatisfactory.7 
Additionally, many psychotropic agents increase appetite, while others 
suppress cognitive capacities, so that, frequently, the use of medications 
worsens behaviors rather than helping. Indeed, following a small study 
in 1992, Tu et al. declared, “it is becoming increasingly clear that the 
use of neuroleptic and appetite suppressive medications in PWS is 
undesirable.”61 Subsequent efforts to fi nd a reliable, appetite-suppress-
ing medication have been, and remain, unsuccessful.52

Despite this gloomy report, there emerged several case reports sug-
gesting positive behavioral effects with fl uoxetine.3,18,63 At the same time, 
a three-wave survey study of 106 persons with Prader-Willi syndrome, 
conducted between 1989 and 1995, and a separately sampled cohort in 
1998 indicated that, at some point in time, most psychotropic medica-
tions had been employed for behavioral diffi culties, either singly or in 
combination, with little success.32,67,68 These studies indicated three med-
ications that reliably modifi ed behavior: haloperidol, thioridazine, and 
(with some variability) those medications termed selective serotonin 
reuptake inhibitors (SSRIs), of which fl uoxetine was the prototype. Sub-
sequent reports, however, indicate that SSRIs are neither universally 
effective, nor without side effects, including increased appetite.43

The last decade has seen the advent of several “new generation” 
medications. These have prompted renewed interest in studying medi-
cation impact in this population, as evidenced by several recent reports. 
Positive behavioral effects are reported for seven patients with PWS 
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treated with risperidone.22 Others, however, report serious side effects 
from this same medication.51 Similarly, in two studies totaling 13 
patients, 12 had mildly improved mood and some reduction in skin 
picking with topiramate, a new antiepileptic medication.53,56 In the 
latter study, however, 4 of the 7 patients were also on other medica-
tions, primarily SSRIs. In addition, while several patients had a modest 
improvement in the amount and severity of skin picking, one displayed 
markedly worsened picking behaviors and initiated hair pulling, 
requiring additional medication for this behavior. Further reports 
suggest that the use of these medications must be approached with 
extreme caution, as a number of serious side effects have been reported 
(see Chapter 17).

Thus, it appears that the medication picture is not as bleak as that 
described by Tu61 only a decade ago. A range of effective medications 
is currently available. However, as in the general population, some 
patients respond well to one medication and not to another, so trials of 
several medications may be necessary. And, while sparse, the available 
data do suggest some cautions to consider when prescribing for this 
population. These cautions are both physiologic and behavioral.

First, due to an altered body composition and metabolism, persons 
with Prader-Willi syndrome often have extremely idiosyncratic, fre-
quently unpredictable, and often negative responses to medications. 
Additionally, many demonstrate much lower dose thresholds and tol-
erances and longer drug half-lives than those of a nonaffected popula-
tion.9 Further, symptom response may be evident much sooner than in 
other populations. It is not unusual to observe improvement with SSRI 
therapy in as little as 24 hours, particularly in the area of improved 
fl exibility and reduced irritability. This rapidity of response has led to 
speculation that the effect may be nonspecifi c rather than as a classical 
antidepressant agent. Finally, side effects may be different, more intense, 
and longer lasting than in other populations.

An additional caution concerning the use of medication concerns the 
meaning of behavior. As has been described, many diffi cult behaviors 
are commonly present in the behavioral phenotype of persons with 
PWS, behaviors that often become exaggerated in frequency or severity 
with stress or physical illness. Many parents report feeling pressured 
to medicate their child when behaviors become exaggerated in response 
to stress, rather than altering the environment to manage the stress. For 
instance, the person unaffected by Prader-Willi syndrome facing the 
normal stress and grief that accompanies the loss of a parent experi-
ences a long period of sadness often accompanied by irritability, 
depressed levels of performance, and withdrawing from social interac-
tions. For most, time and “just getting through it” is the recommended 
treatment. Too frequently, a similar period of accommodation is denied 
the person with PWS under similar stress, as the change in behavior is 
ascribed to a deterioration of brain mechanisms associated with PWS 
rather than recognizing that the person with PWS may have a more 
intense and prolonged, yet normal, reaction to the stress of grief. Many 
parents report feeling that the rush to medication is for the convenience 
of the service provider (e.g., group home staff, teacher) rather than 
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the needs of the person with PWS. Multiple experiences of this sort 
render many parents reluctant to consider medication, even when it is 
appropriate. Thus the use of these medications remains a tool that must 
be employed with great caution.
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13
Educational and Social Issues 
for Adolescents with 
Prader-Willi Syndrome
Barbara J. Goff

Adolescence—ages 13 to 21—can be a trying time for the individuals 
experiencing it, as well as for their caregivers. This is no less true for 
the child with a disability. Parents and teachers need to understand 
typical developmental experiences during this time in order to recog-
nize experiences and behaviors that may be refl ective of a child’s par-
ticular disability.

It’s All About Change

The transitions from elementary school to middle school and again to 
high school pose dramatic changes for any student. The safety and 
security of being in a single classroom in a familiar building with the 
same teacher for at least one, possibly several years is suddenly taken 
away. Classmates who have been together for many years are dis-
persed. For some students, this provides an exciting opportunity to try 
out new behaviors and put on a more grown-up persona. For many 
students with disabilities, it can be the beginning of a special kind of 
loneliness and rejection. This is especially true for students with sig-
nifi cant cognitive and social defi cits such as those with Prader-Willi 
syndrome (PWS).

It is not unusual for a student with PWS to be several academic grade 
levels behind his/her same-age peers. This may not have been a sig-
nifi cant problem in the student’s earlier class placement, where there 
was a single teacher who knew the student’s capabilities in all areas 
and could adapt the environment and curriculum accordingly. The 
social gap between the student with Prader-Willi syndrome and his/
her classmates also may have widened, as peer relationships now 
require greater sophistication and savvy. For many, an additional sig-
nifi cant change involves the loss of the one-to-one paraprofessional 
assigned to him/her for a good part of the elementary school years.

The student placed in an inclusive program may be involved with 
several teachers and potentially new groups of students in each class. 
Each teacher has his/her own style, expectations and, perhaps, beliefs 
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about the student with PWS. Most, if not all, will have had no prior 
experience working with students with PWS; further they will not have 
the luxury of getting to know the student every day, all day. Thus, a 
great deal of collaboration and contact between school and home must 
occur on a routine basis.

Students placed in self-contained classrooms have a greater possibil-
ity of being with at least one or two familiar classmates. Typically in 
this setting there is one teacher with one or more paraprofessionals. 
Physical transitions are fewer and a consistent routine is more likely.

Some students may transfer to a special school for students with 
learning disabilities at this time. Here, too, staff need to be prepared 
for working with the student with PWS. The student, on the other 
hand, may need reassurance that the school change is not the result of 
some kind of failure, but an opportunity to better learn and to make 
new friends.

In all situations, however, administrative, clinical, and support staff 
are new, requiring the establishment of new relationships. Further, all 
who will now interact with the student throughout the day have a great 
deal to learn. Caregivers must consider and plan for how this learning 
and relationship-building will occur.

Moving from classroom to classroom throughout the day poses a 
special challenge for many individuals with PWS. The building is prob-
ably much larger than the previous school building, and locations of 
the various classrooms and offi ces must be learned quickly. Further, 
changing classes means moving fairly quickly from room to room so 
as not to be tardy. This requires prior organization of needed materials 
for each class.

Larger buildings also mean more food sources, a source of increased 
stress. It also means bigger and more chaotic cafeterias with food 
service staff that are unfamiliar with the drives of a student with PWS. 
It means resisting the many opportunities to obtain food (e.g., open 
lockers, offi ces, snack machines). All present signifi cant challenges for 
the person with Prader-Willi syndrome, challenges that should not be 
underestimated.

Transportation to and from school will also likely be affected. There 
may be a new driver and bus monitor, new children on the bus, and a 
new route requiring a new pick-up and drop-off time. This change 
alone can be very stressful for the student with Prader-Willi syndrome 
and should be considered when designing transition plans.

Students with PWS often experience increased stress and anxiety 
when facing the many changes required, feelings that are sometimes 
manifested in unacceptable ways. The student may be “in trouble” 
more often, with the result that the family is getting more and more 
phone calls from the school. In some instances, the school may decide 
that it can no longer serve the student within its existing programs and 
may recommend placement in a special class or school for students 
with behavior diffi culties. Such placements have not proven optimal 
for the student with PWS. Schools for children and adolescents with 
“routine behavior disorders” focus on intervention strategies aimed at 
returning the student to a less restrictive program. These strategies 
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assume that behavior can be substantially altered using traditional 
behavior modifi cation approaches. Since most such strategies are 
ineffective for those with Prader-Willi syndrome, placement in tradi-
tional “behavior disordered” programs often results in worsened rather 
than improved behavior for the student with PWS. Programs utilizing 
environmental modifi cations and a variety of situation-specifi c 
preventative strategies are most effective for managing PWS-associated 
behaviors. Traditional rewards and consequences strategies—no matter 
how seemingly powerful—cannot override some of the neurological 
drives inherent in the syndrome.

With these background caveats in mind, let us consider some transi-
tion strategies for assisting the student with PWS in moving to middle 
and high school.

Transition to Middle or High School: Paving the Way

One of the most successful strategies for an educator is to “be pre-
pared.” Training and support in working with the student with Prader-
Willi syndrome should be the fi rst priority for middle or high school 
personnel unfamiliar with the affected student’s special needs. Parents 
may need some additional support as well. When all people who work 
with the student with PWS are informed and environmental concerns 
have been addressed, there is a greater chance for a positive learning 
experience to occur.
Strategies:

• The student’s multidisciplinary team should meet as early as possi-
ble in the school year prior to the planned transition in order to 
identify the specifi c program and services the student may need, and 
to develop a transition plan.

• If a change to a new program or school is necessitated, parents and 
school personnel should visit to ascertain the fi t between the pro-
gram’s services and the student’s needs. One criterion for future 
success is that the new program or school demonstrates openness to 
learning about Prader-Willi syndrome from previous teachers, 
parents, and experts in the fi eld.

• Once a program and setting are determined, visits for the student to 
tour the building, learn where his/her primary classroom is located, 
and meet the teacher(s), administrators, and clinical staff should be 
arranged. If the student will have more than one teacher, a key 
teacher who will be the decision-maker and primary communicator 
should be identifi ed. A regular and easily used communication 
system between other school personnel and the key teacher, and 
between the key teacher and the family or caretakers, should be 
established. For caregivers, e-mail may be preferable to sending a 
notebook back and forth in order to prevent the student from ripping 
out pages or “losing” the notebook.

• The daily schedule (if known), especially the snack and lunch sched-
ule, as well as where food will be eaten, should be reviewed with 
the student.
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• Similarly, school or classroom policies or procedures impacting the 
student (e.g., code of conduct, dress codes, behavior management 
programs) should be reviewed. If the student takes issue with any 
of these policies or procedures, a meeting with the principal to 
review the policies often resolves the problem.

• Environmental changes that need to be made prior to the school year 
should be determined and a plan for their implementation devel-
oped. For example, is food kept in classrooms? Where are lunches 
and snacks kept? Should the student eat in the cafeteria, and if so, 
what degree of supervision is needed? If there is a food preparation 
component to any of the student’s classes, how will this be managed 
while considering the needs and abilities of the student?

• Does the student need an adapted physical education program? Will 
there be opportunities for the student to engage in physical activity 
beyond the one time per week in a physical education class?

• A meeting should be held with personnel from the transportation 
staff or company, especially the driver and bus assistant/monitor, to 
discuss the nature of PWS and the specifi c needs of the student.

• It is often helpful for the student to view pictures of school personnel 
prior to starting the school year, particularly if the student is very 
anxious. Therefore, caregivers may want to photograph the school, 
the assigned classroom, and the key teacher(s). This way, over the 
summer months, caregivers can use visuals to review what will be 
happening and with whom during the next school year.

• Finally, assuming all the basics are in place for the next school year, 
it is advisable to set up a time in the fall for a training session on 
PWS. The advantage of waiting until after the student has been in 
the new program for a few weeks is that school personnel will have 
a chance to know the student; subsequent training will then have 
more meaning and student-specifi c questions can be addressed.

Behavior Challenges

The typical characteristics associated with PWS persist throughout 
adolescence. Certain behavioral characteristics, such as those associ-
ated with obsessive-compulsive disorder (e.g., hoarding and skin 
picking) often become progressively worse as the child moves into the 
teen years.2 However, this is not universal.

Some caretakers report an increased skill, ability, and creativity in 
obtaining food or other desired items or activities. It is not unusual to 
hear parents and teachers report that the adolescent is suddenly doing 
all kinds of food seeking that he/she never did before. Temper tan-
trums and “shutdowns” that they may have had throughout elemen-
tary school now take on a new dimension, with increased intensity and 
keener awareness of how to obtain desired responses. The adolescent 
may also experience greater and more exacting demands, which 
produce greater stress and confusion, resulting in an increased fre-
quency and intensity of diffi cult behaviors. The majority of individuals 
with PWS (75% to 90%) do exhibit acting-out behaviors, including 
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temper tantrums, impulsivity, aggression, and stubbornness to a greater 
degree and with greater intensity than individuals with mild or moder-
ate mental retardation with other etiologies.1,4 This might cause a new 
teacher to erroneously conclude that the behaviors of the student with 
PWS are worsening, when comparing them with those of children with 
other developmental disabilities.

Research has found that older children with PWS are more likely to 
experience withdrawal and depression relative to younger children, 
but these symptoms may abate in adulthood.2 Weight may also affect 
behaviors, particularly individual, internal maladaptive behaviors such 
as mood disorders; those who are thinner demonstrate more maladap-
tive behaviors than those who are heavier.3,9 Studies have found more 
symptoms of psychosis (confused thinking, delusions, and hallucina-
tions), depression (anxiety, fearfulness, and sadness), and characteris-
tics of dependent personality among thinner individuals with PWS.3,9 
While many perceive that individuals with higher IQs have greater 
and more severe maladaptive behaviors, the evidence suggests no 
signifi cant differences based on IQ.3

Since there is signifi cant individual variation in behavior, behavior 
management strategies or interventions need to be person-specifi c. 
This necessitates involving the interdisciplinary team, including the 
family, and the individual if appropriate. Behavior management strate-
gies take a different shape in the adolescent and young adult years with 
an increasing emphasis on self-awareness and self-monitoring. Sticker 
charts and verbal praise are no longer adequate in providing needed 
supports. Behavior management strategies have far more success if the 
student had input in the development of the strategies. Thus, one 
needed focus is on the individual’s recognizing his/her problematic 
behaviors and agreeing to change them. A common example would be 
skin picking. Currently there is no known cure, nor is it clear the extent 
to which individuals can control the urge, but it may be possible to 
more easily redirect an individual when that person has recognized the 
problem and agreed to address it. For this reason behavior contracts 
are generally a more effective strategy than sticker charts for the ado-
lescent and young adult (see Figure 13.1). As with all teenagers, stu-
dents with PWS react very negatively to any perceived condescension. 
There must be a genuine foundation of respect and appropriate levels 
of involvement to ensure the maximum effectiveness of any behavioral 
strategies. While for many teenagers specifi c behavioral programs can 
assist with modulating excessive behaviors, others may require ongoing 
counseling or other forms of support.

Food/Nutrition

Larger schools have a greater number of food sources available. Middle 
and high school cafeterias often provide numerous food choices in 
addition to a relatively wholesome school lunch. Many offer soda and 
bagels, chips and candy, as well as a variety of dessert options. The 
typically developing adolescent does not choose to spend money on 
the school lunch (unless it’s pizza), opting instead for soda and snack 
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foods. Individuals with PWS will choose the school lunch in addition to 
the soda, snacks, and desserts unless closely supervised. Research sug-
gests that individuals with PWS are more likely to choose a larger 
quantity of a less-preferred food over a lesser quantity of a more-
 preferred food.5 This provides an opportunity for the student’s 

Figure 13.1. Sample student behavior contract.



350  B.J. Goff

caretaker or cafeteria aide to promote healthy choices, such as offering 
a large bowl of chef salad as an alternative to a lesser quantity of maca-
roni and cheese. Many parents report that as their children age and 
their social world expands, so too do their exposure and opportunities 
to access food. Therefore, it is imperative that educators work with 
parents in planning for any events that involve food.

Fitting In: The Adolescent Struggle

The social success of a typically developing adolescent depends, in 
large measure, on how well they can follow fashion, music, and other 
leisure time trends. Most teenagers are very self-conscious and quite 
critical of themselves and others. The student with Prader-Willi 
syndrome may have had some very good relationships with other 
classmates up until this point; in this period, however, the academic 
and social gap widens signifi cantly. The typically developing student’s 
tolerance for the immaturity and rigidity of the student with PWS 
frequently lessens, particularly for episodes of lying, stealing, and occa-
sional aggressiveness, which are not uncommon in those with the 
syndrome. The student with PWS may not understand why classmates 
are distancing themselves both physically and psychologically from 
him, or even teasing or bullying him, and therefore may try even 
harder to be part of a social group. This lack of a social group often 
precipitates a transfer of the student with PWS out of inclusive 
situations and mainstream classes into smaller, less-integrated special 
education settings. Optimally, other solutions will be employed.

There are many students with social skills defi cits who have disabili-
ties other than Prader-Willi syndrome. They may be students with 
learning or emotional problems, sensory or neurological impairments, 
or students with medical disorders or physical disabilities. This consti-
tutes a fairly large population of students who would benefi t from 
formal social skills training. While teachers seek to take advantage of 
teachable moments in developing social skills in their students, this is 
sometimes inadequate.

It has been shown that the most effective social skills training occurs 
in small groups with students meeting (at least) weekly throughout the 
school year, facilitated by an adult profi cient in social skills training.6,7 
In this setting, the group can practice many practical skills such as lis-
tening, using good manners, asking someone out for a date, expressing 
anger and frustration, and solving a variety of likely problems, as well 
as learning relaxation techniques.

Role-play is particularly useful. Students are given situations to act 
out, fi rst with inappropriate behaviors to be critiqued by the group, 
and then with appropriate behaviors producing desired outcomes. The 
supplemental use of videotaping provides a powerful training tool, 
especially for those students with PWS who are predominantly visual 
learners. Students, including those who participated in the role-play, 
are able to see themselves as others see them and critique their own 
behavior, both positively and negatively. It thus makes the role-play 
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situation more real. It is also important to create situations that mimic 
real life. For example, a student may want to learn how to join a club, 
how to ask a friend to go to a dance, or even how to dance!

Additionally, teachers and caretakers need to be up-to-date on current 
fashions and trends to help the student learn how to dress in style and 
converse about subjects of general interest. In 1960s jargon, they need 
to learn how to be “cool”—or, in today’s jargon, “wicked,” “sweet,” or 
“awesome.”

Young people with PWS want what most teens want—friends and a 
close relationship with another. They can carry this desire to extreme 
lengths in their search for a boyfriend or girlfriend, including obsessing 
over a particular individual (sometimes a favorite adult). Dating and 
relationships are another area where adolescents with PWS need edu-
cation and guidance. Phone etiquette needs to be taught. Excessive and 
often inappropriate use of the phone can become an obsessive, prob-
lematic situation. Rules and guidelines may be needed that outline 
when and where public displays of affection can take place. Many need 
to learn what should be said and done to make sure consent is obtained. 
It is recommended to use this consent approach for hand-holding, 
hugging, and other intimate situations. Educators need to make sure 
they have an understanding of what their students are being told at 
home. If we rely on students with PWS to learn from their peers, they 
may see and mimic inappropriate affectionate behavior. Some parents 
and providers have used written contracts to outline specifi c dating or 
friendship behaviors, and when and how they are to be employed.

Sexuality is also part of social development and, while individuals 
with PWS may not go through a complete puberty, they are still subject 
to sexual feelings and desires to be romantically involved. Most schools 
provide some kind of health class that describes the physical changes 
of adolescence, so the students know what to expect. For students with 
PWS, these changes may be minimal or nonexistent, unless they are 
receiving hormone therapy. This is often a very sensitive area for indi-
viduals with PWS, who want to know why they are not growing, have 
an unusually small penis, are not developing facial hair or experiencing 
a deepening of their voice, or, for girls, are not having a period. Girls 
frequently want to know about their future as mothers. While repro-
duction is highly unlikely, it has happened in several documented cases 
of young women with PWS. Instructors and caregivers must be pre-
pared to deal with these issues in an honest, respectful, and sensitive 
manner. Collaboration between home and school is essential to convey 
information and advice in a consistent fashion. See Chapter 21 for 
further discussion of sexuality issues.

Finally, many individuals with PWS are highly motivated to play the 
role of nurturer or caregiver. This drive allows for opportunities to have 
the student assist others who may be younger or less capable (e.g., push 
a wheelchair, carry someone’s knapsack, read to a young child, or be 
in charge of the classroom pet). There are endless opportunities to use 
the student’s strengths and interests to build social skills. Caring for 
others can be a big boost to one’s self-esteem, a critical component of 
self-development and socialization.
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Looking Ahead

Many parents and caregivers ask, “Is there life after graduation?” The 
answer is “Yes, but it must be carefully designed.” Federal special 
education laws mandate that transition planning be initiated when the 
student is 14 years old. This is the time to consider the specifi c strengths 
and needs of the student in light of future goals, whether they include 
continuing in an educational program, securing a job, or participating 
in a vocational or pre-vocational program. While the student is eligible 
to remain in school until 21 or 22 years old (varies by school district), 
not all will; those that do should achieve maximum benefi t from avail-
able programs. Schools may provide a variety of community-based 
work experiences whereby the student experiences the world of work, 
gains a better understanding of work expectations, and determines 
where his/her interests lie.

Some school districts have a transition specialist who works with the 
multidisciplinary team in assessing the student’s strengths and needs, 
designs a high school curriculum that addresses these areas, and identi-
fi es community resources relevant to the student’s goals. Table 13.1 
gives an overview of the timetable for various transition activities and 
events during the adolescent education years.

Making specifi c plans for entry into the adult world can be particu-
larly stressful for all. The protections of IDEA no longer apply and there 
are no laws guaranteeing services for the student after 21 years of age. 
For most caregivers, and even school personnel, this comes as a sur-
prise, often too late to have the optimal transition plan in place.

There are many things to consider in planning for the future:

• If the student is capable of further education in either a 2-year college 
or specialized training program, how will it be paid for and who will 
monitor his access to food?

• If the student has proven capable of entering the world of competi-
tive employment, who will assist him/her in locating a job and 
providing the necessary job coaching? How will access to food be 
restricted?

• If the student requires a sheltered vocational placement, where does 
one exist? Is there a waiting list? Does the student meet eligibility 
requirements? Are the program, environment, and staffi ng compat-
ible with the needs of the student with PWS? Is the program open 
to receiving training on the syndrome?

• Do the student and caregiver(s) desire a residential placement after 
high school? If so, what are the options? Is there a waiting list? Does 
the student meet eligibility requirements? What is the funding mech-
anism? If a Prader-Willi designated residence is unavailable, is the 
available program amenable to making signifi cant environmental 
changes and to receiving training about PWS?

• Who knows the answers to these questions? Where does one go for 
help? Does anyone out there understand Prader-Willi syndrome as 
well as the school personnel?
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Table 13.1. Timetable for Transition Services
This is a guide to when to expect certain activities to occur during the transition years in special 
education. As this is an individualized program, there may be great variation in scheduling from 
one student to another.

 Ages 14–18 Ages 18–20 Ages 20–22

Academic • If mainstreamed, • If mainstreamed • If mainstreamed,
   continue academic   and still in special   continue academic

   goals; may graduate   education, continue   goals; determine
   at 18, which may   academic goals.   use of post-
   cease special • If in SDC, continue   secondary education
   education services.   mix of academic   and apply for
 • If in Special Day   and functional   funding and to
   Class (SDC), include   skills goals.   post-secondary
   functional skills in    placements (junior
   goals.    college, trade
     school).
   •  If in SDC, de-

emphasize 
academics, increase 
focus on domestic 
and vocational 
functional skills.

Domestic • Assess skills in • Build skills. • Continue to build
   personal hygiene,    skills using home,
   nutrition, cooking,    classroom, and
   household    community
   maintenance.    environments.
 • Build skills.
Community • Assess skills in • In community more • Continue to build
   purchasing   frequently as   skills in all domains
   transportation,   learning skills.   in the environment
   interpersonal    in which those skills
   communication    will be used.
    and relationships,

use of community
services.

Vocational • Rehab counselor • Begin to meet/- • Continue gaining
   assigned, application   interview vocational   work experience.
   made, with proof of   agency staff. • Select vocational
   disability and • Gain a variety of   agency, if wanted,
   vocational potential.   work experiences   to serve needs after
 • School assesses   and skills.   leaving school.
    vocational knowledge,

interests, aptitudes, 
skills.

Site of • Classroom with • Classroom. • Classroom may be
Educational   some community- • Community.   on junior college
Activities   based exposure. • Vocational sites.   campus.
   • Community.
   • Vocational sites.
Leaving School • Some choose to leave • Many of non- • Will exit special
   (drop out) with   disabled friends   education sometime
   incomplete skills.   have left school   during age 21,
    (graduated) and gone   typically with
    on to college, trade   certifi cate, not
    training, or work.   diploma.
  •  May graduate but

continue studies.
Source: Adapted from J.A. Seguin and R.M. Hodapp, Transition From School to Adult Services in Prader-Willi 
Syndrome: What Parents Need to Know.8 Copyright 1998, The Prader-Willi Syndrome Association (USA).
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• Without early planning, the student with PWS may fi nd him- or 
herself sitting at home with no work or “adult” residence. In the 
worst case, a parent may have to quit his/her job to provide supervi-
sion for the young adult at home.

To facilitate a smooth transition, one of the fi rst services needed is 
that of case management, typically provided by a county or state agency 
or contracted out to a community-based agency. The school district 
should provide this information. Case managers assist the student in 
linking up with a variety of community resources for which he/she 
qualifi es. Generally, case management services are provided to indi-
viduals with mental retardation and/or developmental disabilities. 
This can be a problem for individuals with PWS, since many exceed 
the IQ eligibility criterion (usually 70 to 75), and many states do not 
recognize developmental disabilities unless the person also has mental 
retardation. When this occurs, help can be obtained from the national 
Prader-Willi Syndrome Association.

Service providers for adults, once identifi ed, should be brought 
together no later than when the student is 18 years of age (see Table 
13.1, Timetable for Transition Services ). Both vocational and residential 
service providers may be needed. A note of caution is in order: the 
language of adult service providers is quite different from that of edu-
cators, so families and school staff should ask for translations. Also, 
families seeking residential services for their child should be made 
aware that residential programs specifi cally designated for people with 
PWS are scarce; thus the student may need to be on a waiting list while 
looking at other residential options.

Vocational services are also diffi cult to secure for individuals with 
PWS. Most programs promote competitive employment and cannot 
provide the degree of supervision required by a person with PWS. 
Typically, the student is matched with a job and provided with a tem-
porary job coach (someone who assists in training the individual until 
he/she is able to perform the job independently). In the case of indi-
viduals with PWS, the need for a job coach, in the absence of diligent 
and caring co-workers, is long-term, if not permanent. Parents are 
encouraged to tap their own resources by calling friends in business or 
others who can provide some kind of meaningful employment in a safe 
environment.

Because many individuals with PWS are nurturing and loving, 
common career choices include working with animals or children. 
Some individuals are dog walkers or work at shelters or veterinarian 
offi ces taking care of the cages. Jobs with children where there is little-
to-no food are diffi cult to fi nd. While many individuals could be very 
effective in caring for young children in a preschool setting, there 
would need to be supports and environmental adaptations where food 
is involved. Some look into volunteer positions at local libraries where 
they may read to young children.

For a more detailed discussion of the transition process and related 
issues, see Chapters 14–16.



 Chapter 13 Educational and Social Issues for Adolescents with PWS  355

Conclusion

In short, early planning along with a great deal of networking and 
creativity is required on behalf of adolescents with PWS. Schools must 
provide relevant programs to prepare these students for an entirely 
new set of challenges. Parents must continue to work collaboratively 
with educators while they advocate for their sons and daughters. 
Indeed, the adult service system is generally not as “user friendly” as 
the educational system and requires continued diligence in securing 
needed services and programs.

Editor’s note: Parts of this chapter were adapted from The Student with 
Prader-Willi Syndrome: Information for Educators, by Barbara Dorn, R.N., 
B.S.N., and Barbara J. Goff, Ed.D., published by PWSA (USA) and 
PWSA of Wisconsin, Inc., 2003.
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14
Transition from Adolescence to 
Young Adulthood: The Special 
Case of Prader-Willi Syndrome
Ellie Kazemi and Robert M. Hodapp

Although all of life involves transitions, within the fi eld of disabilities 
the term has a specialized meaning. For those with disabilities, “transi-
tion” usually refers to two time points: transition into and out of school. 
Although the transition from early intervention into school is of obvious 
interest in Prader-Willi syndrome, we focus here on the second transi-
tion, the movement of the young adult into the adult world.

In this chapter, we begin by describing transition as it pertains to 
students with disabilities in general. We discuss the transition from 
school into work and into community living, examine the role that 
families play in the transitional process and explore some of the issues 
families and students face. This fi rst section thus applies to all persons 
with disabilities and their families.

In the second section, we focus more on the special issues involving 
Prader-Willi syndrome. In addition to discussing some preliminary 
fi ndings on transition and adult services for individuals with this syn-
drome, we also explore Prader-Willi-specifi c issues and provide sug-
gestions for making transition a smoother and more successful process 
for adolescents with this syndrome.

From Adolescence to Adulthood: How Does Transition 
Differ for Persons with Disabilities?

Adolescence is a developmental period that involves biological, physi-
cal, and environmental changes. Like most adolescents, adolescents 
with disabilities struggle with issues of gaining vocational and life 
skills, building and maintaining friendships, sexuality, obtaining inde-
pendence from their parents and care providers, and making decisions 
about their adult lives and living situations.

In contrast to typically developing adolescents, however, most ado-
lescents with developmental disabilities have delayed cognitive and 
social skills. In order to function as independent or semi-independent 
adults within their community, these adolescents must therefore con-
tinue to learn daily living, adaptive, and social skills. In addition, many 
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adolescents with disabilities show behavior problems that interfere 
with more independent, adult functioning. Such problems must also 
be dealt with before adolescents can fully assume their adult roles.

Another difference between typically developing adolescents and 
adolescents with disabilities involves the long-term preparation for 
transition. In certain respects, children without disabilities have been 
preparing for the transition out of adolescence their entire lives. Even 
preschoolers consider their adult futures when they talk endlessly 
about being “a fi refi ghter when I grow up,” or becoming a doctor, 
lawyer, teacher, or helicopter pilot. More formally, school-age children 
begin preparing for their adult futures when they talk with guidance 
counselors about career planning or to their parents about parental jobs 
and aspirations or when they take specifi c classes or perform extracur-
ricular activities needed to get into colleges with good programs in 
their desired fi elds.

On the other hand, children with developmental disabilities usually 
have very different childhood experiences. It is probably rare that a 
child with a developmental disability is asked, “What do you want to 
be when you grow up?” Many of the informal and formal preparations 
also probably differ, even as the child’s functioning as an adult gradu-
ally becomes the important issue for the adolescent with a disability 
and his or her family.

A further difference even from 20 or 30 years ago involves the length-
ening life spans of persons with disabilities, particularly among persons 
with different genetic syndromes. To take the example of Down syn-
drome, in 1929 it was estimated that the average life span of persons 
with Down syndrome was 9 years (see Penrose10). Today, individuals 
with Down syndrome routinely live into their 50s and 60s. Similarly in 
Prader-Willi syndrome, as recently as a few decades ago most individu-
als did not live into their middle-age or older years. Nowadays, with 
increased attention to weight management and the prevention of 
obesity, more and more persons with Prader-Willi syndrome are living 
longer lives. As a result, the needs of individuals with disabilities and 
their families have changed—one therefore must consider the lifelong 
impacts of changes made as the individual transitions from the adoles-
cent into the early adult years.

Service Delivery: From School to Adult Services

One of the most signifi cant milestones an adolescent with a disability 
faces is the shift from school to adult-oriented services within the com-
munity. In the late 1980s, researchers and advocates began to discuss 
the dire need for transitional services between school and work envi-
ronments.11 Beginning in 1990, the U.S. government recognized the 
need for transitional services and, by 1997, the main federal special 
education law, the Individuals with Disabilities Education Act (IDEA), 
mandated that schools prepare students for the transition to adult life 
by including transition plans.

Since 1997, transition planning and services have been incorporated 
in the Individualized Education Program (IEP) of all eligible students 
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as early as age 14 and no later than age 16. Thus, from between age 14 
and 16 until leaving school at 21, adolescents, their families, and school 
and adult-service personnel increasingly focus on successful transition. 
At least for a 5- to 7-year period, then, everyone involved should be 
asking the question, “What do you want to be as an adult?”

Based on the individual’s current and future needs, such transition 
services vary widely. In general, schools promote transition by helping 
students obtain the life skills needed to live in their communities. Some 
of these basic skills might involve taking the bus or other public trans-
portation, shopping for clothes or food within a certain budget, using 
the post offi ce, or visiting their doctor or a clinic. Other services might 
help lessen the adolescent’s maladaptive behavior or teach appropriate 
social skills, thereby making possible more independent movement 
within the community. Postsecondary education, vocational training, 
job coaches, or other help in employment might all be included in the 
mix of support services.

When thinking about transition services more generally, three other 
issues are also important to consider. The fi rst has been the movement 
toward so-called “person-centered planning.” This term, recently used 
by policymakers, advocates, and parents of children with disabilities, 
concerns a shift in who receives—and in who decides upon—appropri-
ate services. In short, for an adult with disabilities, the fi nal say about 
services is given to the adult him/herself, whereas for a child with 
disabilities the fi nal say about services is given to the family. Although 
this issue may sometimes be problematic in Prader-Willi syndrome, the 
IDEA mandates that transition services and activities should be based 
on the young adult’s individual needs, interests, and preferences. The 
family plays a major role in talking to and counseling their young adult 
with disabilities, as well as in working with service providers to obtain 
appropriate services for their offspring. Ultimately, however, unless 
parents go to court to obtain guardianship or conservatorship rights, 
the adult with disabilities holds the ultimate say in which services will 
be provided and in which ways.

A second change from school-related services concerns the respon-
sibility for providing services. During the school years, services come 
to the child through the school itself as a federally mandated entitle-
ment. But, as young adults with developmental disabilities leave school 
and enter community life, unlike the school-age years, services are 
usually not mandatory but are instead provided through state-funded 
agencies and at the discretion of the state. Depending on the state’s fi nan-
cial situation, such agencies are often hard-pressed to meet the demands 
of all of the state’s persons with disabilities. Thus, while a particular 
state may decide that specifi c services must be provided when indi-
viduals have certain needs, the services available may not match the 
range of services to which the person was previously “entitled” through 
the school years.

Third, services during adulthood often are not provided in a single 
place. Whereas schools had earlier operated as one-stop service provid-
ers, during adulthood the individual with disabilities must travel to 
different locations and coordinate different agencies’ services. For 
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young adults and parents alike, such changes can sometimes feel 
overwhelming.

The Transition to Work

Transitioning into the workplace is a process that an adolescent with a 
disability must prepare for long before the actual placement in a job. 
As a part of their transitional planning, schools generally teach voca-
tional skills to students with disabilities. While in school, a student may 
be taught interviewing skills, how to fi ll out an application, and how 
to use public transportation. When this training ends, however, most 
students with disabilities must independently seek out suitable posi-
tions. Although schools usually do not directly help with job place-
ments, certain adult-oriented services do aid in this process (e.g., the 
state’s Department of Rehabilitation); the person with the disability, 
with his or her family, can meet with such agencies and request their 
participation in the transition meetings.

As shown in Table 14.1, individuals with disabilities and their fami-
lies may consider various types of paid positions. Such positions range 
from “least restrictive”—or the most “typical” and within the commu-
nity—to “most restrictive,” or more specialized, segregated from the 
community, and less often engaged in by nondisabled persons. Since 
each person differs in severity of disability, abilities, skills, needs, goals, 
and desires, it is important to know about all of the possible options 
for employment. Also, no job placements should necessarily be thought 
of as permanent positions. A person may move across levels of support 
as needed at different points in time.

The Transition to Community Living

For any person, moving out of their parents’ home is a signifi cant step. 
The decision to move out affects the family as well as the person and 

Table 14.1. Paid Work Opportunities from Least Support to Most Support Needed
Term Description Examples

Competitive A job like that of every nondisabled person, Cashier, stock person,
Employment with the same pay levels and benefi ts. This utility clerk, landscaping
 also means that the person is expected to crew, factory employee
 have the same job responsibilities and
 performance as other employees.

Supported Same sites as a person with competitive Same as above but with
Employment employment but with more support services, support
 offered through rehabilitation service agency.
 Generally a job coach, or someone specifi cally
 trained to offer job support to persons with
 disabilities, will teach persons the basic skills
 needed to maintain their jobs.

Sheltered Work Individuals with disabilities are in a more Packaging and product
 restricted setting, in a segregated environment, assembly of offi ce
 and they work in groups with other supplies, jewelry, etc.
 individuals with disabilities.
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this is even truer for persons with disabilities. The appropriate time to 
move out of the parents’ home differs for each individual. The decision 
is affected by such factors as the young adult’s readiness to move out 
and parental attitudes toward moving out, both of which can be affected 
by such factors as culture and socioeconomic status. Nevertheless, as 
in employment opportunities, to make informed decisions one needs 
to know about the various residential placements available for persons 
with disabilities.

Just as in school or in employment, residential opportunities vary 
from least restrictive to most restrictive. In this instance, “most restric-
tive” generally signifi es placements that offer the most support and 
that are most segregated from the community. Considering residential 
placements on a continuum from least to most restrictive, a person with 
a disability may live independently or with some support in a semi-
independent living situation (in their own house or apartment), in a 
large or a small group home (sometimes called Community Care Facili-
ties), in an Intermediate Care Facility, or in a state developmental center 
or a state hospital (see Table 14.2).

Table 14.2. Living Options from Most to Least Restrictive Environments
Term Description

State Hospitals or Developmental Centers  Serve individuals who need 24-hour supervision in
 a structured health facility where they receive
 programming, training, care, and treatment on
 site.

Intermediate Care Facilities (ICF) Offer 24-hour service to 4 to 16 individuals with
 disabilities. These facilities serve individuals
 with developmental disabilities who have a
 primary need for developmental services, as well
 as some needs for skilled nursing services.

Group Homes or Community Care Offer 24-hour non-medical residential care to
Facilities (CCF) individuals with developmental disabilities who
 may need personal services, supervision, and or
 assistance crucial for self-protection or
 sustaining the activities of daily living. These
 residential models are popular because of their
 integration into the community.

Supported Living The individual with the disability has support
 systems, typically nondisabled roommates who
 are trained to help or outside agencies that teach
 independent living skills. In most situations the
 person is monitored and supervised because he/she
 may not yet have mastered basic fi nancial,
 shopping, and self-care skills. They learn to
 manage these duties while living either alone or
 with roommates in apartments or condominiums.

Independent Living The individual with the disability may choose to
 live alone in a home that they own or lease in the
 community. They may have hired staff that aid in
 some daily activities, but they do not need
 supervised care and training in basic life skills.
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Of special interest here is one type of group home, the so-called 
“dedicated” or “specialized” Prader-Willi group home (for examples, 
see Greenswag et al.8). These placements are group homes—with six to 
eight individuals living within a home in a residential neighborhood—
in which all residents have Prader-Willi syndrome. In addition, services 
are tailored to the needs of individuals with this syndrome, with refrig-
erators and food cabinets oftentimes locked. In addition, most Prader-
Willi group homes feature exercise rooms for their residents and daily 
times during which residents exercise each day. Staff members are spe-
cially trained in dealing with individuals with this syndrome. Although 
we say more about dedicated Prader-Willi group homes below, suffi ce 
for now to note that such homes exist and serve as the residential 
option of choice for many adults with Prader-Willi syndrome.

Transition Issues Specifi c to Prader-Willi Syndrome

Until now, we have discussed transition with only slight mention of 
Prader-Willi syndrome. Indeed, many transitional issues are generic: 
regardless of which type of disability the young adult has, one deals 
with adult-service personnel around questions of how the young adult 
will work and where he or she will live. We now address issues more 
specifi c to Prader-Willi syndrome.

PWS Behavioral Issues Affecting Transition

Looked at from the perspective of many adult-service professionals, 
Prader-Willi syndrome is both unknown and irrelevant. Indeed, case 
managers or vocational rehabilitation counselors are often puzzled by 
individuals with Prader-Willi syndrome. On one hand, here is a young 
adult who shows fairly high cognitive skills, while on the other, the 
individual has maladaptive behaviors that prevent successful indepen-
dence. Typically, in adults with other disabilities who have such high 
cognitive abilities, the individual would normally be able to live in a 
supervised or supported-living apartment and be employed competi-
tively or with some support. For some adults with Prader-Willi syn-
drome, these options are suitable and accomplishable. In most cases of 
young adults with Prader-Willi syndrome, however, the individual 
cannot live independently and often fails in competitive jobs.

Although it is beyond this chapter’s scope to discuss behavioral 
issues in depth, six general issues should be emphasized when consid-
ering vocational and residential issues for young adults with Prader-
Willi syndrome:

1. Overeating

Overeating and food foraging occur in the large majority of persons 
with Prader-Willi syndrome. As a result, many individuals are obese 
or may become obese if allowed open access to food. Overeating is not 
a trivial issue. In one recent study, Whittington et al.14 found that most 
deaths in Prader-Willi syndrome relate to complications of obesity 
(e.g., Type 2 diabetes, respiratory and circulatory problems). In addi-
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tion, despite years of research, no drug regimen or behavior modifi ca-
tion therapy has successfully curbed overeating for most individuals 
with this disorder.

2. Obsessions and Compulsions

Many young adults with Prader-Willi syndrome become “stuck” and 
need particular help during transitions.6 Such diffi culties—which often 
lead to tantrums and other disruptive behaviors—are rarely tolerated 
in jobs and group homes. To help counteract such obsessions and com-
pulsions, young adults with Prader-Willi syndrome may need ample 
warning about upcoming transitions or special auditory or visual cues 
to prepare them that a change is coming.

3. Temper Tantrums

Many individuals with Prader-Willi have full-blown, disruptive temper 
tantrums.7 Such tantrums can arise around food-related or other issues; 
they also often occur when the individual’s routine has been disrupted. 
Temper tantrums are especially problematic when they occur during 
work, in a group home, or out in the community.

4. Changes with Age

The age of the adult with Prader-Willi syndrome may be an important 
predictor of behavior problems. Prader-Willi syndrome has historically 
been considered a “two-stage” disorder, with problems beginning 
during the 2-to-5-year-old period.1,2 More recently, however, it is becom-
ing clear that behavior problems may intensify from childhood into 
early adulthood before lessening during the later adult years. Cross-
sectionally examining a large sample of 3- to 50-year-olds, Dykens3 
found that maladaptive behaviors generally increased throughout 
childhood up until about age 30, after which problems decreased from 
age 30 to 50. This “up until 30, then down” pattern held for the overall 
amount of behavior problems, the amount of problems directed toward 
others (e.g., such externalizing problems as tantrums or aggression), as 
well as for skin picking and for the individual’s number and severity 
of compulsive symptoms.

5. Differences in Maladaptive Behaviors Related to Weight

In contrast to what one might expect, thinner—as opposed to heavier—
individuals with Prader-Willi syndrome seem to have more psychiatric 
problems. These problems especially relate to distorted, confused, and 
delusional thinking, as well as to anxiety, sadness, and distress.3,4,13 
Why such a counterintuitive relationship occurs remains unknown, but 
simply keeping the weight off will not solve the behavior problems of 
most young adults with Prader-Willi syndrome.

6. Possible Benefi cial Effects of Prader-Willi Group Homes

Many parents and professionals feel that specialized Prader-Willi group 
homes are particularly benefi cial for most adults with this disorder. 
Several studies fi nd that individuals placed outside the home—espe-
cially in Prader-Willi group homes—have lower BMIs (body mass 
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index, a measure of weight and obesity).3,7 Hanchett and Greenswag9 
also point to the importance of more structured group living for lessen-
ing problems with maladaptive behavior for most individuals with 
Prader-Willi syndrome. Although few studies directly compare Prader-
Willi group homes to generic group homes or to home living for adults 
with the syndrome, the consensus is that Prader-Willi group homes are 
most benefi cial.

In thinking more generally about work and residential issues, then, 
young adults with Prader-Willi syndrome present special challenges to 
the service-delivery system. Weight and dietary control of calories are 
almost always issues in this disorder, much more so than in other 
adults with disabilities. In addition, individuals with Prader-Willi syn-
drome show extreme problems with temper tantrums, obsessions and 
compulsions, skin picking, and other behaviors. At the same time, 
however, many young adults with the syndrome do well with more 
structured, and at times more segregated, services.

More segregated, specialized residential settings, however, generally 
go against the current emphasis on inclusive programming. Clearly, a 
balance must be reached between the needs of the young adult with 
Prader-Willi syndrome and the philosophical goal that all persons with 
disabilities live as typically and as normally as possible (see Dykens et 
al.6 for discussions).

Parental Experiences with Transition and Adult Services

Few published studies have yet examined issues of transition and adult 
services in young adults with Prader-Willi syndrome. Several years 
ago, however, Seguin and Hodapp12 performed 30 extended telephone 
interviews with parents of 18- to 35-year-old adults with Prader-Willi 
syndrome. We present below some of the major fi ndings of these inter-
views. As before, we separate our discussions into work/vocational 
issues and residential issues.

Vocational Issues

The major issue mentioned by many parents in our survey concerned 
the lack of knowledge of Prader-Willi syndrome. Simply stated, the 
large majority of vocational staff have little understanding of Prader-
Willi syndrome. As one parent noted, “There is a lack of understanding 
of PWS on the part of the staff, so they don’t know how to deal with 
it.” Another parent gave a workshop to her child’s staff about Prader-
Willi syndrome. But even when such staff learn about the syndrome, 
their understanding is more intellectual than emotional. Staff members 
thus continue to be frustrated—and to have a low tolerance for—
various Prader-Willi behaviors. Indeed, most staff consider overeating 
to be simply “willfulness” or a lack of self-discipline on the part of the 
young adult with Prader-Willi syndrome. As one mother noted, “When 
he was successful, staff were great,” but when her child was having 
diffi culties, “They just didn’t want to deal with his problems.”
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Partly because adult-service personnel know so little about Prader-
Willi syndrome, behaviors characteristic of the syndrome frequently 
lead to job terminations. Thus, young adults who might, cognitively, 
be appropriate for supported or even competitive employment often 
have diffi culties holding a job. As a result, these individuals often fi nd 
themselves working in sheltered workshops. In the Seguin and 
Hodapp12 sample, over half of all young adults with Prader-Willi syn-
drome were employed in sheltered workshops; less than one third 
were in competitive or supported employment. Many had earlier been 
in these less restrictive employment settings but had since lost 
their jobs.

But the sheltered workshop experience was also mixed. Looked at 
positively, many parents considered the sheltered workshop a safe 
environment in which their child had a few friends who were function-
ing at the same level. At the same time, however, tasks performed by 
workers in sheltered workshops were often repetitive and unstim-
ulating. In addition, other (non-PWS) co-workers were often lower 
functioning.

These are diffi cult issues, and many parents expressed frustrations 
and diminished hopes for their young adult’s work life. There may, 
however, be some strategies that help.

A fi rst suggestion relates to provider education. In short, parents need 
to educate adult-service staff about Prader-Willi syndrome and its 
effects. Staff need to understand the physiological basis of overeat-
ing—it is not willfulness or poor self-control. This volume and other 
publications may help in this process, but parents should be fore-
warned that few adult-service staff—be they case managers, vocational 
rehabilitation counselors, job coaches, or (generic) group home staff—
will have heard about the syndrome. Fewer still will truly appreciate 
the diffi cult management issues presented by young adults with 
Prader-Willi syndrome. Here we highlight the role of the Prader-Willi 
Syndrome Association (USA) in increasing knowledge about the syn-
drome. At each of its yearly national meetings, separate sessions are 
provided for service providers; PWSA also has available for providers 
tapes, booklets, and other informational materials.

A second issue concerns gaining allies from special education to help 
work with adult-services staff. Many parents expressed relief when, 
over time, their child’s special education teacher became familiar with 
their child and their child’s disorder. Particularly in small towns where 
families could interact socially with the teacher, parents felt that they 
could affect their child’s classroom experiences. If parents have one or 
more special educators who know their child well, that person might 
then intercede on their behalf with adult-service providers. Many 
parents felt that, over the years, schools and teachers “were receptive 
to suggestions and to listening to me”; it may be helpful to use this 
alliance to get adult services.

A third issue concerns the pace of change. In contrast to other young 
adults with disabilities—and particularly young adults with mild intel-
lectual disabilities—many individuals with Prader-Willi syndrome 
may not quickly or easily transition to a supported employment setting. 
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As a result, rehabilitation counselors and job coaches may be dismayed 
by the increased numbers of tantrums and disruptive behavior shown 
by young adults with Prader-Willi syndrome during the fi rst few days 
or weeks on the job. The fi rst reaction of these professionals may be to 
terminate workers with Prader-Willi syndrome, to automatically 
assume that the adult with this syndrome cannot possibly handle the 
demands of a particular work setting. Given time, however, young 
adults with Prader-Willi syndrome may get used to job demands 
and routines. In short, parents may need to work hard to help their 
offspring’s case manager, rehabilitation counselor, and job coach 
expect a slower, more gradual transition into an appropriate work 
placement.

The fourth and most important issue concerns parental advocacy. 
Unfortunately—and sometimes in contrast to earlier school services—
parents may need to be their young adult’s best advocate. Parents who 
were interviewed often noted that they were unaware of what services 
they could request, and that case managers and rehabilitation counsel-
ors were not always forthcoming. As several parents stressed, “You 
have to know how to work the system, and you have to demand ser-
vices,” and you have to “make it your business to go out there and fi nd 
out what is available.”

A fi fth issue relates to offspring becoming their own advocates. In 
line with the idea that services focus on the adults with disabilities 
themselves, many individuals with disabilities have been trained to 
advocate for themselves. Some even attend self-advocacy classes, and 
parents and professionals can informally teach, probe, and guide their 
young adults with PWS to speak up for themselves to attain needed 
services.

To help in thinking about such services, Table 14.3 (from Seguin and 
Hodapp12) lists a variety of services that parents and their offspring can 
request from case managers. Not every young adult with Prader-Willi 
syndrome will need every service. Even if needed, state funding and 
provision practices would probably preclude anyone from getting all 
these services anyway. But parents and professionals may be able to 
advocate for those services most necessary to their child’s job (and 
residential) success.

Residential-Community Issues

The other main focus of our interviews with families concerned 
residential-community issues. Here again, parents often expressed 
frustration with the adult service system. These frustrations generally 
fell into the following areas:

Scarcity of Prader-Willi Group Homes
Many parents noted that there simply were not enough Prader-Willi 
group homes. As a result, waiting lists were common. Once their son 
or daughter was in a Prader-Willi syndrome group home, however, 
parents generally agreed that their child’s weight was under control 
and that the staff usually had some experience in dealing with tantrums 
and other behavioral issues.
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Given that so few Prader-Willi homes exist, many parents were 
forced to choose among several less-than-perfect options. One parent 
noted that, while she had a choice as to which program would take her 
child, “there was only one that had had someone with PWS before.” 
Others worked hard for supported living arrangements, although one 
added that, “If we had really known we had to demand supported 
living, we would have demanded it sooner.”

Staff Turnover, Inexperience, and Opposition
Many parents complained about the frequent turnover in group home 
staff. Because of such frequent changes, it is often diffi cult for parents 
to develop relationships with staff or for staff to get to know their adult 
with Prader-Willi syndrome. As one parent put it, “There are quite a 
few changes in staff. The family is the only stable factor.”

Parents have the right to know what is happening with their child 
at both the group home and the work sites. Several parents recom-
mended that, in order to get a balanced view, parents should speak 
with both the staff and their child about what is happening. When 
speaking with staff, parents may want to pick a time when the staff 
member is free to focus exclusively on the parents’ concerns, not trying 
at the same time to assist several residents. Parents might also want to 
speak to the counselor for the home so that they get an overview of 
group home activities and how well their child is managing. One 
parent noted: “We used to have meetings where the staff told me how 
she was doing. Now she tells me how she’s doing.” As another parent 
concluded, ultimately “Communication with the residential staff is a 
function of what you make of it.”

Diffi culties in Their Child’s Dealings in the Community
Several parents noted problems that their child had when outside in 
the community. The most persistent issue concerned manipulation and 
the ways that peers take advantage of young adults with Prader-Willi 
syndrome. As the parent of one young man explained, “He’s easily 
manipulated by others. He needs supervision to maintain his diet.”

Yet how one stops such manipulation is another matter. In reacting 
to this issue, several parents found that the solution requires a delicate 
balance between the parents’ or group home staff’s desire for protec-
tion and the young adult’s need for independence. As one family 
noted, “We’ve decided now that he can’t be too protected; he has to 
make decisions for himself.”

As in discussions of work-related topics, parent interviews again 
revealed a less-than-fl attering picture of adult services and of whether 
most adults with Prader-Willi syndrome are getting the necessary resi-
dential services. For every parent who reported that “Things are much 
better than we ever hoped for” or that “People by and large are great,” 
equal or greater numbers made comments such as “I wish I had known 
how diffi cult it would be to fi nd a group home.” Like services related 
to work, residential services also do not seem adequate in the eyes of 
most parents of young adults with Prader-Willi syndrome.

Although it is impossible to address certain issues—like state funding 
or whether one gets a case manager who is helpful or not—we echo 
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here many of the suggestions parents supplied about residential ser-
vices. Their fi rst and most important suggestion concerned advocacy. 
Virtually every successful parent commented on the importance of 
advocating for services for their young adult. Second, one needs to have 
information. In contrast to one parent’s sense that “I still feel like I don’t 
know anything,” others noted the importance of learning all they could. 
Much of this knowledge came from other parents of young adults 
with Prader-Willi syndrome. As one parent noted, “All parents need to 
be aware of services through the Prader-Willi syndrome associations: 
keep aware, attend conferences, and talk to parents of older kids.”

Conclusion

In moving from the childhood into the adult years, young adults with 
Prader-Willi syndrome and their families are entering a new and foreign 
world. Like many foreign countries, the language differs—rarely if at 
all, for example, have school personnel ever talked much about “person-
centered planning.” Also like in a foreign country, things are simply 
done differently in the childhood versus the adult years. As opposed 
to the local school and school district being responsible for services, the 
state is now responsible. As opposed to the one-stop service provision 
that schools offer, services are now decentralized and sometimes 
uncoordinated.

And yet, as frustrating and overwhelming as many of these changes 
may seem, individuals with Prader-Willi syndrome and their parents 
can survive—and even thrive—in this new country. As in any new 
country, “expatriates” from one’s old country will be invaluable. Spe-
cifi cally in the Prader-Willi syndrome community, many parents of 
young adults have been there before and are more than happy to 
provide their hard-earned advice, guidance, and contacts. Knowledge-
able and caring professionals can also help, as can the Prader-Willi 
Syndrome Association (USA) and the many local, state, and national 
organizations designed to help parents of individuals with disabilities. 
Like any change, the transition from childhood into adulthood is never 
easy. In this case, though, many people, organizations, and services 
make it possible for the young adult with Prader-Willi syndrome to 
become an independent or semi-independent individual who is able to 
fully enjoy their adult years.
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15
Vocational Training for People with 
Prader-Willi Syndrome
Steve Drago

The Challenge

The standard of care for persons with Prader-Willi syndrome (PWS) 
has changed dramatically in recent years. People with PWS now are 
routinely diagnosed at an early age, the majority in the newborn period. 
Physicians are better educated on the disorder, and effective treatment 
protocols are rapidly increasing. Hormone replacement therapies are 
resulting in people who are healthier, more energetic and robust, and 
who look “normal.” Many children with PWS are successfully main-
streamed in school. Effective behavioral management strategies have 
been developed and are readily available. In contrast to even a decade 
ago, today residential placements exist that effectively manage the 
behavioral and weight issues of people with the disorder.

Because of these improvements in health care, education, and behav-
ior management, more and more individuals with PWS of near normal 
or normal intelligence are living well into adulthood.2 As a result of the 
rapid improvements in both the length and quality of life, the bar of 
parental expectations has been raised. Parents are no longer merely 
concerned that their affected child will live to age 30. Instead, parents 
want—and expect—to see their son or daughter thrive, live a normal 
life, and be included in the fabric of their communities. More impor-
tantly, the aspirations of people with PWS have changed as well. Many 
now expect eventually to live independently, in their own home with 
a spouse and pets (not necessarily in that order), and to be gainfully 
employed. Expectations for good health and for satisfying adult living 
situations are no longer unrealistic. In the continuum of effective serv-
ices for people with PWS, successful job placements have evolved to 
the status of “the last hurdle” to be cleared. For this population, jobs 
remain the “fi nal frontier.”

Effective vocational placements are still diffi cult to achieve for people 
with PWS, despite extensive health and care improvements. There are 
several reasons why this is so. First, vocational providers have not had 
to live with the disorder; many are slow to understand the seriousness 
of the appetite and emotional volatility associated with the disorder. 
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The truly debilitating nature of PWS is often diffi cult to grasp until time 
is spent working or living with an affected individual. One parent uses 
the analogy of alcoholism or drug addiction to describe her son’s dis-
ability: “His drive to eat is just as strong and diffi cult to overcome as 
any other addiction.” Unlike someone addicted to drugs or alcohol, 
however, her son cannot simply stop imbibing or using. He must eat; 
furthermore he must eat several times per day, in small controlled quanti-
ties, and then stop. Unlike the alcoholic or drug addict, an individual 
with PWS is unable to simply adopt a new lifestyle by surrounding 
himself with people who do not use alcohol or drugs, or by avoiding 
places where these things are used. Everyone eats, and food is every-
where in our society. Thus the stress on an affected individual is ubiq-
uitous and constant. Until an employer achieves this level of 
understanding and appreciation of the disorder, job placements have 
a high likelihood of failure.

An employer’s effort to achieve this level of understanding is often 
undermined by fi rst impressions from meeting someone with PWS. 
Usually prospective employers are initially presented with a mild-
mannered, intelligent individual who is motivated to work. Many 
employers have employed other people with disabilities whose initial 
presentation did not signify either the capacities or the (apparent) 
social and intellectual skills initially observed in a person with PWS. 
Therefore, when the person with PWS disappears from the work site 
to obtain food, or becomes argumentative with the boss, employers are 
most likely to see these behaviors as “merely discipline problems” 
rather than as a natural manifestation of PWS requiring workplace 
adaptation.

An employer’s expectations for individuals in an adult work setting 
are different from those at home or in school. Schooling is an entitle-
ment; as such, schools must adapt for the individual. By contrast, jobs 
are earned; the employee serves by the privilege of the employer. 
Arguing and noncompliance, both frequent typical behaviors for 
someone with PWS, are not usually tolerated. An initial adjustment 
period is usually required, during which both employer and employee 
acquire new learning and skills.

The Continuum of Work Placement Options

Prior to discussing successful work placement strategies for individu-
als with PWS, a discussion of work placement options and terminology 
is needed. Sheltered workshops are the oldest and most common type of 
job placement for workers with developmental disabilities. These set-
tings offer job skills training in a nonintegrated setting. This means that 
the entire work or training force is made up of disabled individuals. 
Individuals in sheltered workshops are paid on a piece-completed rate; 
that is, they do not receive an hourly wage, but are paid for each piece 
of completed work at a rate comparable to that paid a nondisabled 
person. Typical sheltered workshop tasks include packaging and simple 
product assembly. Workshop placements are generally funded at the 
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state level by programs such as the Medicaid Waiver. Medicaid Waiver 
programs (available in most states) are state-run programs where the 
state is able to leverage matching federal dollars specifi cally dedicated 
to services for people with a developmental disability. In return, the 
programs must comply with established work and safety standards 
and rules for service provision and documentation such as those man-
dated by the U.S. Department of Labor.

Work enclaves consist of small, nonintegrated groups of disabled indi-
viduals who go into the community to perform service type work.1 
Typical work enclave jobs are lawn maintenance, janitorial, and restau-
rant work. Each enclave has at least one nondisabled supervisor. Indi-
viduals in work enclaves are routinely paid an hourly wage. Because 
individuals in work enclaves are considered trainees, federal wage and 
hour regulations allow them to be paid at a rate less than minimum 
wage, as long as they are paid a percentage of the competitive wage 
equal to the percentage of work they perform (compared with that of a 
nondisabled individual). Thus, if a typical hourly wage for a nondis-
abled person is $7.50, and the disabled person averages 60% work pro-
ductivity compared with the nondisabled person, then the disabled 
person’s salary would be 60% of $7.50, or $4.50 per hour. Funding 
for work enclaves generally comes from state programs such as the 
Medicaid Waiver; however, some individuals may also be eligible for 
funding through the U.S. Department of Vocational Rehabilitation. The 
Department of Vocational Rehabilitation is a federal government 
program that provides services to individuals who are trying to work 
and who have a disability. While those with any type of disability 
may be eligible for funding through the Department of Vocational 
Rehabilitation, such funding is limited to only 180 days of employment 
(referred to as “employment stability”). During the employment 
stability time frame, the Department will pay for a large variety of sup-
ports. If an individual requires support beyond the employment stabil-
ity time frame, funding must be obtained through other programs.

Supported employment is a community-based job placement in an 
integrated work force; the other workers performing comparable jobs 
are nondisabled. Individuals placed in supported employment must 
receive a wage that is equal to or above minimum wage and compara-
ble to that of nondisabled individuals performing the same job at that 
location. Supported employment is supervised by a job coach, who 
provides on-the-job training and acts as a liaison with the employer. 
Ultimately, the goal is for the job coach to become less and less neces-
sary over time until, ideally, the job coach is no longer needed. When 
this successfully occurs, the individual is said to be “competitively 
placed.” These placements are typically paid for initially by the federal 
government Department of Vocational Rehabilitation. When success-
fully trained so that the job coach is no longer necessary, the employee 
becomes a “regular” employee of the host company. Employers may 
benefi t from tax incentives for hiring disabled workers.

The vocational services just described comprise a natural continuum 
of services. Individuals can progress from a sheltered workshop to an 
enclave, to supported employment, and fi nally, to competitive employ-
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ment. The concept of a continuum of services has been under attack in 
recent years.4 Many argue that individuals should be placed initially 
at the optimal level of employment with needed supports to insure 
success provided in that setting. One obvious limitation to this approach 
is cost. Providing suffi cient supportive resources to train and maintain 
a consumer at the optimal level may exceed even the most generous 
state funding. Further, the assumption that initial assessment strategies 
are suffi ciently reliable and able to predict an individual’s optimal 
work placement is not supported by previous data. Standardized 
assessment tools frequently fail to assess individual needs, personality 
strengths and weaknesses, motivations, and individual “quirks” that 
impact job placement and performance. These individual characteris-
tics frequently determine placement success or failure but often aren’t 
evident until the person is in the work environment. This is particularly 
true for those with Prader-Willi syndrome.

The Person with Prader-Willi Syndrome in 
the Workplace: Pitfalls and Successes

Challenges to Successful Vocational Placement

Because those with PWS are far fewer than those affected with other 
disorders such as Down or fragile X syndromes, most vocational service 
providers serve no more than one or two adults with PWS. The ARC 
of Alachua County (Gainesville, Florida) is an exception, currently 
providing vocational services to more than 50 individuals with PWS. 
One staff member states: “We pride ourselves in being more knowl-
edgeable than most providers when it comes to working with individu-
als with PWS. In spite of this experience, we have not been spared the 
typical pitfalls. In fact, due to the sheer numbers of individuals with 
PWS we have worked with, we have probably encountered many 
more.” Several typical examples follow.

One of the fi rst issues encountered was getting individuals to work 
on time. Getting up and out of the house is often diffi cult for people 
with PWS. For many affected individuals, the early morning routine 
consists of one compulsive ritual after another. A parent who was 
having particular diffi culties getting her daughter to work on time 
attempted to circumvent these rituals by getting her daughter up earlier 
and earlier. The parent sought help from the vocational staff when she 
and her daughter were waking up 5 hours before it was time to go 
work each day, yet the problem continued to worsen! Getting up earlier 
and earlier was obviously not the solution. Rearranging the contingen-
cies in the morning environment to make it more effi cient was. Mom 
was instructed to place breakfast at the end of the chain of morning 
requirements rather than in the middle. This hastened her daughter’s 
performance of the morning routine. Some fi ne-tuning was necessary 
to streamline the morning ritual, which remained somewhat lengthy 
but by no means 5 hours.

Food temptations are everywhere for those with PWS, causing some 
adults to lose their daily specialized transportation due to eating fellow 
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riders’ lunches. And, not unexpectedly, behavior issues occur when 
there is insuffi cient supervision of the vending machines and at lunch. 
Further, those in sheltered workshop settings have been known to 
bring more and more possessions to work. A supervisor observed: 
“One puzzle book for break time is acceptable; every puzzle book col-
lected and completed during the past 5 years is not.” Other problems 
have occurred around returning from bathroom breaks on time and 
disengaging from one work task and beginning another.

Work enclaves encounter both the previous issues in addition to 
others that are unique to the nature of the job. The ARC of Alachua 
County vocational services are located in Florida, which has a warm 
climate year-round; as a result, lawn care is a major business opportu-
nity. Many individuals with PWS select work on a lawn crew as one of 
their goals. Lawn work is hard physical labor. Many currently employed 
adults with PWS reached adulthood before growth hormone replace-
ment therapy was available and thus have not benefi ted from this 
treatment. As a result, many lack the physical stamina required for 
lawn work. In addition, the summer sun may be medically contraindi-
cated for the adult with hypopigmentation. Even those individuals 
who are normally pigmented may have increased photosensitivity and 
heat intolerance from psychotropic medications. The issue of job goals 
obviously has to be negotiated. The time and place for the negotiation 
are as important as the negotiation itself. It should not be done at a 
time when emotionally charged behavior is present. It should be done 
at a calm time in a professional setting and with respect for the choice 
the individual wants to make. Vocational staff should have a variety of 
alternatives to present.

Many individuals select and are valued members of janitorial crews. 
Even so, crew supervisors report being constantly stressed and chal-
lenged: “No matter how hard we scour the job sites for food access, 
individuals with PWS are better at it then we are. People will always 
have food in their desks, coffee creamer in the break room, and even 
edible Christmas tree ornaments during the holiday season.” Examples 
include a young man with excellent work skills whose heart was set on 
working with a janitorial crew. After several failed work trials, a con-
tract to clean a large warehouse belonging to the Department of Trans-
portation seemed the perfect work placement for him. After a 10-pound 
weight gain in 1 week, it emerged that the young man had located the 
storage space housing the entire Gatorade drink supply for local road 
crews. It was not possible to secure this area, nor was it possible to suf-
fi ciently supervise the individual; as a result this placement failed.

Another man requested his own removal from an interstate highway 
rest area crew in spite of excellent work performance and zero weight 
gain. He reported that watching people throw away bags of partially 
eaten fast food all day was too much for him; he was afraid that the 
temptation was becoming too great. He preferred working elsewhere, 
even if it meant returning to the workshop.

As the previous examples illustrate, the biggest issue with supported 
employment is the unrestricted nature of the environment along with 
the lack of supervision. For many in these settings, maintaining dietary 
restrictions has to rely primarily on self-control. One young woman 
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was given a trial as a fi ling clerk with the Social Security Administra-
tion, despite their initial reluctance to employ her because of her dis-
ability. After the fi rst week, her work performance generated rave 
reviews. Her fi ling was excellent, she thrived on the repetitive task that 
quickly bored other workers, and she was making friends and was 
liked in the offi ce. She was terminated a month later for taking unex-
pected breaks and for failure to return from lunch on time. An investi-
gation revealed several fast food restaurants in close proximity to the 
offi ce. Since termination occurred without consulting the job coach, 
there was no opportunity to provide additional supports that might 
have made this placement a long-term success.

One applicant for services seemed, at fi rst, inappropriate. At the time 
of application, his proud parents reported that the young man was 
currently employed in the mailroom of a large downtown business 
earning a living wage. Further, he lived alone, rode buses around town 
visiting friends, and seemed from all outward appearances to have the 
ideal life. When parents were queried regarding the reason for disrupt-
ing what appeared to be excellent supported employment services, 
they responded, “because he weighs 350 pounds and is near death due 
to congestive heart failure.”

While these examples illustrate that vocational placements for adults 
with PWS present specifi c syndrome-related challenges, these chal-
lenges by no means preclude successful vocational placements. To 
assure employment success, however, employers must be aware of and 
address these issues prior to placement, must provide constant moni-
toring of these issues after placement, and fi nally, must be prepared to 
deal with these challenges if and when they occur.5 It must be recalled 
that historically it was thought that the health, weight, and behavioral 
issues of people with PWS could never be successfully dealt with 
outside a hospital setting. With a growth in expertise, public awareness, 
and sensitivity concerning people with disabilities, these challenges 
have been met. Similarly, successful vocational placements will soon 
be the norm rather than the exception. The following guidelines may 
be helpful.

Structuring for Vocational Successes

The average profi le of those admitted to ARC of Alachua County’s 
Prader-Willi syndrome program is a person 20 years of age weighing 
approximately 255 pounds; 50% evidence signifi cant health prob-
lems—including Type 2 diabetes, congestive heart failure, and sleep 
apnea—and all are challengingly intelligent. Characteristically, these 
individuals cannot be well served in a program that does not success-
fully occupy their interests. In addition, many fi rst entering the program 
have physical limitations that present obvious and unique challenges. 
Unstructured time frequently leads to food stealing, movement viola-
tions (individuals leaving the work area), and argumentative, and 
eventually tantrum, behaviors. Untrained staff may inadvertently 
increase the possibility that any or all of these behaviors may occur. 
Nonetheless, many people with PWS possess skills that are uniquely 
suited to the typical workshop environment. This is one reason that 
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many individuals choose this more restrictive work setting. Among 
these skills are an ability to perform repetitive, fi ne-motor behaviors 
without loss of interest. Experience demonstrates that assembly and 
packaging tasks frequently serve to direct and focus otherwise variable 
attention on the task, while precluding engagement in other more 
problematic behaviors, and that they are comfortably performed by 
those with limited physical abilities. Prior to undertaking these tasks, 
however, the person with PWS must be assured of a safe, food-free 
environment that is suffi ciently structured and supervised to prevent 
or respond to the most dedicated efforts to fi nd the “loopholes.”

Structure and expectations must be consistent and clear. At least two 
basic tracking systems (cash and food) are essential tools in a sheltered 
setting. In one setting, an individual’s cash is tracked at all times with 
reconciliation prior to and after work. All spending must have a receipt 
or a staff signature to be valid. Missing cash results in consequences. 
Lunch box lists are included with every lunch individuals take to work. 
Residential staff sign these prior to the individual leaving home. Food 
found in someone’s possession at work can be verifi ed against the list, 
which is turned in to the work supervisor upon arrival.

These tools are only as good as the staff trained to implement them 
and the consumers’ understanding of behavioral expectations under 
these rules. All direct care staff should be trained and certifi ed in the 
performance and implementation of these procedures. Com petency 
should be rewarded with salary increases. Prior to initiating work, 
expectations should be explained and agreed to by the employee and 
then consistently implemented. While this may seem obvious and only 
common sense, vocational placement success will only be achieved to 
the degree that consistent implementation is successfully achieved.

Some programs, in cooperation with living-care staff, view food steal-
ing as a choice. Calorie allotments begin on arising and are tracked 
throughout the day. Individuals who engage in food stealing are viewed 
as exercising a choice to spend their calories on the items they have pro-
cured. Incentives are employed to discourage exercising this type of 
choice, but it is recognized as a choice when it happens (and it will) and 
is treated in a dignifi ed manner. Calories are subtracted from the pre-
scribed allotment and the business of work continues. When calories are 
gone, however, eating is fi nished for that day. Strong and consistent 
supervision is necessary to ensure this outcome. Similarly, clear, constant 
communication and cooperative programming with the living-care staff 
must be in place for such a system to be successful. When consistently 
implemented, these procedures minimize workplace problems.

For vocational efforts to succeed with these unique adults, environ-
mental modifi cations and supports must ensure adequate supervision 
and consistent use of positive consequences. People with Prader-Willi 
syndrome are well grounded in the concept of what is “fair.” Inconsis-
tencies across settings or even inconsistent application of consequences 
across settings are common causes of behavior problems. Programs 
that offer both residential and vocational services are ideal for provid-
ing a comprehensive program of continuously integrated supports. 
Because of the reactive nature of those with PWS, a program with a 
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proven commitment to positive behavioral supports has a greater like-
lihood of success.3 In addition, the program must have an administra-
tion dedicated to understanding the issues of Prader-Willi syndrome 
and must provide programmatic support designed by staff versed in 
behavior analysis.

Table 15.1 suggests questions for families to ask when they are con-
sidering a vocational provider for their son or daughter with PWS. If 

Table 15.1. Questions for Families To Ask a Potential Provider of Vocational Services
General
 1. Is the employment agency known for high-quality services?
 2. How long has the agency been in business?
 3. What is the depth of the agency’s experience supporting people with Prader-Willi syndrome?
 4. How many people have been discharged from the program in the past year? Regarding those 

that have Prader-Willi syndrome, in general terms, what were the reasons for the discharge(s)?
 5. With permission, can the prospective provider share names and phone numbers of individuals 

and their families who currently use the agency’s services and would be willing to be a reference 
for the agency?

 6. Does the agency have any written materials about its services that we could take with us?
 7. How can I obtain a copy of the most recent licensing survey, if applicable?

Staffi ng and Consultants
 8. Describe the hiring process used when selecting staff.
 9. Does the agency have ongoing training and expect that all administrators and staff learn about 

Prader-Willi syndrome?
10. What initial and ongoing training does the agency require of staff?
11. How are direct support staff supervised?
12. What is the turnover rate for direct support and supervisory staff? What is the average length 

of employment for a direct support staff at your agency?
13. How does the provider select and access physicians, ancillary medical services, behavioral 

consultants, etc.?

Policies
14. Does the agency keep records of service and progress individuals with PWS have made? If so, 

in what form do you display progress?
15. How does the agency handle health limitations of workers?
16. What are the agency’s policies regarding medication and its administration?
17. What contingencies are in place for medical and behavioral emergencies?
18. What is your agency’s relationship to the individual’s family or residential provider? Can or will 

it change based on the individual’s needs?
19. What is the frequency of communications with families? What if a family wants to know more/

less than is standard?
20. What issues are you mandated to report to parents/guardians?
21. What is your agency’s policy on family observation? Can families visit unannounced? What is 

the agency’s grievance procedure for the individuals and/or their families?

Program Issues
22. How does the agency modify assignments/settings to accommodate the food-related needs of an 

individual with PWS?
23. Does the agency create individual development plans to manage the behaviors associated with 

Prader-Willi syndrome?
24. How does the agency handle money issues for an individual with PWS?
25. How does your agency individualize services to meet varying needs?
26. What recreational or social activities are part of the work programming? Are the opportunities 

for participation individualized, accessible, and consistent? What happens when an individual 
chooses not to participate with the rest of the group?

27. What kind of transportation is available for the individuals’ use?
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Table 15.2. Questions for Providers To Ask a Family Seeking Vocational Services
General
 1. What is your family’s expectation of this vocational placement? For example, do you consider 

this a transitional placement, or do you expect this to be your son’s/daughter’s permanent job 
setting?

 2. Have you attended preparatory workshops regarding the range of vocational placements that 
are available for your son or daughter?

 3. Where does the family see the individual best suited for success?
 4. If you are not your (adult) son’s/daughter’s guardian presently, do you intend to apply for 

guardianship?

Background Regarding the Individual with Prader-Willi Syndrome
 5. What are the career goals and type of work sought by the individual?
 6. How much does the individual want to work?
 7. What are the preferred hours of work?
 8. Are there benefi t limitations to the amount of work an individual may do? That is, will any 

fi nancial entitlements such as SSI impose limits on the number of hours an individual can 
work?

 9. Are there any medical limitations other than those associated with Prader-Willi syndrome?
10. Has the individual completed any vocational assessments through other agencies such as 

Vocational Rehabilitation?

Agency Policies and Staffi ng
11. Do you anticipate that you will have input into the agency’s decisions?
12. What are your expectations of how confl icts will be resolved?
13. How much involvement would you like regarding your child’s food and fi nances?
14. For what issues/incidents would you like to be contacted immediately? What is the best manner 

in which to reach you?
15. Do you prefer written or verbal communications from the agency staff? Barring any major 

incidents, how often would you like an update?
16. What are your preferred days/times for team meetings?
17. Do you have a relationship with your child’s current residential staff (if applicable)?

Program Issues
18. What are your preferred methods of managing the behavioral manifestations of Prader-Willi 

syndrome exhibited by your son/daughter?
19. What interventions have been consistently successful with your son/daughter? What other 

interventions have been attempted but proven unsuccessful for your child?
20. Are you using a behavior support plan currently?
21. Will you need assistance from agency staff with transportation?
22. Other than yourself, who else in your extended family can transport your child when needed?
23. Does your son/daughter have a religious affi liation? Which church/synagogue does he/she 

regularly attend?
24. How will your child’s prescription medications be secured, if necessary, and administered? Will 

the agency need to administer any of the medication?
25. What assistance, if any, would your family like in transitioning your son/daughter to their new 

work situation?

the agency lacks experience in working with Prader-Willi syndrome, 
the family should anticipate being very involved in the process to 
increase the possibility of a successful job placement. Table 15.2 lists 
questions that agency providers might want to ask families in order to 
gather important information about the individual with PWS and to 
establish open communications with the family as a foundation for a 
positive work placement.
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Toward the Future: A Pilot Community-Based 
Program Model

Recently, the ARC of Alachua County identifi ed a need for an employ-
ment agency that actively serves, trains, and places individuals with 
severe disabilities in jobs. The data at that point indicated there were 
at least 200 individuals in the local area whose work applications had 
been denied by other vocational placement and human service agen-
cies. Most of these individuals required long-term, close monitoring 
and training to achieve vocational success. Among these were many 
persons with PWS. As a result, the ARC implemented a specialized 
employment agency for people with PWS. There are several specialty 
components in this pilot model, including education and recruitment 
of employers, a co-coaching training and support model, a temporary 
labor pool, and specialized skills training. Each component is discussed 
in more detail in the following paragraphs.

Education and Recruitment of Employers

The business recruitment and education component has been designed 
to provide potential employers with an understanding of the benefi ts 
of hiring people with disabilities. These benefi ts include, but are not 
limited to, lower-than-average turnover rates, punctuality and above-
average attendance rates,5 prescreening of employees to help match 
potential employees with employers, a reduction in the cost to the 
employer for the employee’s salary during training, follow-along 
support for the employee, and the possible extension of ARC of Alachua 
County’s Sub-Minimum Wage Certifi cate.

Co-Coaching Training and Support Model

In addition to the traditional coaching model, the ARC overlays a 
co-coaching strategy, which entails identifying natural supports 
among current employees. This is based on the assumption that the 
co-coaching model will provide long-term, continuous support for 
the employee with signifi cant disabilities. The co-coaches provide 
support, continuous coaching, and communication assistance to people 
with disabilities in exchange for a weekly stipend.

As earlier indicated, people with PWS are extremely capable indi-
viduals who often fail community-based employment due to excessive 
overeating and food stealing. The co-teaching model provides an 
employment specialist who identifi es and trains co-coaches to provide 
supervision and support to those with PWS in an effort to alleviate 
many of these problems. Individuals with PWS are very capable of 
learning to control these behaviors if they know people are there to 
help. The co-coaching model has been used very successfully with one 
participant supportively employed at a day care center for 6 months. 
During this time, co-coaching provided by several co-workers helped 
control unauthorized food intake. This successful placement would 
have continued had not overall staff reductions at the day care center 
ended the employment.
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Traditional placement accompanied by a fading of support services 
typically fails for individuals with PWS, whose needs are intense and 
unremitting. The success of this pilot co-coaching model suggests that 
many people with PWS may have increased vocational success utiliz-
ing this continuous support model. This requires that stipend supports 
be ongoing with no fading. However, this minimal investment may 
mean the difference between the individual with PWS keeping and 
losing a job.

Conclusion

Progress in the fi eld of vocational services remains behind progress 
achieved in medical, behavioral, and residential supports for people 
with Prader-Willi syndrome. The reason for this lag is obvious: arrang-
ing these environments for success is far more diffi cult, as their very 
nature lessens the capacity for controlling critical components. In shel-
tered workshops there is not always consistency in the ownership/
management between residential and vocational service providers. 
Typically, supported employment requires placing adults in someone 
else’s business whose good intentions may be eroded by behavior that 
adversely affects business. Nonetheless, progress has been achieved, 
and that progress can be directly attributable to successfully structur-
ing the environment through staff training, physical modifi cations, and 
programmatic procedures. The “fi nal frontier” is defi nitely upon us.
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Provision of residential services to adolescents and adults with Prader-
Willi syndrome was not seriously addressed prior to the late 1970s, 
primarily because until then most individuals were not expected to live 
beyond the adolescent years.3 As a natural outgrowth of earlier diag-
nosis and appropriate nutritional and weight management, individuals 
with Prader-Willi syndrome now live well into adulthood. Thus, from 
the mid-1980s to the mid-1990s, establishment of adult residential 
services was a major thrust of both local chapters and the national 
Prader-Willi Syndrome Association (USA). And, while many additional 
programs are needed to care for this expanding population, nonethe-
less, this experience has taught us that individuals with Prader-Willi 
syndrome have unique needs that must be addressed in order to ensure 
a safe and successful living environment. This chapter addresses the 
issues involved in both the process of selecting a supported living 
environment and the necessary elements of that environment. These 
elements are the minimal requirements needed for the success of any 
supported living situation, ranging from the single-resident apartment 
to larger, congregate settings.

For many families, exploring residential placement for their family 
member is an overwhelming and emotionally charged task.1 At the 
most basic level, placements are diffi cult to locate and secure. Many 
families face long waiting lists and lack of governmental funding for 
developing appropriate alternative living opportunities. Families are 
often forced to wait years for any residential facility that is even 
remotely willing to assume the challenges of serving someone with 
Prader-Willi syndrome (PWS).

That said, the family’s full participation and disclosure of their family 
member’s strengths and needs is the fi rst step in securing a successful 
residential placement. A residential provider has a signifi cantly 
improved chance of meeting the individual’s needs if those needs are 
discussed honestly and openly. Many willingly provide behavioral 
accommodations and environmental modifi cations to facilitate a lasting 
placement that includes a clinically sound approach to treatment, an 
acceptable quality of life, and positive outcomes. The prospective pro-
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vider and the family will be most successful for the individual with 
PWS if a spirit of openness and cooperative, respectful communications 
are established early in the relationship.

Questions Families and Providers Should Ask

For most families, the task of selecting a residential provider is a process 
and experience unlike any other. While families may not know what 
areas to address and questions to ask, at the same time providers may 
be unaware of the potential impact on families of an agency’s culture 
and operational structure. Many families benefi t from training work-
shops that both educate and support them through the process of 
selecting residential supports and services.2 In addition to providing 
factual information regarding funding, eligibility, and application proc-
esses, many workshops provide an informational checklist to help 
families obtain suffi cient information for making informed placement 
decisions.

Some of the questions that a family may fi nd benefi cial to ask 
when interviewing a potential provider are included in Table 16.1. 
While not all-inclusive, this list can provide a stepping-off point in 
seeking and sharing information that may result in a positive, 
long-term relationship between the family and the provider agency. 
Asking and discussing these questions with a potential provider 
agency can assist in determining if the agency’s program matches 
the family member’s needs. Further, any potentially contentious 
issues can be openly and thoroughly discussed. Likewise, the set of 
questions suggested in Table 16.2 might assist the residential service 
provider in better preparing to serve an individual with Prader-Willi 
syndrome.

We will discuss a number of environmental and program areas that 
are critical to the quality and success of a residential placement.

Program Issues

Provider’s Manifestation of Philosophy

When a family is considering their residential options, the philosophy 
of the provider agency should also be considered. Agencies, just as 
families, may consciously or unconsciously develop a set of beliefs and 
practice accordingly. Guardianship may be one of the more signifi cant 
areas that merit early exploration. For example, is the family planning 
to assume guardianship of their adult son/daughter? Some agencies 
may demand guardian oversight as well as an active role in the seem-
ingly smallest occurrences. Providers who advocate this philosophy 
may solicit a total team approach, involving the families in the home 
purchase, renovations, staff selection and training, behavioral supports 
and policy setting. Families may need to consider their own relation-
ship dynamics, availability, and degree of interest in participating. Con-
versely, other providers may prefer that families practice a more “hands 
off” approach, only notifying a family for the most major life issues. 
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Table 16.1. Questions Families Should Ask Potential Providers of Residential Services
General
 1. How long has the agency been in business?
 2. What is the depth of the agency’s experience supporting people with Prader-Willi syndrome?
 3. How many people have you discharged from your program in the past year? Regarding those 

that had Prader-Willi syndrome, in general terms, what were the reasons for the discharge(s)?
 4. With permission, can the prospective provider share names and phone numbers of individuals 

and their families who currently use the agency’s services and would be willing to be a reference 
for the agency?

 5. Does the agency have any written materials about the services that we could take with us?
 6. How can I obtain a copy of the most recent licensing survey, if applicable?

Agency Staffi ng and Consultants
 7. Describe the hiring process used when selecting staff.
 8. What initial and ongoing training does the agency require of staff?
 9. How are direct support staff supervised?
10. What is the turnover rate for direct support and supervisory staff? What is the average length 

of employment for a direct support staff at your agency?
11. How does the provider select and access physicians, ancillary medical services, behavioral 

consultants, etc?

Agency Policies
12. How does the agency handle an individual’s fi nances?
13. Do you provide reports to the individuals and/or their families regarding their fi nances? If so, 

how frequently?
14. What are your agency’s policies regarding medication and its administration?
15. What contingencies are in place for medical and behavioral emergencies?
16. How can a supervisor be contacted by a family during an emergency situation outside of normal 

offi ce hours?
17. What is the frequency of your communications with families? What if my family wants to know 

more/less than the standard?
18. What issues are you mandated to report to parents/guardians?
19. What is your agency’s policy on visitation? Can families visit unannounced? Would we have a 

private place in which to visit?
20. What is the agency’s grievance procedure for the individuals and/or their families?

Program Issues
21. How does your agency individualize services to meet varying needs?
22. What is your agency’s relationship to the individual’s school or vocational programs? Can or 

will it change based on my family member’s individual needs?
23. What recreational, religious, and social activities are available? Are the opportunities for 

participation individualized, accessible, and consistent? What happens when an individual 
chooses not to participate and the rest of the group plans to go?

24. What kind of transportation is available for the individuals’ use?
25. What is the agency’s relationship with neighbors and the community at large? Describe how the 

individuals belong and have a community presence.
Source: Adapted from C. Norwood, What Questions Should I Ask? Center for Mental Retardation, 2002.2

An honest self analysis that defi nes the family’s style and comfort level 
and fi nding a provider that best matches their beliefs can be critical to 
a placement’s long-term success.

Families and providers also need to openly discuss larger issues 
regarding their views and practices surrounding the very meaning of 
normalization and to what depth community integration is expected. 
Discussing the negotiables of these issues can be far-reaching to many 
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signifi cant aspects of the individual’s daily life. Does the son/daughter 
ride a sheltered workshop bus or independently travel—that is, become 
trained to use community transportation? How are food and caloric 
restrictions handled during family visits and holiday celebrations? Is 
the agency expected to provide staff to accompany and support the 
individual at family events? Can the individual carry spending money? 
A common ground should be realized regarding the extent to which 
an individual with Prader-Willi syndrome is their “own person,” able 
to make decisions and reap the benefi ts or suffer the consequences. Or, 
does the agency advocate that the individual should be supported and 
afforded freedoms within the confi nes of the developmental disability, 
while receiving more intensive direction and supports for issues related 

Table 16.2. Questions Providers Should Ask Families Seeking Residential Services
General
 1. What is your family’s expectation of this placement? For example, do you consider this a respite 

or short-term assistance for your family, or do you expect this to be your son’s/daughter’s 
permanent home?

 2. For what issues/incidents would you like to be contacted immediately? What is the best manner 
in which to reach you?

 3. If you are not your (adult) son’s/daughter’s guardian currently, do you intend to apply for 
guardianship?

 4. What are your preferred days/times for team meetings?
 5. Do you prefer written communications from the agency staff? Barring any major incidents, how 

often would you like an update?
 6. What assistance, if any, would your family like in preparing for the move and transitioning of 

your son/daughter to the new home?

Agency Policies and Staffi ng
 7. Do you anticipate that you will have input into the agency’s hiring decisions?
 8. What are your expectations of how confl icts will be resolved?
 9. Describe your preferences regarding medical appointments. Will you be scheduling any or all 

of them? Attending any or all appointments? With or without agency staff?
10. How much involvement would you like regarding your child’s fi nances?

Program Issues
11. What are your preferred methods of managing the behavioral manifestations of Prader-Willi 

syndrome exhibited by your son/daughter?
12. What interventions have been consistently successful with your son/daughter? What other 

interventions have been attempted but proven unsuccessful for your child?
13. Are you using a behavior support plan currently?
14. Should extended family visitation be used as a reinforcer for your child?
15. Do you have a relationship with your child’s current educational/vocational staff?
16. Will you need assistance from agency staff with transporting your child for routine family visits? 

Would you like a staff member to assist your son/daughter by accompanying them to other 
family events, i.e., holidays, birthday celebrations, weddings, etc.?

17. Other than yourself, who else in your extended family can visit your child? Who can take them 
out of the facility for day/overnight visits?

18. Does your son/daughter have a religious affi liation? Which church/synagogue does he/she 
regularly attend?

19. How will your child’s prescription medications be secured, if necessary, and administered 
during a visit to your home?

20. During visits to your family home, would you like to have menus and/or food packed to assist 
with nutritional management?
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to health and safety? In addition to exploring the daily dynamics iden-
tifi ed in Table 16.1, all parties would benefi t from delving into the 
reality of the practices manifested from the overall philosophical 
foundations.

Before starting out, families should establish their “must-have” pri-
orities, whether it is location, number of housemates, behavioral man-
agement strategies, parental involvement, or other issues critical to 
their values and wishes for their family member, and consider conced-
ing some smaller, less important issues. When faced with minor com-
promises and small disagreements, it’s important to be mindful of the 
greater gains to be achieved for and by the person with Prader-Willi 
syndrome. Families should ask themselves and the agency how the 
person’s health, their very life, will be improved and enriched by this 
residential placement.

Once the selection has been made and an individual has been 
accepted into a program, the family and provider agency must work 
as a team to provide the best care and support possible. Any obvious 
disagreements, displayed by either party, can and will most likely be 
used by the person with Prader-Willi syndrome to create confl ict and 
to manipulate. If an issue that requires discussion becomes evident, the 
family and provider representatives should make every effort to discuss 
it out of earshot of the individual receiving services. Remaining com-
mitted to respectful and professional interactions will go far in provid-
ing a secure environment in which the individual with Prader-Willi 
syndrome can learn new skills, remain healthy and safe, and achieve a 
quality of life.

Environmental Requirements

Several environmental factors are key to providing both a safe and 
successful residential program for people with Prader-Willi syndrome. 
For most, securing food is primary. The methods used to do so are 
ultimately of less importance than the simple fact that it is secured. To 
many with Prader-Willi syndrome, the very knowledge that food is 
inaccessible is a comfort and reduces a great deal of anxiety. Many 
residential programs choose to utilize a totally locked kitchen; others 
elect to lock refrigerator and cupboards. Either method is appropriate. 
Most importantly, consistency in properly securing these locks must be 
applied by everyone at all times.

There are a variety of methods to prepare and apportion the meals 
and snacks. Determining what is best in a particular environment 
depends on the overall philosophy, the physical structure of the home, 
and the number of people who live and work there. Constant factors, 
however, include the need for accurate menus and recipes. In addition, 
those who cook and prepare food must be adequately trained to 
measure quantities in accordance with the calories prescribed. The role 
of the dietitian is later addressed in this chapter under “Medical Care 
and Ancillary Services.”

Individuals with Prader-Willi syndrome enjoy the comfort and per-
ceived sense of control of their own lives associated with the anticipa-
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tory knowledge of what foods will be included in meals and snacks. 
To this end, a menu board posted daily outside the kitchen may help 
alleviate some of the ever-present questions and concerns regarding 
food.

To accommodate the short stature of many adults with Prader-Willi 
syndrome, especially those who have not benefi ted from growth 
hormone therapy, providers may want to lower shelves and closet rods 
when building or modifying a home. This simple adaptation can serve 
to increase an individual’s independence.

Most people with Prader-Willi syndrome “skin-pick”; the frequency 
and severity of skin-picking episodes can be especially challenging for 
all involved. Therefore a range of behavioral interventions and treat-
ment approaches may be needed (see Chapter 12). A water-circulating, 
Jacuzzi-style bathtub can assist with healing open areas and promote 
skin integrity. Under some funding sources, the Jacuzzi tub may be 
allowed and reimbursed as medical equipment.

People with Prader-Willi syndrome have unique space needs. A pro-
pensity for both collecting and hoarding, accompanied by an extraor-
dinary sense of protectiveness for these collections, particularly from 
others, dictates that the resident must have ample space. Individual 
bedrooms, which are locked and accessible only to the occupant and 
support staff, are ideal to reduce both real and imagined incidents of 
stealing and property destruction. When single bedrooms are not pos-
sible, strict guidelines need to be established and enforced with regard 
to individual space, property, and privacy. Integrating these expecta-
tions into the “house rules” may help to prevent disagreements later.

Furnishings in the home should be durable, sturdy, and easily cleaned 
and maintained. When making purchases, consider items made of 
wood that cannot be easily overturned. As an example, purchase a 
console television rather than an entertainment center, which may be 
tall, may contain several pieces of audio-visual equipment, and would 
be easier to topple. Unwieldy pole lamps or ceiling-installed track 
lighting may be better choices than table lamps that can easily be 
thrown in the midst of a behavioral episode. For decorative purposes, 
small wicker baskets, items made of soft material, and hanging quilts 
may be preferable to metal and glass picture frames, large mirrors, and 
candlesticks. When hanging large frames, consideration should be 
given to discreetly bolting the frame to the wall. The individual’s pref-
erences, safety, and common sense should be balanced when making 
these decisions. Further, the intensity of environmental safeguards pro-
vided should be commensurate with the behavioral needs of the 
residents.

Large and open common living spaces, such as a family room and 
living room may serve multiple purposes such as providing opportuni-
ties for family visits, individual and small group activities, and social 
interactions. However, a common television may require supervision 
to avoid arguments about “who chooses the next show.” Small game 
tables, for crafts and puzzles, are often used. A computer loaded with 
games and e-mail access may also be appropriate, when used with 
some supervision.
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The proper utilization of both separate bedrooms and common living 
areas is essential to containing and managing behavioral tantrums, 
including possible escalation of physical aggression and property 
destruction. When the house rule “Leave the room when asked” is 
enforced, and plenty of space is available, potential chain-reaction 
behavioral tantrums may be avoided.

Overall, carpeted areas in the bedrooms and general living spaces 
seem most desirable and comfortable. Wide staircases, with carpet 
or treads and handrails on both sides, provide additional safety. Due 
to affected individuals’ propensity to hoard items, storage closets can 
be very benefi cial in reducing the general clutter in the bedrooms. 
These closets can be used for off-season clothing storage, as well as 
storage of overfl ow word-search books, jigsaw puzzles, crafts, and 
videos.

If space is available, it is ideal that key supervisory staff have an 
offi ce area on-site. This will afford a private space to consult with 
family members, complete necessary paperwork, and train and counsel 
staff. Ideally, this offi ce space can be locked and inaccessible to the men 
and/or women living in the home.

Yet another environmental consideration in program location is 
access to the community. Neighborhoods with recreation centers (e.g., 
indoor and outdoor paved walking tracks, swimming pools, basketball 
courts), bowling alleys, churches, shopping, and movie theaters may 
help to promote exercise and encourage an overall sense of community 
belonging. Conversely, building a program next to a restaurant or con-
venience store might invite food-related incidents and simply provoke 
already challenging behaviors. While food cannot be completely 
avoided when in the community, common sense and good judgment 
should prevail.

No environment is perfect and without pitfalls. Families and provid-
ers can work together to prioritize, set guidelines, and defi ne expecta-
tions. All involved will need to be prepared to adapt and make changes 
to meet current and future challenges.

Staff Training and Supervisory Approaches

A well-trained, supported, and empowered staff is the cornerstone of 
any successful residential program. These attributes are even more 
critical for supporting people with Prader-Willi syndrome. Creating a 
successful team of staff begins with the employment application and 
interview phases. It is helpful to develop some questions specifi c to the 
program’s structure and needs. Every attempt should be made to assess 
the applicant’s approach to diffi cult situations, such as being the target 
of verbal or physical aggression. It is often benefi cial for the applicant 
to be interviewed by more than one supervisor, either in subsequent 
appointments or by using a team interview approach. Further, requir-
ing the applicant to respond to written questions may help determine 
literacy and problem-solving abilities, while also providing additional 
insight as to whether the applicant would be a positive addition to the 
team of staff.
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Once a hiring decision has been made, both initial and ongoing train-
ing is crucial. Training sessions on the most basic issues, such as genet-
ics, environmental controls, diet, exercise, and behavior management 
strategies, is best completed prior to an introduction to the residential 
setting. Once a new staff member has toured the home and been intro-
duced to the program, an orientation checklist detailing specifi c require-
ments and approaches can be an excellent training tool. Further, a new 
staff member should ideally be trained by an experienced supervisor 
or lead staff, working side by side for a full 40-hour work week on the 
shift they will be scheduled to work. The opportunity to witness and 
participate in a variety of shift responsibilities and events will only 
serve to strengthen the trainee’s overview of the entire program.

Hiring and initial training of new staff is only one aspect of the 
overall training program. Direct support staff encounter challenges 
daily. Ongoing support and training are required to ensure that the 
residents are constantly provided with the best possible responses from 
staff. When a program is new, or when diffi culties arise, weekly staff 
meetings are benefi cial. A group of work partners who are cohesive 
and empowered can be solidifi ed through an atmosphere of sharing, 
honesty, and mutual support. Role-playing actual or potential events 
is a great learning tool for staff.

The program supervisor is key to a successful environment. This 
leader must earn the respect of staff, individuals served, and parents. 
The supervisor must establish a strong presence on each shift, demon-
strate the ability to mediate the issues of both individuals served and 
staff, and display expertise in training and coaching others. The direct 
line supervisor will most likely interact routinely with parents and 
other professionals and be required to lead an interdisciplinary team 
to consensus on a variety of diffi cult issues.

Not only should direct care staff be supported, they must also be 
empowered to make the multitude of decisions that are needed on any 
given shift. Therefore, if a staff member needs to seek advice or direc-
tion from a supervisor, it is best done out of earshot of the individuals 
with Prader-Willi syndrome. This simple approach may help to estab-
lish the credibility and authority of the direct care staff.

A career supporting people with Prader-Willi syndrome is not the 
best match for everyone. Successful staff must possess maturity, display 
consistency, and not need the “last word” in a debate. Finally, staff must 
demonstrate forgiveness and know that, regardless of what happened 
today, tomorrow is a new day. Nationwide, the most successful pro-
grams have little staff turnover. Staff possess integrity and maturity 
and are highly trained and competent. Constant staff turnover is a key 
indicator of programmatic problems.

Programmatic Components: Behavioral Management and Skill 
Development Issues

The content of the program is as critical as staff training. People with 
Prader-Willi syndrome require—nay, demand—consistency and struc-
ture in all areas including programming.
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Generally, a basic set of house rules, applied equally to all, will estab-
lish baseline standards for acceptable behavior. Depending on the 
structure and uniqueness of the residential program, some examples 
of house rules may include the following:

1. Keep your hands and feet to yourself.
2. Leave the room when asked.
3. No food is to be brought into the house.
4. No trading, loaning, or borrowing items.
5. Keep your bedroom door locked at all times.

Based on overall cognitive abilities, including understanding of cause 
and effect (i.e., if I do x, then y will occur), a person with Prader-Willi 
syndrome may function best with a behavior plan that offers rewards 
and consequences. A young lady with Prader-Willi syndrome was once 
overheard to say, “We don’t do something for nothing!” Capitalizing 
on that approach may be easier said than done, because, historically, 
reinforcers used in MRDD (mental retardation/developmental dis-
ability) programs have been food-based. While it is indeed a challenge 
to identify potential nonfood reinforcers, it is not only possible, it is the 
responsibility of caregivers to do so. Behavior support plans must be 
individualized and must address the unique needs, strengths, and 
desires of each person. Many years of successful programming 
coupled with practical, anecdotal experience of many professionals 
have established that response cost programs, level systems, and point 
systems work well. A brief explanation of each follows:

1. Response Cost

The basic premise of this strategy is that, while an individual has the 
opportunity to earn “tokens” for compliance (e.g., absence of target 
behaviors or completion of daily expectations), previously earned 
tokens can also be forfeited for negative behavior. The reinforcement 
schedule of the tokens can be for task-based compliance or at pre-
determined intervals. This may work best if the token is a tangible item 
so that it can be visibly presented and retained for desirable behavior, 
as well as functionally returned for negative, less desirable activity.

2. Level Systems

This program strategy requires that privileges be earned and available 
relative to the type and amount of compliance and positive, desirable 
behaviors. More coveted and diffi cult-to-attain privileges are rewarded 
at the highest level; that is, when the greatest amount of compliance is 
shown the most desired reinforcers are available. This approach may 
work best with an individual who can cognitively grasp future goals, 
plan accordingly, and make informed choices about willingness to 
comply in order to earn desired rewards.

3. Point System

This approach can be designed much like the strategy used with the 
level system. Various expectations are assigned a point value, and 
points translate into privileges and reinforcers. This plan may work 
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best with someone who doesn’t require a concrete “token” as a symbol 
of their compliance but for whom the level system is too abstract.

Behavior support plans for individuals with Prader-Willi syndrome 
have the best chances for success when they are soundly designed, 
supported by parents and signifi cant others, and consistently imple-
mented. Because individual needs can be constantly changing, behav-
ior support plans should be regarded as perpetual works in progress. 
Accurate and complete data recording of behavior plan compliance is 
an essential responsibility of each and every shift. Many of the most 
common behavioral strategies used with people with Prader-Willi syn-
drome build on each other. For example, if a staff member who works 
on a Tuesday afternoon shift leaves without documenting program 
compliance, the staff working on Wednesday may not have all of the 
information needed to determine the individual’s privilege status. 
While this certainly does not qualify as an acceptable clinical practice, 
lack of documentation is also problematic because it leads to inconsis-
tent program implementation, staff not working as a team, and possible 
manipulation of the behavior plan by the person with Prader-Willi 
syndrome. Conversely, if this lack of documentation has resulted in the 
loss of an earned reward, which subsequently precipitates a behavioral 
incident, it may appear that the behavior plan is unsuccessful, when in 
fact it was working. Staff must be held accountable for consistent and 
thorough completion of basic program documentation. The uncanny 
ability of some individuals to determine the weakest point of any 
behavior support plan further compels the interdisciplinary team to 
continuously assess the plan’s strengths and weaknesses and modify 
accordingly.

Many people with Prader-Willi syndrome possess and can display 
adequate skills in completing personal care and household tasks. While 
compliance may be an issue, skills are often at acceptable levels. There-
fore, creating meaningful skill development program ideas can be 
challenging. A comprehensive functional assessment could assist in 
determining need areas. The interdisciplinary team can use this infor-
mation to determine priority areas and may want to consider integrat-
ing compliance into the reward system of a behavior support plan. 
While most people with Prader-Willi syndrome require high levels of 
supervision throughout their lives, greater independence and auton-
omy can be achieved through increasing skills and abilities in many 
areas.

Medical Care and Ancillary Services

Locating, informing, and working cooperatively with physicians is a 
major responsibility of a residential provider. In some cities where resi-
dential services for people with Prader-Willi syndrome exist, physi-
cians are knowledgeable, experienced, and well versed in treating the 
multifaceted needs arising from the syndrome. Unfortunately, this is 
often the exception rather than the rule. More often, the provider and 
parents must work to develop relationships with physicians willing to 
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provide primary care as well as specialists for psychiatric oversight, 
podiatric care, dental treatment, and a host of other specialty areas.

A nurse employed by the residential provider can have a positive 
impact on the relationship between physicians and the individuals 
requiring medical care. In addition to ensuring that the regulations of 
each state are met, the nurse can be the “eyes and ears” for the physi-
cians. The nurse’s knowledge of Prader-Willi syndrome, familiarity 
with each individual, and excellent assessment skills may save unnec-
essary trips to the physician’s offi ce. Although faced with many signifi -
cant medical conditions and risks, people with Prader-Willi syndrome 
also regularly create or embellish medical complaints. A skilled nurse 
can assist the physician by decreasing time spent on hypochondriacal 
complaints, thereby assuring that the person with PWS will receive 
proper attention and care when brought to the physician for a true area 
of need.

The nurse also plays a critical role in educating others. As earlier 
indicated, a well-trained staff is imperative for a successful program. 
The agency’s nurse should be involved in both the initial and ongoing 
staff training. This training can include descriptions of the physical 
manifestations of the syndrome, as well as standards and expectations 
for dietary needs, weight control, and exercise. The nurse’s role in 
educating others may extend to neighbors, teachers, and vocational 
support staff. A nurse who enjoys an overall case management approach 
of coordinating, assessing, and educating would likely succeed in this 
role.

In addition to nursing, other ancillary services are important to a 
residential program supporting people with Prader-Willi syndrome. 
An approachable, informed dietitian is essential to create menus, 
discuss food preferences, and determine what food items are permis-
sible for special occasions. Oftentimes, several people living together 
may have differing caloric requirements. A creative dietitian can 
assemble menus that are tasty, healthful, and follow the physician’s 
prescriptions. The successful dietitian will be well versed in all aspects 
of Prader-Willi syndrome, in part to avoid potential manipulations by 
the individuals regarding their diet plans. Further, it is benefi cial that 
staff receive training related to the food aspects of the syndrome 
directly from the dietitian. This training can include basic dietary 
guidelines and requirements, discussion of specifi c diets, practice with 
weighing and measuring portions, and role-playing that addresses the 
inevitable “what ifs.” Staff armed with knowledge and confi dence are 
more likely to make competent and reasonable decisions when unusual 
situations present themselves. While a dietitian may not always be 
immediately accessible, the training he/she has provided may enable 
the staff to alleviate the immediate concern until offi cial clarifi cation 
is obtained.

Lastly, a dietitian may make regular house visits to monitor weights, 
make necessary dietary modifi cations, and adapt menus. Because food 
is of utmost importance to the person with Prader-Willi syndrome, a 
strong relationship with the dietitian may help to provide assurance 
that the prescribed diets are indeed being followed.
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An exercise physiologist also has a major role in a residential program. 
At the onset of a new program, the exercise physiologist’s role is to 
assess each individual’s overall status. Once the assessment is com-
pleted, an appropriate exercise schedule can be created and individual-
ized. Periodic review of progress and necessary modifi cations in type 
and amount of exercise can assist individuals to safely achieve weight 
loss goals. Similar to the nurse and dietitian, the exercise physiologist 
can play a supportive and teaching role to the direct support staff. This 
can be achieved by answering staff’s questions about therapeutic exer-
cise and supporting staff in their quest to encourage the individuals 
with their required exercise regimen.

A residential program’s nursing, dietary, and exercise physiology 
staff play key roles in the success of the individuals receiving services. 
The education of community members and support to individuals and 
staff can be invaluable tools in the multidisciplinary approach toward 
achieving safe, healthy, and enriched lives for people with Prader-Willi 
syndrome.

Current Residential Options Across the United States

The implementation and operational practices of residential programs 
throughout the country are diverse. This is due, in part, to the require-
ments of the funding sources and philosophies of the provider agen-
cies. While environmental controls remain paramount, the physical 
structure of the program, whether an apartment, single family home, 
or dormlike setting, may be less important than the care, consistency, 
and treatment that takes place inside those walls.

Segregated programs, which provide services only to people with 
Prader-Willi syndrome, can be managed in several ways. One example 
is a small (i.e., three-to-fi ve-person) single-family home that blends into 
a residential neighborhood. Additionally, residential homes exist in 
which larger numbers of individuals (i.e., up to 16) are supported. In 
this type of program, general house rules and overall philosophies are 
the same for all, while medical care and behavior support plans can be 
individualized. This model promotes and capitalizes on community 
presence and belonging, yet provides the environmental structure and 
treatment that the syndrome demands.

Similarly, some individuals with Prader-Willi syndrome are best 
served in a segregated program on a large, campuslike setting. Individ-
ual or shared sleeping rooms are contained in a cottage or dorm-style 
building on the grounds. Many children and young adults who live in 
this setting attend school or a vocational training program that is on 
the campus; others are enrolled in school or work settings in the 
comm unity. In this type of program, services are also provided that 
address exercise, nutrition, activities of daily living, and behavioral 
supports.

Some persons with Prader-Willi syndrome live in homes with others 
who do not share the syndrome. This may occur as a result of the 
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family’s or individual’s choice. Unfortunately, however, this residential 
option may often occur out of necessity or an emergency placement 
need, and when no segregated programs exist or are readily available. 
This arrangement presents particular challenges for those with Prader-
Willi syndrome as well as for those with whom they live who have 
other developmental disabilities. While this situation may indeed be 
successful for some, signifi cant attention must be paid to food access 
as well as to the unique privacy and property issues and behavioral 
manifestations of the syndrome.

Due to tight state and federal funding and budget constraints, it is 
rare to see a residential program that requires 24-hour staffi ng in which 
three or fewer individuals live. While this may be philosophically pre-
ferred, it is simply not deemed cost-effective by many funding sources. 
As a result, many states now encourage families to keep their adults 
with developmental disabilities in the family home with supportive 
services provided as needed. This option, even when desired by fami-
lies, is rarely successful since most families fi nd that, by the time the 
individual with Prader-Willi syndrome reaches adulthood, the family 
is no longer able to adequately meet the demands of 24-hour vigilance 
and care.

A variety of approaches occur within the walls of a residential 
program supporting people with Prader-Willi syndrome. All existing 
programs that were researched for this chapter provide dietary man-
agement, food restrictions, and education, as well as exercise, access to 
ancillary services, and behavior support. One unique approach to 
dietary management involves a base calorie amount to be consumed 
each day, with the opportunity for earning additional caloric incentives 
for compliance in areas like exercise, attending work, and exhibiting 
appropriate behavior. Ultimately, an argument can be made that there 
is no absolutely “right” or “wrong” approach, but the key to a success-
ful residential placement may lie in the matching of the individual’s 
needs to the program strengths.

Conclusion

Many people with Prader-Willi syndrome will face signifi cant chal-
lenges and diffi cult decisions throughout their entire lives. Deciding on 
the appropriateness and type of residential supports is one of the most 
important considerations facing any person with the syndrome and 
their family. Guidance from family and signifi cant others, national 
research of the options available, and seeking answers to probing ques-
tions will greatly assist with making the best possible decision. Suc-
cessful residential programs, equipped to manage and support the 
unique needs of individuals with Prader-Willi syndrome, have contin-
ued to be developed over the past two decades. It will be through the 
relentless efforts of both parents and professionals that all people who 
desire a residential program will have a safe home in which to learn 
and achieve a quality of life.
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Inpatient Crisis Intervention for 

Persons with Prader-Willi Syndrome
Linda M. Gourash, James E. Hanchett,† and Janice L. Forster

Editor’s comment: The authors have summarized their clinical experience in 
caring for several hundred persons with Prader-Willi syndrome (PWS) who 
were hospitalized for crisis intervention. It is emphasized that this experience 
was with a referral population in crisis and does not refl ect the population of 
persons with PWS in general. Crises in persons with PWS appear to be most 
often associated with extrinsic factors.

Inpatient care of persons with PWS has afforded a unique opportunity to 
obtain detailed historical information, to review extensive medical records 
including prior hospitalizations, and to observe fi rsthand and in depth the 
complex phenomenology of PWS. While clear patterns of PWS crisis have 
emerged and are described here, the interventions and recommendations are 
far more variable and must be individualized based on each patient’s unique 
personality and circumstances. Inpatient hospitalization is at times the only 
way to evaluate in adequate detail the circumstances leading to crisis in PWS 
and to identify or create the resources necessary for crisis resolution.

At the time that this work was done at The Children’s Institute of 
Pittsburgh, Pa., the clinical leadership consisted of a developmental pediatri-
cian who functioned as attending physician and team leader, a developmental 
neuropsychiatrist, an internist (nephrologist), a head nurse, a psychologist, 
and case manager(s). There was an integrated collaboration of these disci-
plines meeting as often as three times per week in addition to a more typical 
patient-centered staffi ng model, which included other rehabilitation disci-
plines such as physical therapy, speech and language therapy, and occupa-
tional therapy.

Extended hospitalization (usually 1 to 6 months in duration) provided a 
unique venue to evaluate treatment interventions in situ. Outpatient follow-
up through offi ce visits, telephone, and e-mail communications enabled the 
clinical evaluation of treatment results across time for a large number of 
patients manifesting the more severe problems associated with PWS.

Crisis intervention requires involvement in complex scenarios and problems 
that do not lend themselves easily to systematic investigation. The relative 
contribution of patient factors and environmental factors leading to crisis is 
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an area worthy of study. The authors offer their experience as an aid for clini-
cians addressing these complex problems perhaps for the fi rst time and for 
researchers who may choose to investigate the sources and resolution of crises 
in individuals with PWS.

The Nature of Crisis in Prader-Willi Syndrome

Crises in persons with Prader-Willi syndrome (PWS) involve deteriora-
tion in level of functioning across medical, behavioral, and/or psychi-
atric domains, or in the person’s support system. Crises most often 
appear to be the result of extrinsic factors interacting with the typical 
features of PWS, while a smaller number of cases appear to involve the 
more severe behavioral spectrum of the disorder or frank psychiatric 
illness. Usually several areas of deterioration must be addressed simul-
taneously in order to stabilize the patient. Frequently outpatient inter-
ventions may not be comprehensive or suffi ciently intensive to effect a 
sustained improvement.

A crisis for an individual with Prader-Willi syndrome may be abrupt 
or, as often occurs, the culmination of multiple contributory events. 
Because of the unique and complex problems associated with PWS, 
these situations may benefi t from a specialized approach implemented 
by a multidisciplinary team experienced with the disorder.

The goals of crisis intervention include the following:

• Reversal of medical, psychiatric, or behavioral deterioration
• Restoration of an existing support system or prevention of break-

down in a potentially overwhelmed system
• Development of a realistic and comprehensive post-hospitalization 

plan that supports the above goals for the foreseeable future

Reasons for Referral

Medical Crises

Medical crises in persons with PWS stem primarily from the conse-
quences of a fundamental disorder of satiety.21 Rarely, stomach rupture 
from overeating has occurred (see Chapter 6). More often there is 
an unrelenting weight gain leading to morbid obesity. Persons with 
Prader-Willi syndrome usually have exceptionally low caloric needs, 
resulting from decreased muscle mass and physical activity, as well as 
varying degrees of excessive food-seeking behavior. The latter is some-
times extraordinary. Overestimates of actual caloric needs by caretakers 
and professionals can add to the problem. Persons with Prader-Willi 
syndrome are at risk for sleep-disordered breathing (SDB)14,15,19,20,30,33 
(see discussion in Chapter 5). Clinical experience also indicates that 
obese persons with PWS and a body mass index (BMI) greater than 35 
appear to be at increased risk for complications resulting from SDB 
(BMI = weight in kg/height in meters2). These breathing abnormalities, 
if untreated, can eventually lead to obesity hypoventilation and right 
heart failure (cor pulmonale), which may fi rst present as sudden critical 
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illness, prolonged hospitalizations, chronic disability, and sometimes 
death. Children appear to tolerate obesity less well than adolescents 
and adults; persons of all ages, including young children with Prader-
Willi syndrome, can die of obesity-related complications.

Food-Related Behavioral Crises

Food-seeking behavior may include foraging for food in and out of the 
home and consuming spoiled, raw, frozen, or otherwise inedible foods. 
Older children and adults may steal food or money or use their own 
money to buy additional food. They may “phone out” for food, elope 
in search of a restaurant, or enter a stranger’s home to seek food. 
Persons with PWS may pick and break locks or steal keys to enter 
a locked kitchen. They may display violent outbursts or aggression 
related to food acquisition or to attempts to set appropriate limits. The 
more success/notoriety they experience, the more persistent they are 
in attempting to obtain additional food. In some cases, once this process 
has begun, the more families attempt to intervene and the more persons 
with PWS may exhibit behaviors that become intolerable. Families 
often fi nd themselves in a situation that is spiraling out of control. 
Law enforcement may become involved, further complicating 
management.

Behavioral and Psychiatric Crises

Individuals with PWS appear to be more vulnerable to stress. Cognitive 
defi cits (specifi c learning disabilities) often diminish their ability to 
adapt to change. Persons with PWS are exceptionally dependent on 
others to provide structure and control of their environment. Transi-
tional periods such as family moves, changing schools, or moving from 
school to work environments can all result in a loss of structure and 
consistency. Limited coping mechanisms may result in extreme mal-
adaptive behaviors that are uncommon in persons without PWS. Dan-
gerous, aggressive, destructive, disruptive, and otherwise intolerable 
behaviors are sometimes symptoms of psychiatric illness. Self-
endangerment, self-mutilation, and rectal-picking can all result in addi-
tional medical complications. Stress appears to be a contributing factor 
in the onset of major psychiatric disorders such as adjustment disor-
ders, anxiety disorders, mood disorders, psychoses, and impulse-
control disorders such as intermittent explosive disorder. Accurate 
psychiatric assessment and diagnosis is greatly aided by a familiarity 
with the common personality features of the syndrome, including the 
propensity of persons with PWS to engage in manipulation and falsi-
fi cation of facts.

Medical Problems Requiring Intervention

Editor’s note: Selected medical terms are defi ned in the Glossary at the end of 
this chapter.
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Morbid Obesity

Morbid obesity is defi ned as a degree of excess body fat that is associ-
ated with a high risk for obesity-related complications. In the general 
adult population, a BMI of 40, or 200% of ideal body weight is often 
used as a boundary for defi ning morbid obesity, although obesity-
associated morbidities certainly occur at lower levels of BMI. In 
PWS, the additional factors of substantially reduced lean body mass 
at any given level of BMI, inactivity, and behavioral characteristics 
may further exacerbate or interfere with the management of some types 
of obesity-related morbidities. Such morbidities include the 
following:

• Sleep-disordered breathing, hypoventilation, pulmonary hyperten-
sion and cor pulmonale

• Leg edema, skin breakdown, cellulitis, and venous stasis disease 
with risk for thrombotic events

• Type 2 diabetes and associated complications
• Hypertension
• Intertrigo (skin breakdown, yeast and bacterial infections in deep fat 

folds)

Obesity Hypoventilation and Cor Pulmonale

Disordered breathing and respiratory compromise are the most com-
monly encountered PWS-associated medical crisis requiring inpatient 
management. Virtually every kind of sleep-disordered breathing has 
been described in persons with PWS,13,19,20,32,33,36,37 including individuals 
who do not meet BMI criteria for obesity. In our experience, morbidly 
obese persons with PWS at any age may be particularly susceptible to 
nocturnal hypoxia and edema. The onset may be rapid or slow. In some 
patients, especially the young, respiratory failure can develop quickly 
in a situation of steadily worsening obesity. More typically, gradually 
increasing weight is accompanied by decreasing stamina, reduced 
activity, and the insidious onset of cardiopulmonary abnormalities. In 
older persons, long-standing mild obesity can result in chronic depen-
dent edema and venous and lymphatic damage. Recognition is aided 
by a high index of suspicion for sleep-disordered breathing in obese 
patients.

Koenig25 describes the clinical picture of hypoventilation in obese 
persons as oxyhemoglobin desaturation in the absence of abnormalities 
in the pattern of breathing. Hypoventilation is characterized by “con-
stant or slowly diminishing oxyhemoglobin desaturation without the 
cyclic, episodic or repetitive changes in oxygen saturation associated 
with apneas and hypopneas or the arousal that terminates these 
abnormal breathing events.” This sustained hypoxia can be seen on 
sleep pulse oximetry and is the typical pattern that we have observed 
in obese patients with PWS, but is relatively uncommon in non-PWS 
obese persons.25,38 Hypoxia has long been known to cause increased 
pulmonary vascular resistance which, over time, leads to right heart 
overload.10
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In PWS, cardiomegaly on chest radiograph (Figure 17.1) is a late 
fi nding in the course of obesity hypoventilation and may indicate right 
heart failure. In these patients, the right ventricular failure (cor pulmo-
nale) of obesity hypoventilation usually occurs in the presence of 
healthy, asymptomatic lungs. Even when daytime and nighttime hypox-
emia is profound, there may be wheezing in some, but frank pulmo-
nary edema is usually absent and the left ventricle is generally healthy. 
Diagnostic modalities that are clinically useful in identifying left heart 
failure are less helpful in this condition. Right ventriculomegaly or 
evidence of increased pulmonary artery pressures on echocardiogra-
phy depend on a good view of the right ventricle, which is often diffi -
cult to obtain in a very obese person.

The clinical picture of cor pulmonale is of shortness of breath, wors-
ening daytime sleepiness, leg swelling and cardiomegaly. Unrecog-
nized right heart failure undoubtedly contributes to some cases of 
sudden death, pneumonia, and reactive airway disease in obese patients 
with PWS. Healthy persons with PWS sometimes have a low normal 
hematocrit of 33% and a hemoglobin of 11g per dl. For those with 
obesity hypoventilation and whose hematocrit and hemoglobin usually 
fall in the low normal range, levels of 36% and 12 g per dl or greater, 
respectively, may represent an elevation in response to hypoxia. The 
usual carbon dioxide (CO2) combining power is 25 mmol/L or less, but 
in those with early CO2 retention it is 29 mmol/L or higher. These subtle 
changes may help identify individuals at signifi cant risk for CO2 nar-
cosis if given amounts of supplemental oxygen (O2) suffi cient to nor-
malize oxygen saturations. Overuse of oxygen causing iatrogenic CO2 
narcosis has led to intubation and admission to critical care with con-
sequent deconditioning, markedly worsening and prolonging this 
crisis. Recovery and reconditioning become especially diffi cult if a tra-
cheotomy is performed in a PWS-affected person.

The physiology of obesity hypoventilation syndrome (OHS) has not 
been fully illuminated.4,25 Many variables have been studied in compar-

Figure 17.1. A young patient (shown in Figure 17.4) had cardiomegaly on 
radiograph (left), which resolved to normal heart size (right) after 5 months of 
rehabilitation. Normalization of pulmonary hypertension was demonstrated 
by echocardiogram shortly afterwards.
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ing persons with OHS with obese persons who do not develop OHS. 
One common fi nding appears to be that persons with OHS ultimately 
develop reduced lung volume.3,22 It is not clear why some obese persons 
(non-PWS) develop the disorder and others do not,31,34 implying mul-
tiple mechanisms.4 It is likely due to a combination of factors causing 
hypoventilation including congenitally decreased musculature,24,35 
increased work of breathing due to decreased chest wall compliance 
and, in some cases, partially obstructed airway anatomy.32 There is 
some evidence for decreased central or peripheral ventilatory response 
to hypoxia and hypercapnia,2,28 an abnormality also reported in non-
PWS persons with obesity-hypoventilation.27,31,39 Other factors may 
exist. Obstructive hypopneas or apnea during sleep may be present but 
are clearly not necessary.4,24

The late stages of obesity-hypoventilation have been termed “Pick-
wickian syndrome”8 after the boy “Joe” who appears in Chapter 4 of 
Charles Dickens’ The Pickwick Papers. Numerous authors have sug-
gested that Joe was modeled on a child with Prader-Willi syndrome. 
Despite its historical and literary interest, the term is best avoided as 
it has confused parents and other caretakers by suggesting that the 
patient has acquired yet another “PW” syndrome.

Clinical Presentation
The clinical presentation of OHS in PWS has been delineated from a 
large number of patients with PWS cared for by the authors with 
various degrees of hypoventilation and right heart failure. The sequence 
of events leading to morbidity, disability, and critical illness from 
obesity hypoventilation is fairly typical and can be observed in reverse 
during rehabilitation. The sequence can develop over a period of 
months in the face of rapid weight gain and severe SDB or slowly in 
patients whose weight has been more stable but in the obese range for 
many years:

Stage 1—asymptomatic nocturnal hypoxia (detectable only by pulse 
oximetry study during sleep)

Stage 2—fl uid retention (clinical edema, nonpitting increase in tissue 
turgor); decreased endurance

Stage 3—daytime hypoventilation and hypoxia; edema may be 
massive

Stage 4—respiratory failure, which may be subtle or brought on sud-
denly by illness or overuse of oxygen therapy

Stage 1. Nocturnal Hypoventilation and Hypoxia: A maximum “safe” 
weight for obese persons with PWS has not been defi ned but, based on 
our experience, appears to be something less than 200% of IBW (ideal 
body weight) based on the 50th percentile weight for height. Hypoxia 
fi rst appears during REM phases of sleep.19 This fi nding is subclinical 
and not evident unless detected by specifi c testing with pulse oximetry. 
Full sleep studies are needed to recognize obstructive and apneic 
events, however. Not every sleep lab is aware that signifi cant hypoxia 
may occur in the absence of apneas and arousals.
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Stage 2. Fluid Retention: In the PWS population, edema often is the 
earliest clinical sign of obesity-hypoventilation in this population; it is 
frequently missed. The reason for this appears to be the visual subtlety 
of edema in the obese child or adult. One useful way to describe this 
type of edema is that “the fat gets hard” as the turgor (fi rmness) of 
dependent tissues increases. In our experience, pitting is usually absent. 
Manual comparison (not compression) of tissue in the lower part of the 
body to the upper extremities will demonstrate an increased density of 
the tissue in the lower part of the body to the level of the knees, thighs, 
hips, waist, or higher. This fi nding is not always appreciable in chil-
dren. In the absence of diuretic use, the level of edema correlates fairly 
well with the severity of hypoxia. Therefore detection of a lesser degree 
of edema to the knees or thighs is especially valuable as an early sign 
of increased pulmonary artery pressures. These patients typically have 
normal resting oxygen saturations during the day but pulse oximetry 
testing during exercise will sometimes demonstrate desaturation. In 
the presence of any recognizable edema, nocturnal oxygen desatura-
tions are usually quite extensive, especially in children and adolescents, 
and may be present throughout the night without arousals (Figure 
17.2).

Decreased exercise tolerance can also be a sign of obesity hypoven-
tilation. However, decreased tolerance is diffi cult to differentiate from 
the noncompliance with exercise often displayed by persons with the 
syndrome. Families do not always perceive the symptom because 
young children are adept at appearing to carry out their usual activities 
while conserving their energy. Similarly, orthopnea (sleeping with extra 
pillows or sitting up) and symptoms of OSA (obstructive sleep apnea) 
are only sometimes present. Rapid weight gain in an individual with 
PWS that is not explained by increased access to food may also be a 
sign of fl uid retention.

Stage 3. Daytime Hypoxemia, Clinical Cardiopulmonary Compromise: Even 
in this late stage, obese patients with PWS sometimes come to medical 
attention with only complaints of reduced exercise tolerance. Ambula-
tory patients with daytime oxygen desaturations often have edema 
(nonpitting) to or above the level of the thighs and hips. Extensive 
nonpitting edema to the level of the chest can still be subtle enough to 
be missed (Figure 17.3), but other patients visibly display massive 
edema, especially in the lower extremities, causing secondary morbid-
ity: weeping sores, cellulitis, and most ominously, impaired ambula-
tion. Some patients are quite sedentary and increased daytime sleeping 
may be a prominent symptom. Inactivity further impairs the quality of 
ventilation both during the day and at night. Oxygen saturations when 
the patient is awake and sitting quietly may be well below 85%, drop-
ping still lower with activity. Cardiomegaly on chest X-ray sometimes 
still appears “mild.” As persons reach the stage of daytime hypoxemia, 
they will typically increase their resting respiratory rate, but this tachy-
pnea >25/min is not readily appreciated since it is not accompanied by 
a visible increase in respiratory effort. At rest the tidal volume is small.31 
Resting breath sounds are often barely audible with the stethoscope. 
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Figure 17.2. A. Pulse oximetry studies during sleep are very useful in identifying low blood oxygen 
in obese patients with PWS. These studies are relatively inexpensive and may be arranged at home 
while waiting for a formal sleep study. This 5-minute sample from a 6-hour study shows the severe 
hypoxia with oxygen saturation dipping below 60% (normal 93%–96%), which took place in a severely 
obese teenager who was only slightly symptomatic. She had mild shortness of breath with exertion 
and a subtle increase in tissue turgor of her lower body (fl uid retention from early right heart failure). 
B. The bar graph depicts the data from a 6-hour night time study of the same teenager. The graph 
shows that once asleep she spent the entire night with oxygen saturations below 90%, most of the night 
(56% of the 6-hour study) with oxygen saturations in the 80%–84% range, and 8% of the time under 
70% (0%–69% range). These abnormalities in oxygenation may take place without obstructive or non-
obstructive sleep apnea and are primarily due to poor ventilation. Hypoxia is sometimes overlooked 
on sleep studies because there are no “events” in the form of apnea or arousals.
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With activity, however, increased respiratory effort is more evident and 
often reported by family members as shortness of breath.

Stage 4. Respiratory failure: Respiratory failure with CO2 retention is a 
life-threatening condition that may be acute or chronic. Obese persons 
with PWS may continue to survive in a compensated state in Stage 3 
for years without evidence of respiratory failure if their obesity is stable 
and if they remain active. However, they will deteriorate eventually or 
they may suddenly become critically ill when decompensation is pre-
cipitated by an intercurrent respiratory illness or an injury resulting in 
decreased ambulation. Our clinical experience indicates that both inac-
tivity and overuse of oxygen therapy may cause worsening daytime 
and nighttime hypoventilation with worsening CO2 retention. (See 
Management section, below.)

We have rehabilitated a number of patients from very late and chronic 
obesity hypoventilation and cor pulmonale and believe that as long as 
a patient can be made to be ambulatory and be calorically restricted so 
that weight loss occurs, the condition is usually reversible. Clearly the 
younger the patient and the earlier the intervention, the better the 
prognosis for full recovery from critical illness.

Management of Obesity Hypoventilation and Cor Pulmonale

Activity and Diet
Two primary modalities are effective in reversing the cardiopulmonary 
deterioration of obesity hypoventilation. These are calorie restriction 
and ambulation. Rehabilitation to a higher level of physical activity is 

Figure 17.3. A. This young man with PWS had severe nocturnal and daytime hypoxia and palpable 
edema (increased tissue density) to the upper chest (marker line). B. Lower extre mity edema may not 
be visually impressive (same patient) and is easily overlooked.
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essential for recovery. Even the most seriously ill patients, if conscious, 
will benefi t from this process immediately upon hospitalization. 
Patients who are critically ill, edematous, and short of breath are under-
standably reluctant to move. The typical Prader-Willi behavioral traits 
of stubbornness and manipulation may become immediately life-
threatening when patients refuse to cooperate. Therefore skilled thera-
pists working in teams of two or three may be needed to initiate activity 
in a nonambulatory patient (Figure 17.4).

Every effort should be made to encourage ambulation and physical 
activity, and patients with PWS should not be fed in bed unless abso-
lutely required by their medical condition. Nurses and therapists will 
need to work together; consistent behavioral rewards and consequences 
should be used by the nursing and other hospital staff. Tactics may 
include delaying meals until modest therapy goals are achieved. Com-
munication with the patient should take into account the personality 
traits typical of the syndrome to avoid nonproductive efforts. Rehabili-
tation consists of gradually increasing demands for physical activity 
beginning, if necessary, with walking a few steps to a chair for meals. 
Physical and occupational therapists should be given adequate support 
from nursing staff and adequate time to wait out the inevitable PWS 
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Figure 17.4. A. Nine-year-old boy with massive edema, profound hypoxia, and dangerous levels of 
CO2 retention from obesity hypoventilation and cor pulmonale. Physical activity is an essential com-
ponent of management and recovery, even in the critically ill patient. B. Six months after presenting in 
critical condition this same 9-year-old boy was active and healthy in school.
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behaviors such as whining, crying, delaying, manipulation, and frank 
refusals. Additional behavioral incentives also may be required. A crisis 
intervention team approach can help to facilitate this process.

Our experience is that a daily intake of 600–800 kcal provides ade-
quate early nutritional maintenance in the obese, ill patient with PWS. 
Higher caloric intake is not needed, even for healing of self-injury 
wounds or decubiti (bedsores). The reader is referred to Chapter 6 for 
additional discussion of diet and nutrition in PWS.

Spontaneous Diuresis
Spontaneous diuresis of edema fl uid and improving oxygen saturation 
are hallmarks of recovery. The known natriuretic effects of a low-calorie 
diet23,26 combined with increased activity29 result in a diuresis that is at 
times dramatic (Figure 17.5). In our experience, patients have elimi-
nated as much as 2 liters of fl uid per day without diuretics during the 
initial stages of rehabilitation. Half a kilogram weight loss per day is 
typical. In the absence of drugs that alter renal function, such as diuret-
ics or topirimate, this rapid diuresis has not been associated with elec-
trolyte abnormalities. The time frame for this diuresis is variable. While 
it is usually seen within days, in several severely affected individuals, 
diuresis was delayed many weeks despite early ambulation and strict 
diet. Further, we have observed that in this patient population, use of 
diuretics appears to delay this diuresis rather than assist it, even if 
azotemia is avoided.

Use and Misuse of Oxygen Therapy
The fundamental pathophysiology of OHS should be kept in mind in 
order to avoid mismanagement. Patients are hypoventilating, day and 

Figure 17.5. This graph shows the daily weight measurements of a patient 
(pictured in Figure 17.3), beginning at the time of his admission to a rehabilita-
tion unit. He lost 48 pounds in his fi rst 28 days of rehabilitation, with rapid 
improvement in his endurance and hypoxia. This massive fl uid loss is achieved 
without the use of diuretic medications and appears to be a response to calorie 
restriction and increased physical activity, which improves ventilation.
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night. Underlying this condition is congenitally weak respiratory mus-
culature. Adiposity thickens the chest wall thereby further restricting 
excursion (Figure 17.6), and in some cases there is additional tissue 
stiffness with loss of compliance brought on by edema fl uid, as seen in 
Figure 17.3. In sum, the respiratory drive is inadequate to overcome 
the increased work of breathing. Oxygen therapy and inactivity worsen 
the condition of decreased respiratory drive.

In the edematous PWS patient, hypoxemia may be assumed to be 
chronic (present at least at night for months or years) and need not be 
corrected too quickly. It is sometimes thought that oxygen therapy used 
to treat a young person with hypoxemia and no lung disease can do 
no harm. However, our experience indicates that hypoventilation may 
gradually and subtly worsen over hours or days in patients with 
hypoxemia who are given more than 1 liter/minute of oxygen (24%). 
Hypoventilating patients who are deteriorating do not appear dis-
tressed; the only indications of excessive use of oxygen are dropping 
O2 saturations and lethargy with seemingly increased O2 “require-
ments” to maintain “normal” saturation. Although it may appear clini-
cally reasonable to increase the rate of oxygen fl ow such action can lead 
to worsening CO2 retention, with worsening lethargy and potential 
respiratory arrest. An alternate response to this situation is to decrease 
the oxygen fl ow and get the patient up and moving. If needed, assisted 
external positive airway ventilation (BiPAP and CPAP) is preferable to 
intubation because it is more compatible with keeping the patient 
awake and mobile.

In our experience, patients in Stages 3 and 4 appear to benefi t from 
1 liter/minute of oxygen without worsening their hypoventilation, 
provided increased activity is also demanded of them. One liter of O2 

per minute by nasal cannula may raise oxygen saturations to the high 

Figure 17.6. This chest radiograph illustrates the thickening of the chest wall 
in a severely obese patient with PWS. Excessive subcutaneous fat changes the 
energy requirements for breathing, causing hypoventilation in obese persons 
with the disorder.
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70s or low 80s and this appears to be adequate while rehabilitation 
takes place. Oxygen saturations will be lower during activity, and by 
our observation, this is neither harmful nor does it hamper recovery. 
Patients should have their electrolytes checked especially if they are on 
oxygen therapy. After 2 to 3 days on oxygen therapy, bicarbonate levels 
may rise as the kidneys produce a compensatory metabolic alkalosis. 
This fi nding confi rms a respiratory acidosis from CO2 retention; furo-
semide and other diuretics may mask this effect. Unfortunately, prior 
to referral, some patients who refuse the BiPAP are then treated with 
nocturnal oxygen alone without being checked to see if their bicarbon-
ate is rising. Prior to hospitalization, external positive airway ventila-
tion defi nitely improves nocturnal ventilation in some patients, but this 
benefi t should not be allowed to delay defi nitive therapy of rehabilita-
tion and weight loss.

Many patients who initially refuse these modalities (CPAP and 
BiPAP) have successfully accepted these treatments with behavioral 
training. Sleep studies show improved ventilation and some patients 
report more comfortable sleep. Other patients who have completely 
refused therapy have also been fully rehabilitated despite ongoing 
profound nocturnal hypoxia. Nocturnal ventilation improves (some-
times rapidly) once rehabilitation with increased activity is underway. 
We do not recommend tracheostomy; the majority of persons (6 of 7 in 
our experience) with PWS given tracheostomies have pulled out their 
own tubes or otherwise endangered themselves by injuring the stoma 
and airway.

Use and Misuse of Diuretics
If used at all, diuretics must be administered with a clear understand-
ing of their benefi ts and risks. Excessive use of diuretics decreases 
intravascular volume with little impact on the interstitial edema of the 
lower body. Further, diuretic use risks the development of renal and 
hepatic hypoperfusion. Pulmonary edema is not characteristic of right 
heart failure and should not be cited as a reason to give diuretics unless 
left heart dysfunction has been established.

The doses of diuretics that produce azotemia also produce hepatic 
ischemia with rising levels of transaminase. Diuretics should be 
tapered and ACE inhibitors and non-steroidal anti-infl ammatory drugs 
(NSAIDs) should be discontinued immediately. In our experience, the 
typical teenage and older person with PWS who has not been on 
growth hormone (GH) or testosterone has a serum creatinine of 
0.5–0.7 mg/dl; if the creatinine is greater than 0.9 mg/dl then renal 
hypoperfusion/injury should be considered.

Positioning
Ventilation is well known to deteriorate in the reclining position.25 Very 
obese, edematous individuals may further compromise their own ven-
tilation if the abdominal mass is resting on their thighs in a hospital 
bed. Patients benefi t from sleeping in a recliner rather than a hospital 
bed so that their legs can be supported from below on a footstool and 
the abdomen can remain pendulant so as not to impinge on lung 
volume. These measures generally apply only to persons in Stages 3 or 
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4 of obesity hypoventilation. Obese persons with PWS who prefer 
sleeping at night in an upright position (orthopnea) can be assumed to 
be in danger from their obesity.

Obesity-Associated Conditions

Although the following medical conditions are not inpatient crises per 
se, they may be commonly observed in patients with PWS who are 
hospitalized for medical or psychiatric problems.

Leg Edema and Cellulitis
Leg edema in a person with PWS may accompany sleep-disordered 
breathing. Longstanding edema results in chronic tissue changes of the 
lower body including legs and lower abdomen (Figure 17.7). The result-

Figure 17.7. While some edematous patients retain fl uid throughout their subcutaneous tissue as in 
Figure 17.3, others demonstrate severe leg swelling. In either case, longstanding (probably 10 or more 
years) and often unrecognized obesity hypoventilation results in changes in the lower extremities that 
are irreversible. These include dilated veins, damaged lymph vessels, and chronic stasis changes of the 
skin.
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ing venous stasis and lymphatic damage predispose tissue to ulcers, 
thrombosis, and cellulitis. Intervention to prevent the prolonged condi-
tion of obesity hypoventilation is essential to avoid irreversible damage 
to the lymphatic and venous systems of the lower legs. There is no 
question that skin-picking behavior in those with PWS, while not 
usually resulting in infection in other parts of the body, is a major con-
tributor to some episodes of leg cellulitis.

Direct pressure techniques to the legs or use of support hose appear 
to be of limited use unless they are part of a medical protocol for treat-
ment of lymphedema. In some cases, support stockings may be coun-
terproductive, causing tissue breakdown from pressure or constriction 
of fl uid outfl ow.

Signs of cellulitis can be diffi cult to ascertain in the very obese indi-
vidual since the legs are often already chronically swollen, indurated, 
and discolored. A high index of suspicion and close daily examination 
of the legs by caretakers seeking changes in feel or appearance is essen-
tial. Patients do not always exhibit fever or pain. Limited cases of cel-
lulitis, diagnosed early, can be managed with oral antibiotics sometimes 
in combination with an antifungal agent (such as fl uconazole). Preven-
tative use of antibiotics is discouraged to prevent development of 
resistant strains of bacteria. However, intravenous antibiotic may be 
necessary in severe cases, especially if there is evidence of systemic 
infection. In all cases, an attempt should be made to identify the caus-
ative organism.

Maintaining and increasing physical activity and leg elevation when 
the patient is sitting have proven useful adjuncts in the management 
of these diffi cult conditions. Cellulitis and superfi cial venous thrombo-
sis are not reasons to limit activity; rather, the reverse is true. Patients 
who have ceased to walk for any reason are at high risk for thrombo-
embolic events and prophylactic anticoagulation should be considered. 
Rehabilitation to some level of ambulation is the highest priority.

Diabetes
Elevated blood glucose or Type 2 diabetes, seen in 25% of adults with 
PWS,9 is frequently indicative of excessive calorie intake. In our experi-
ence, the vast majority of patients achieve normal glycemic control 
without medication when exercise and diet are implemented. In patients 
requiring diabetes medications, increasing dose requirements may be 
a sign of a crisis with the patient’s intake and weight given the rapid 
rate of weight gain possible in persons with this syndrome. Patients 
who are on insulin are at risk for hypoglycemia if their access to 
excess calories is suddenly interrupted by hospitalization or other 
intervention.

Hypertension
Most hypertension in PWS is directly related to obesity and requires 
defi nitive intervention with diet and exercise. As with diabetes, the 
need for medication usually indicates inadequate intervention for the 
patient’s deteriorating clinical condition. In our experience, the hyper-
tension is usually labile and resolves with adequate weight loss. The 
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vasodilating effects of most antihypertensives only add to the amount 
of accumulating edema, and in some individuals their use delays the 
onset of the diuresis that occurs with increasing activity and caloric 
restriction.

Intertrigo
In the very obese individual, the deep fat folds are prone to monilial 
and bacterial infections with occasional severe ulceration. The physical 
effort required to cleanse and dry deep fat folds may be beyond the 
capability of a single caretaker; sometimes two persons are needed to 
support the adipose tissue while another person performs hygiene. 
Obviously this is beyond the capabilities of most families, especially if 
the patient is resisting care.

Management of severe intertrigo includes daily or twice-daily cleans-
ing of nonulcerated skin using a dilute (1:3 ratio) vinegar and water 
spray and air-drying with a heat lamp or hair dryer. Clotrimazole or 
powdered nystatin applied two or more times per day is also useful, 
especially if there is evidence of fungal infection. On rare occasions, 
oral antifungal or antibiotic agents may be needed if the area of involved 
skin surface area is great or there is ulceration. Severe ulceration may 
require aggressive inpatient nursing care.

PWS Medical Issues Not Related to Obesity

Renal Dysfunction
There is, at present, little evidence of any kidney dysfunction directly 
related to PWS. Renal problems seen in this population have included 
obstructive uropathy of congenital origin, glomerulonephritis post-
infection, “diabetic nephropathy” (i.e., persons with longstanding 
hyperglycemia and elevated glycohemoglobin levels but without the 
retinopathy), renal tubular acidosis from psychotropic medication 
(topiramate) and Syndrome of Inappropriate Antidiuretic Hormone 
(SIADH) with hyponatremia from psychotropic medications, especially 
oxcarbazepine and carbamazepine (Trileptal and Tegretol), but also 
from selective serotonin reuptake inhibitors (SSRIs). Patients have 
developed azotemia from the volume depletion of aggressive diuretic 
use that at times may be greater than 70mg/dl without postural symp-
toms. Renal biopsy has been rarely attempted, possibly due to concerns 
about both patient cooperation and massive overlying fat. Persons with 
PWS who have not had GH treatment have a low serum creatinine due 
to low muscle mass. For these patients creatinine of 0.9 to 1.0 should 
be considered abnormal in this syndrome where typical values are 
0.5–0.7.

Skin Picking
The “skin picking” behavior of PWS has a wide range of severity from 
patient to patient and may vary in the same patient over time.17 Some 
patients have occasional minor skin picking while others maintain 
large open wounds.

Skin picking is an activity that goes on continuously, intermittently, 
or clandestinely when the patient is calm; typical skin picking in an 
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individual with PWS does not appear to be an expression of emotional 
distress. It has been related to boredom and anxiety but objective evi-
dence for this is diffi cult to establish. No specifi c intervention has been 
uniformly effective. In some cases extremely frequent picking behavior 
itself interferes with the patient’s other activities. Severe disfi gurement, 
recurrent infection, and anemia are reasons to consider more intense 
efforts to modify the behavior with hospitalization or a medication 
trial.

The behavior often is extinguished, at least temporarily, if healing of 
the wound(s) is achieved. There has been limited success using pro-
tective dressings and an intense program of alternative activity until 
wound healing occurs. Some wounds have healed with frequent appli-
cation of an antibacterial ointment, which functions as a lubricant and 
interferes with picking.

Behavioral interventions targeted at the activity itself are diffi cult to 
implement. Some parents have reported success by attaching a major 
reward to the healing of a lesion. This approach is compatible with the 
basic principle that no attention, positive or negative, should be paid 
to the behavior itself other than to require the patient to observe social 
conventions and good hygiene. Spontaneously or in search of a reward, 
patients may cease the behavior or substitute another area of skin to 
pick. In rare cases, primary reinforcers have been used effectively.

Self-Mutilation
Sudden self-injury or self-mutilation, with or without an emotional 
outburst, is a different phenomenon representing more serious pathol-
ogy. Self-mutilation does not differ from skin picking in severity of the 
wound but in the circumstances under which it is infl icted. The actual 
injury may be mild (hitting self in the head) or severe (gouging a deep 
wound with a pen, knife, or fi ngers). The patient may verbalize dis-
tress, anger, self-hatred (“I’m so stupid!”) or appear to be in a dissocia-
tive state. Psychiatric assessment and treatment of underlying conditions 
is indicated. Some patients have reported auditory hallucinations as 
triggers for these behaviors.

Rectal Self-Injury
Rectal self-injury is a problematic behavior occurring in some persons 
with Prader-Willi syndrome. The behavior is not well understood. For-
tunately it becomes serious in only a small number of persons with 
PWS. This includes patients with frequent rectal digging/injury that 
results in medical problems such as bleeding, infection, or fecal 
incontinence.5

We have made the following observations with respect to this behav-
ior in individuals with PWS:

1. Indirect evidence of the behavior can aid in the diagnosis of unex-
plained medical symptoms, even if the behavior has never been 
observed.
• Excessive time spent in the bathroom (a PWS trait without rectal 

picking)
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• Feces or bloody smears on hands, toilet, fi xtures, shower, bath tub, 
or bed linens

• Bowel incontinence, urgency, or diarrhea (due to refl ex bowel 
emptying following rectal stimulation)

• Rectal bleeding
2. Anemia from chronic blood loss, while rare, can be severe. Acute 

hemorrhage or perforation has not been reported. Chronic ulceration 
is well documented by endoscopy and has been misdiagnosed and 
treated as infl ammatory bowel disease (IBD). Clinical experience in 
the referral population has been that all cases of rectal bleeding or 
ulceration have proved to be from self-trauma and not from IBD.

3. The behavior appears to be obsessional and compulsive; however, 
medications targeting OCD have not been helpful.

4. Rectal picking/digging does not appear to be a sexual behavior, nor 
is it a behavioral sequela of sexual abuse.

5. Rectal picking/digging does appear to be a nonspecifi c stress 
symptom. Marked increases in the behavior have been observed in 
association with ongoing interpersonal confl ict and punitive dis-
ciplinary approaches, as well as during episodes of psychosis and 
mood instability. Diminution and/or elimination of the behavior 
has occurred when the underlying illness or stressor is addressed 
effectively.

Special Considerations

There are a number of unusual characteristics in patients with PWS. 
Familiarity with these issues is necessary for the clinician to respond 
appropriately.

Unreliable Self-Report

Abnormal pain awareness and unpredictable fever response can lead to 
underreporting of pain and missed diagnoses of serious conditions that 
would normally be expected to produce severe pain or fever. Diagnoses 
of acute surgical abdominal conditions, fractures, and serious infec-
tions have been delayed due to the failure of the patient to report pain 
or to show a fever. Therefore, any fever or a refusal to walk (after an 
injury or fall) should be taken seriously, and a good clinical examina-
tion and close follow-up are indicated until serious illness or injury has 
been ruled out. Patients who show decreased interest in food should 
be considered potentially seriously ill, medically or psychiatrically. 
Manipulative refusal to eat has also been observed.

Somatic complaints are frequent among individuals with PWS who 
often report numerous symptoms for which objective evidence is 
lacking. When there is a marked discrepancy between objective fi nd-
ings and subjective stress, discomfort, or functional impairment, malin-
gering should be considered. Malingering is the intentional production 
of false or grossly exaggerated physical or psychological symptoms 
motivated by external incentives.1 For the individual with PWS, exter-
nal incentives may include obtaining food or medication, escaping 
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structure in order to procure food, or avoiding demands for exercise or 
other tasks.

Factitious disorder is differentiated from malingering by the absence 
of external incentives. Individuals with factitious disorder need to 
maintain the sick role because of intrapsychic needs.1 They may engage 
in pathological lying about their symptoms or their personal history. 
Sometimes for no apparent reason an individual with PWS will provide 
an inaccurate medical history, reporting events or procedures that 
never happened. Therefore clinicians should try to verify presenting 
symptoms and history independently.

Suggestibility is common among patients with PWS, and they may 
falsely endorse complaints when asked during a routine interview 
about symptoms of disease. The symptoms may be variable in their 
occurrence (present only when asked or examined). This suggestibility 
in persons with PWS complicates both their medical and psychiatric 
evaluation and management.

Medication seeking is prominent with some patients (usually higher-
functioning individuals) and can result in massive polypharmacy for 
miscellaneous complaints. These are usually conditions for which 
objective evidence is diffi cult to obtain: pain, allergies, refl ux disease, 
constipation, and urinary symptoms. Complaints of pain and requests 
for analgesia are common. Consequently adult patients in the referral 
population were frequently on an excessive number of prescription 
drugs and over-the-counter and topical preparations. Persons with 
PWS are often very attached to their medication regimens and will 
sometimes vigorously resist change. They sometimes request liquid 
medications that are sweet to the taste. Prescriptions for symptomatic 
relief should therefore always be time limited and dose limited. Patients 
with a clear pattern of medication seeking should not have unsuper-
vised visits to a physician. Persons with the disorder cannot be allowed 
to dose themselves with “as needed” medications. Nondrug therapies 
are preferred: heat, cold, massage, sympathy, or reassurance.

On the other hand, individuals with PWS can be truthful and reliable 
historians. A careful interviewer takes seriously reports of abuse, 
serious physical symptoms, delusional thinking, or the experience of 
hallucinations.

Abnormal Temperature Regulation

As discussed in Chapter 5, temperature dysregulation may occur more 
frequently in individuals with PWS, perhaps related to a defect in 
thermogenesis. In two well-described cases,16 hypothermia began with 
a change in behavior followed by decreasing activity proceeding to 
near coma. The patients did not want to eat, did not complain of being 
cold, felt cool to the touch, and became ashen. Hypothermia (81°F–
94°F), decreased blood pressure, bradycardia, and slow respirations 
were observed. Laboratory studies revealed decreased hemoglobin, 
low white blood cell count, decreased platelets, hyponatremia without 
acidosis or hyperkalemia, and elevated renal and liver function tests. 
All of these changes returned to normal levels over several days as the 
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patients were rewarmed. Sepsis was suspected but blood cultures were 
negative. Neuroleptics may have played a role.

Hypothermia has usually occurred when the outside temperature 
was cool. In our experience, some patients have repeated episodes 
during the winter and experience relief during the summer months, 
but have recurrence during the following late fall. Bray et al.7 have 
made similar observations.

Hypersomnia, Daytime Sleepiness

Abnormalities in the sleep of persons with PWS have been documented 
at all ages with and without obesity.11 Excessive daytime sleepiness 
appears to be a characteristic of PWS, but excessive medication and 
obesity hypoventilation should be ruled out as contributing to the 
symptom. Some patients meet criteria for narcolepsy and benefi t from 
appropriate medications.18 In our experience, stimulant medications 
and modafi nil have been useful in selected cases, keeping in mind the 
risk of mood activation in susceptible patients. It is certain that some 
patients use their capacity for short sleep latency as an escape-
avoidance mechanism at will and can respond to behavioral incentives 
to stay awake in the classroom or workshop.

Behavioral Problems and Psychiatric Crises in PWS 
Requiring Intervention

Stress Sensitivity

Individuals with PWS are stress sensitive; they rely on the predictability, 
consistency, and stability of their environment. A stress response will 
occur if the integrity of the environment deteriorates for any reason. 
The stress response can be nonspecifi c (increase in typical PWS behav-
iors), specifi c (emergence of atypical behaviors), or outrageous (indi-
viduals with PWS who are stressed have the potential for outrageous 
behavior, which should not be attributed automatically to severe psy-
chopathology). Because the individual with PWS is dependent on 
environmental structure, and because their problem-solving ability is 
limited by impaired judgment that exceeds the defi cit predicted by 
their intellectual defi ciency and/or learning disability, individuals with 
PWS are usually not candidates for complete independence. Their life 
goal is maximal function with support. Among the referral population, 
the most common cause of functional deterioration in adults with PWS 
has been a misunderstanding of this principle.

Caring for an individual with Prader-Willi syndrome exhausts the 
resources of many families. Controlling food access and dealing with 
other diffi cult behaviors is an ongoing challenge. The price tag of 
“keeping the peace” or “giving in” is the inadvertent reinforcement of 
disruptive behaviors and the spiraling pattern of obesity and its morbid 
complications. The mainstay of behavior management for this syn-
drome is an environmental buffer in the home, school, workshop, and 
community that prevents rather than reacts to behavioral problems. On 
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an inpatient unit, this environmental buffer is called the therapeutic 
milieu. Crisis intervention provides an opportunity to have an impact 
on both the individual and the home environment by reestablishing 
the structure and consistency of rules and mutual expectations needed 
to effectively manage the most common behavioral issues.

The basic premise of intervention acknowledges that at no time can a 
person with Prader-Willi syndrome be expected to voluntarily or indepen-
dently control his/her own food consumption. Extensive experience with a 
referral population has demonstrated that once food access is con-
trolled and the principles of food security are implemented, acceptance 
of restrictive programming is usually excellent. Appropriate social 
skills and compliance with an exercise program, activities of daily 
living, chores, and personal hygiene are all supported by the therapeu-
tic milieu. The experience of success is built into the program; patients 
receive rewards for their progress, and families are rewarded by a 
decrease in their level of stress.

Psychiatric Crises

Among persons with Prader-Willi syndrome the proportion who 
develop serious psychiatric illness requiring hospitalization is unknown. 
The literature is replete with case reports of serious psychiatric illness 
concurrent with PWS. Among the referral population, psychiatric crises 
are not limited to those who have severe psychiatric illness. Persons 
with PWS have limited coping mechanisms due to cognitive rigidity, 
variability in adaptive functioning and sensitivity to stress that can 
result in a precipitous deterioration in mental status. Sometimes pre-
cipitating events can be identifi ed, such as life stressors associated with 
leaving school, failure in a workshop, change in educational or caretak-
ing staff, or death or illness in the family. Some presenting symptoms 
leading to hospitalization include depression, suicidality, aggression, 
property destruction, elopement, increased irritability and explosive-
ness, hypomania, delusional thinking and hallucinations, and self-
mutilation or self-endangerment. Persons with PWS are prone to a 
variety of mood disorders often presenting with psychotic features.6,12 
In addition, psychiatric illness in this population is often accompanied 
by a range of behaviors usually restricted to severe and chronically 
mentally ill persons: attempts to swallow inedible objects, severe self-
mutilation, running into traffi c, fecal smearing and throwing, copro-
phagia, rectal self-injury, psychogenic water intoxication, deliberate 
property destruction, hunger strikes, refusal to move, etc. Despite the 
seriousness of the presenting symptoms, the prognosis is quite vari-
able: many patients stabilize in a structured, low-stress environment 
either with or without psychotropic medication. At the other end of the 
spectrum, a small number of patients have refractory symptoms despite 
appropriate environmental management and multiple trials of 
medications.

Individuals with PWS who develop serious psychiatric crises may 
display behaviors that are diffi cult to manage even in psychiatric facili-
ties. The therapeutic milieu of most general psychiatric units is not 
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designed for and often does not meet the needs of persons with PWS. 
Subtle but signifi cant cognitive defi cits may not be recognized, and 
individuals with PWS may not benefi t from traditional group and 
individual psychotherapeutic interventions. Some patients undergo 
weight gain because they have access to too much food. They may 
forage freely from other patients. Access to recreational and exercise 
facilities is often limited. Among the referral population, reports of 
weight gains of as much as 20 pounds have occurred in a matter of 
days during the course of a psychiatric hospitalization. Syndromal 
behaviors are often misunderstood as manifestations of more severe 
psychopathology, or they are not adequately addressed with poten-
tially benefi cial behavioral techniques.

Even in the absence of a specialized program, most patients with 
PWS show an immediate improvement in their behavior upon admis-
sion to a hospital. They respond to the predictable regimen. They often 
have no demands made on them, and they receive too much food. This 
response should not be interpreted as an end to the behavioral crisis.

A Specialized Therapeutic Milieu

A specialized therapeutic milieu, an essential element in inpatient crisis 
management, is dependent upon a trained, experienced staff. Consis-
tency is the gold standard; every health care worker, nurse, physician, 
and therapist should understand the behaviors typical of PWS and 
respond to their occurrence in a low-keyed manner. For example, 
behaviors such as screaming and verbal abuse are best ignored. All 
statements made to patients should be framed in a positive rather than 
punitive context. It is important to assure that the patient’s attempts to 
manipulate or triangulate personnel are unsuccessful. Even house-
keeping and dietary staff members can be trained so that they will not 
be tricked or manipulated. Important questions about length of stay, 
family visits, dietary orders, and disposition plans should be answered 
only by designated staff. Clear lines of communication with the patient, 
the family, and the staff are critical. Families and other caretakers 
should be incorporated into the milieu through training that may 
involve “homework.” These assignments may involve observation of 
direct care in the hospital or the design of a daily schedule, meal plan, 
or behavioral contract for use in the home. Telephone contact after 
discharge can assist in the maintenance of structure and the ongoing 
monitoring of treatment goals and interventions.

The ideal inpatient treatment plan for a patient with PWS has six 
major components: (1) milieu management, (2) behavioral interven-
tions, (3) psychological therapies, (4) psychotropic medication, (5) 
family/staff intervention, and (6) disposition/systems intervention.

1. Milieu management

Milieu management is an essential tool for the inpatient treatment of 
individuals with PWS. The milieu contains several components:

• Rules of conduct
• Daily schedule of activities



 Chapter 17 Inpatient Crisis Intervention for Persons with PWS  417

• Psychological food security
• Mandatory supervised exercise
• “The Day Stops Here”

Rules of Conduct: The rules of conduct for patients on the unit are 
explained and posted next to the patient’s bill of rights in the individ-
ual’s room.

Daily Schedule of Activities: This modality consists of a predetermined 
time line of activities including wake up, grooming, therapies, meal 
times, exercise, leisure, rest, and bedtime. It defi nes the fl ow of the day 
and establishes structure, consistency, and predictability. This timeline 
is best presented to the patient in a concrete form; a wall chart may be 
supplemented by a written schedule which the patient carries with him 
through the day. The planned fl ow of activities is continuously rein-
forced by the verbal prompts of staff and therapists to “check the 
schedule.”

It should be assumed that the patient with PWS could have diffi culty 
with the timely completion of ADLs (activities of daily living). Some 
will need assistance with grooming activities depending upon the 
degree of obesity as well as the level of dyspraxia.

Because individuals with PWS have hypothalamic hypogonadism, 
their physical and emotional sexual maturation may not be age appro-
priate. Many of them appear to be younger than their stated age, and 
their gender may appear to be ambiguous because of obesity and 
poorly developed secondary sexual characteristics. Among our referral 
population, both males and females tend to be immodest, and they 
may require verbal reminders to maintain privacy for grooming and 
dressing. Also, this privacy is essential to prevent other patients who 
do not have PWS from making destructive comments leading to 
discomfort.

Psychological Food Security: Psychological food security is an essential 
component of the management of individuals with PWS; the goal is to 
maintain food security across all settings both in and out of the hospi-
tal. Food security is one of the most basic skills taught to the patient’s 
family or other caretakers.

Food security is achieved when food access is controlled to the extent 
that three criteria are established:

1. There is no doubt when, what, and how much the person with PWS 
will eat;

2. There is no hope of receiving any more; and
3. There is no disappointment due to false expectations.

Food security = No doubt + No hope + No disappointment

When food access is restricted, individuals with PWS require no doubt 
about their meals and snacks. Menus are planned ahead and posted; 
calories are controlled, but the amount of food presented can still be 
generous. Although the timing of the meals and snacks remains fi xed, 
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it is not focused on the clock; it is set by the sequence of activities across 
the day. This concept is critical to the achievement of fl ow through the 
day.

The quantity of food presented aids psychological satisfaction. The Red, 
Yellow, Green Diet (see www.amazingkids.org/) is an excellent meal 
plan that provides large quantities of “green foods” (lettuce, green 
beans, tomatoes, broccoli, caulifl ower, peppers), moderate amounts of 
“yellow foods” (lean meats and complex carbohydrates such as fruits, 
grains, fat free dairy, mushrooms), and extremely infrequent or minimal 
amounts of “red foods” (high-fat, high-calorie foods such as fats, oils, 
most deli meats, cheeses, desserts). The food is presented with con-
trolled access to low-calorie, fat-free seasonings and dressings as well 
as salt, pepper, and hot sauce. (Individual packets eliminate discus-
sions about the quantity of these condiments.) Sugarless gum and diet 
beverages including Crystal Light®, coffee and tea, and diet soda are 
limited, and measured quantities are used as reinforcement for exercise 
compliance and effort.

Mandatory Supervised Exercise: Mandatory supervised exercise must be 
scheduled into the daily plan. Walking is by far the best aerobic exercise 
for individuals with PWS. Two different periods for exercise are sched-
uled through the day.

The Day Stops Here! This concept is the most effective milieu manage-
ment program for hospitalized individuals with PWS. It requires 1:1 
staff for implementation. If the fl ow of the daily schedule is interrupted 
by a behavioral situation (refusal, “shutdown,” or outburst), the daily 
schedule stops at that point until the individual has regained motiva-
tion and behavioral control to return to programming. Individuals are 
encouraged to return to scheduled therapies; if the therapies have 
ended, prescribed “make-up work” must be accomplished before 
moving to the next activity. It is essential to delay meals until make-up work 
has been completed. Sometimes individuals with PWS stage behavioral 
shutdowns that can last for as long as a full day. However, nourishment 
is never withheld and an alternative calorie source is provided even if 
the privilege to attend mealtime is lost.

2. Behavioral interventions

Behavioral interventions are an essential tool for a successful treatment 
plan. Noncontingent reinforcement (NCR) is the delivery of reinforcers 
independent of an individual’s response. It is a powerful tool for estab-
lishing rapport. Typical noncontingent reinforcers include talking to 
the individual (nonspecifi c topics such as orientation, daily schedule, 
current events, weather; specifi c topics such as clothing, grooming, 
leisure interests) and providing leisure activities (puzzles, magazines, 
paper, markers).

Contingent reinforcement is the delivery of reinforcers dependent 
upon the individual’s response. It is a powerful tool for shaping appro-
priate behaviors. Extinction, selective attention, praise, and differential 
reinforcement of other behaviors (DRO) are examples of contingent 
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reinforcement. For example, the patient is praised for all appropriate 
behaviors, especially those facilitating daily transitions such as the 
timely completion of ADLs, grooming, exercise effort, social skills, fol-
lowing unit rules and directives, and working toward psychological 
treatment goals. A token economy works well as a structured system 
for delivering contingent response to behavior. For oppositional behav-
ior among individuals with PWS, a response cost intervention is recom-
mended. It will be necessary to post the rules and expectations; delineate 
rewards (tokens) for achieving expectations, and defi ne the cost (loss 
of rewards) for not achieving the desired results.

3. Psychological therapies

Throughout inpatient hospitalization, individual and group therapy 
sessions focus on acceptance of and building expectations for a con-
tinuation of the therapeutic milieu following discharge. An apprecia-
tion for intellectual level and learning style is essential; adapting the 
daily plan to meet the individual’s unique pattern of strengths and 
weaknesses can lead to better compliance during the hospital stay. For 
example, an individual with receptive and expressive language dis-
ability will not perform well in a group context. Psychological testing 
should be available by history to ascertain overall intellectual ability. 
Neuropsychological testing can be requested to elucidate learning dis-
orders, and strategies for adaptation can be tested during the hospital 
stay and taught to the family or other caretakers before discharge.

The utility and effectiveness of psychological interventions is based 
entirely upon an individual’s verbal and intellectual abilities. High-
functioning individuals with PWS may benefi t from all psychothera-
peutic and behavioral modalities. Clinical experience suggests that 
young adults with PWS have the capacity to realize that their syndrome 
may limit their potential for independence and that many of the life 
goals that they share with typical peers and siblings may never be 
actualized. They need support as they grieve the loss of a “normal” 
life. Social and family situations that are usually joyful, such as college 
graduations, marriages, and births, may be reminders of unachievable 
milestones and precipitate dysphoric responses. These situational crises 
can be addressed through traditional psychotherapy using interper-
sonal and cognitive strategies with the individual and the family.

Lower-functioning individuals with limited insight may require 
individual therapy with supportive and psychoeducational goals such 
as minimizing stress, enhancing coping abilities, and improving par-
ticipation and compliance with the inpatient program. Strategies and 
modalities for relaxation (progressive muscle relaxation, deep breath-
ing, and occasionally visual imaging), anger management, social 
problem solving, and social skills training may be prescribed, taught 
to the individual with repetition and drill, woven into the fabric of the 
daily plan, and implemented with prompts, cues, and supervision.

4. Psychotropic medication

The use of psychotropic medication is determined by (1) the patient’s 
response to behavioral and eco-environmental interventions, (2) psy-
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chiatric diagnosis, (3) the nature of targeted symptoms, and (4) severity 
of impairment. There is no syndrome-specifi c medication. Effort is 
directed toward eliminating unnecessary medications that may be pro-
ducing unwanted side effects as well as selecting the best medication 
for improving adaptive function.

Several observations about the use of psychotropic medication in the 
referral population of individuals with PWS are offered. First, dose 
titrations should be made in small increments because individuals with 
PWS may respond to lower doses of psychotropic medication. Second, 
clinical experience with the referral population suggests that activation 
as well as discontinuation syndromes occur with selective serotonin 
reuptake inhibitors (SSRIs), nonselective serotonin reuptake inhibitors 
(NSRIs), and even some psychostimulants at a rate that exceeds the 
neurotypical population. Third, it is assumed that the sedating side 
effects of some agents could increase respiratory compromise due to 
hypoventilation in obese individuals. Finally, the risk of hyponatremia 
associated with the use of certain classes of medication (anticonvul-
sants, SSRIs, and atypical neuroleptics) should be kept in mind, espe-
cially during upward titration of the dose.

Pharmacokinetic variations that should be considered among indi-
viduals with PWS are summarized below:

• High fat/lean ratio in body composition (even in normal weight 
individuals with PWS) may affect metabolism and bioavailability of 
fat-soluble medications.

• Low muscle mass may alter the presentation of extrapyramidal side 
effects of typical and atypical neuroleptics.

• Doses of medication and schedule of administration should take into 
consideration persistent prepubertal status due to hypothalamic 
hypogonadism.

• Concurrent administration of calcium for osteoporosis may affect 
absorption and action of the psychotropic medication.

5. Family/group home staff involvement

Preparation for discharge begins before admission. Family education 
is an intense process that continues throughout hospitalization. Train-
ing sessions are attended by parents, step-parents, and siblings, as 
well as involved extended family members (aunts, uncles, and grand-
parents). School personnel, in-home support personnel, local mental 
retardation and developmental disabilities (MRDD) staff, as well as 
supervisors, school nurses, nutritionists, group home staff, and mental 
retardation program administrators also are invited.

The goal of this training is to teach the caretakers how to devise, 
within the limits of their own situation, a therapeutic milieu similar to 
the one shown to be effective during hospitalization. The plan mimics 
the hospital program by providing the same special structure, expecta-
tions, consequences, and schedule. The hospital exercise program to 
which the patient has become accustomed is duplicated or modifi ed as 
needed for the home environment.
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Psychoeducational intervention is the keystone of relapse preven-
tion. Eco-environmental interventions (i.e., the treatment plan) can be 
developed only after a thorough review of predisposing, precipitating, 
and perpetuating factors. This information provides a basis for under-
standing the strengths and weaknesses in the system of care. The results 
of the patient evaluation and the comprehensive formulation are pro-
vided to the family/staff to assist their understanding of the acute and 
chronic aspects of the crisis that precipitated hospitalization. In this 
way they are prepared to make the changes that will be required to 
meet the individual’s needs. Finally, the family/staff work with the 
team to develop an action plan for how to change the environment, the 
daily structure, and the existing behavioral patterns in order to meet 
the individual’s needs. The degree of additional support necessary to 
implement the treatment plan is assessed and a therapeutic network of 
professional and extended family supports may be identifi ed for 
recruitment as needed.

6. Disposition planning

Disposition planning includes an examination of all available short-
term and long-term resources and living arrangements. Outpatient 
treatment, school- and/or workshop-based interventions, and wrap-
around or habilitative services help families to provide for the needs 
of their child in the home. Residential treatment or group home place-
ment is explored when appropriate, especially in the case of patients 
with an exceptionally high need for structure and supervision. Persons 
with PWS are rarely well managed in facilities that do not have prior 
experience with the syndrome or a commitment to develop a program 
specifi cally suited for individuals with the syndrome. The Prader-Willi 
Syndrome Association (USA) is a valuable resource for families, and 
membership is encouraged.

Psychiatric follow-up for individuals with PWS can be challeng-
ing. “Finding Psychiatric Help for Your Child” is a monograph 
pertaining to this topic available at the PWSA (USA) Web site (www.
pwsausa.org).

Conclusion

Prader-Willi syndrome is a genetic disorder with neurologic abnormali-
ties affecting cognition, behavior, and energy balance. The complica-
tions of the disorder, when environmental controls are not in place, are 
chronic disability and cardiopulmonary deterioration from morbid 
obesity in addition to the complications of uncontrolled diabetes. 
Inpatient crisis intervention is briefest when done early on during the 
process of deteriorating food control and weight gain and prevents a 
pattern of multiple acute-care hospitalizations.

Behavior problems complicate the management of persons with PWS 
and sometimes necessitate inpatient hospitalization. Psychiatric vul-
nerability appears to be a direct result of the stress sensitivity associ-
ated with this condition. A specialized team with experience working 
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with Prader-Willi syndrome can provide successful intervention for 
patients in medical or behavioral crises who are not responding to 
outpatient interventions. The therapeutic milieu is the defi nitive 
intervention for both food and behavioral management. Although it is 
typically implemented during an inpatient hospitalization, it can be 
translated through training to other settings including the home, school, 
and community living situations.

The use of psychotropic medication is based on psychiatric diagnosis 
and the nature and severity of psychiatric symptoms. The diagnosis of 
Prader-Willi syndrome does not determine the selection of psychotro-
pic medication but rather informs the interpretation of symptoms and 
the resulting diagnostic formulation, which in turn guide the psychia-
trist in the choice of medication.

Glossary

ACE inhibitors—(angiotensin converting enzyme inhibitors) medica-
tion used in treating left heart failure.

adipose—fat tissue.
asymptomatic—without symptoms.
azotemia—a build-up of nitrogen waste products in the blood when 

kidney function is defi cient.
BiPAP and CPAP—Bi-level Positive Airway Pressure and Continuous 

Positive Airway Pressure.
cardiomegaly—enlarged heart.
cellulitis—infection of tissue, often a complication of venous stasis and 

lymphedema (serum).
creatinine—a measure of kidney function.
CO2 narcosis—toxicity of the brain from excessive amounts of retained 

CO2, resulting in decreased breathing.
dissociative state—a mental condition causing an incomplete awareness 

of pain or other stimuli.
echocardiography—sonar exam of the heart; gives dynamic information 

about heart function.
edema—excess fl uid in tissue.
deconditioning—weakness and loss of fl exibility from inactivity.
glycemic—pertaining to blood sugar.
heart failure—the pump function of the heart is not adequate to meet 

the body’s needs.
hematocrit—measures the proportion of red blood cells to serum in the 

blood.
hemoglobin—measures the oxygen carrying capacity of the blood.
hepatic—having to do with the liver.
hypercapnia—high CO2; very high levels of CO2 cause coma and cessa-

tion of breathing.
hyperkalemia—high potassium in the blood.
hyperglycemia—high blood sugar.
hypoglycemia—low blood sugar.



 Chapter 17 Inpatient Crisis Intervention for Persons with PWS  423

hyponatremia—low sodium in the blood.
hypoperfusion—undersupply of blood to tissue due to low pressure.
hypothermia—low body temperature.
hypoxemia, hypoxia—low oxygen in the blood.
iatrogenic—caused by medical intervention.
interstitial—the space in tissue between the cells.
intubation—breathing tube placed in windpipe, enables the use of a 

ventilator.
ischemia—inadequate oxygen to tissue, usually due to inadequate blood 

fl ow.
lymphatic—the vessels in the body that carry tissue fl uid back to the 

heart.
lymphedema—fl uid build-up in one part of the body as a result of 

damage to the lymphatic vessels.
monilial—yeast, produces red rashes and skin breakdown in areas of 

skin that are allowed to remain moist.
pitting—fi nger pressure on edema will often produce a depression that 

remains visible for several seconds or longer; physicians often use 
this sign to help detect edema.

pulmonary edema—excess fl uid in the lungs.
pulmonary hypertension—increased blood pressure in the lungs.
pulmonary vascular resistance—roughly positively related to the blood 

pressure in the lungs.
radiograph—X-ray picture.
REM—rapid eye movement, one of the deeper stages of sleep associ-

ated with dreaming.
renal—having to do with the kidneys.
respiratory failure—breathing is inadequate to rid the body of CO2, 

which builds up in the blood.
superfi cial venous—pertaining to the veins near the surface.
thrombosis—blood clot formation.
thromboembolic—pertaining to blood clots that travel to another part of 

the body.
tracheotomy—surgical opening in neck to bypass the upper airway.
transaminase—a measure of liver function.
venous stasis—poor return of blood through the veins in the legs.
ventilation—breathing.
ventricular failure—the right or left ventricle of the heart is unable to 

meet the body’s demands.
ventriculomegaly—enlarged ventricle.
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18
Social Work Interventions: Advocacy 
and Support for Families
Barbara Y. Whitman

It has been well established that the psychosocial impact of Prader-
Willi syndrome (PWS) is ubiquitous and involves the entire family, as 
well as schools, community, and society as a whole. For the family, from 
the moment of the birth and diagnosis of the child with PWS, the added 
stress usually disrupts the dynamic balance (at least temporarily) at 
both the family and personal levels. In addition, any personal, family 
or environmental concerns present before the birth of the affected child 
may make it harder to maintain adequate family functioning and meet 
the infant’s special needs. Targeted social service intervention by the 
social worker can (1) help the family reestablish a working balance, 
while (2) providing education and guidance, and (3) providing support 
in obtaining and coordinating multiple medical and early intervention 
services for the affected child.

In Time of Need—Resource and Advocate

For most families, this initial stressful period—full of grief, confusion, 
and often overwhelming challenges—is just the beginning of a journey 
through a lifelong maze of unique experiences, educational challenges 
and needs, and behavioral differences and uncertainties. Moreover, 
they face a complex, multilayered service system that often may seem 
designed more to deny than to deliver services.

As noted, individuals with Prader-Willi syndrome present unique 
needs to their families, schools, and communities. These special needs 
are not always fully appreciated outside the family, and sometimes not 
even by the extended family. Too many families continue to report that 
professionals and systems fail to recognize the physiologic etiology and 
unyielding nature of the food-related constellation of behaviors, often 
implicitly if not explicitly citing poor parenting or purposeful bad 
behavior as the source of diffi culty. In the face of this interpretation, 
the process of obtaining appropriate services can become adversarial, 
with the parents often feeling alone, isolated and exhausted. Indeed, 
in a study of stress and social support in families of children with PWS, 
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Hodapp et al.3 found that parents of children with Prader-Willi syn-
drome reported higher levels of parent and family problems, suffered 
greater pessimism, yet got less support from professionals when com-
pared with parents of similarly aged children with cognitive defi cits 
from other causes. This was despite a major thrust in the last decade 
for “family-focused” and “family-driven” intervention strategies.

As a member of an interdisciplinary team, the social worker identi-
fi es the frustrations, demands, and confl icts encountered by families 
and functions as an advocate for both the family and the team. This 
chapter will address many family issues and needs in which the social 
worker plays a supportive role, beginning with the confi rmation of 
diagnosis and continuing throughout the child’s life.

What Is a Family?

While many currently frame this question as a political, moral, and 
ultimately a legal issue, the question is raised here in order to under-
stand how to defi ne a “family unit” for purposes of support and inter-
vention. Conceptually, systems theory8 provides a framework for 
identifying and understanding family strengths and limitations and 
can provide guidance in identifying the need for additional support.

Briefl y, a systems theory perspective defi nes the family as a small 
social unit of interconnected persons that reciprocally infl uence one 
another, over time. Two distinct properties distinguish families from 
other social groups. First, unlike work, task, or interest-focused groups, 
families are formed on the basis of reciprocal emotional ties. While legal 
contracts—such as marriage—may be struck as a result of this emo-
tional connectedness, the primary bindings in a family are affectional; 
the emotional bonds of attachment, loyalty, and positive regard are 
paramount. Secondly, family membership is virtually permanent. Other 
social groups have recognized means for joining and leaving; resigna-
tion or being fi red from a family is virtually impossible. For many, that 
permanency is a source of support, a foundation for growth, and a 
recognition that, no matter what, the family will always be there. For 
others, it is an imprisoning, stultifying entrapment that suppresses 
growth and from which there is no escape. Whatever the feeling, the 
ties are permanent. Parents may divorce, but the emotional ties, whether 
positive or negative, inextricably bind that child to both parents in 
perpetuity.

Many studies document that family “processes”—or how, and with 
what emotional tone, a family interacts—have greater impact on devel-
opmental outcomes than does family composition. From the viewpoint 
of family processes as primarily determinative, systems framework is 
neutral on the political/moral issues of family composition, recogniz-
ing viable family structures beyond the traditional two-parent family 
including single parent families, extended family caretakers, and homo-
sexual couples raising children. When a family member has PWS, 
understanding family processes, and the impact of PWS on these pro-
cesses, is key to management. Yet, despite its importance, research in 
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this area is virtually nonexistent. Thus, much of this chapter is based 
on collective clinical wisdom from families served and data and experi-
ence from the national Prader-Willi Syndrome Association of the United 
States, combined with general research fi ndings regarding families and 
developmental disabilities. The purpose of this chapter is to provide 
parents, grandparents, and those multidisciplinary teams who would 
work with these families a basis for understanding the many complex, 
and often contradictory, feelings reported by families and to provide 
some examples of the multitude of creative coping strategies devel-
oped by these families.

Initial Sources of Stress for Parents: Birth

With rare exception, families begin interacting with multiple service-
providing systems at the moment of birth, when the characteristic 
hypo tonia and accompanying feeding diffi culties signaling the pres-
ence of PWS usually demand extended hospital stays in special care 
nurseries accompanied by multiple, often painful diagnostic testing. 
Few require “hard-core scientifi c data” to acknowledge both the extraor-
dinary levels of parental stress specifi cally associated with the situation 
and the extraordinary levels of parental anxiety specifi cally for their 
baby and for the possible outcome. In addition, frequently the baby is 
transported to a specialty pediatric facility that may be quite distant 
both from the delivery hospital, where the mother may remain for a 
while, and from the family home. Distance, parental health, and even 
travel expenses or transportation diffi culties may prevent parents from 
being with their infant at this time, further increasing stress and anxiety. 
Moreover, parents may encounter, and be overwhelmed by, multiple 
medical specialists, noisy and unfamiliar biomedical equipment, con-
stantly changing staff, and confusing communication processes. The 
stress of radically altered, unfamiliar, and unpredictable circumstances, 
combined with extraordinary levels of anxiety, change the dynamics 
and processes within the family unit, which, without support and 
intervention, may foreshadow a shift into a less functional system. 
Proper health care for the infant dictates provision of support and care 
for the parents during this time, along with a life-care plan based on 
an accurate assessment of family stresses, family processes and dynam-
ics, fi nances, coping mechanisms, extended family and community 
resources, and the ability to make future plans. The social worker is the 
logical choice as a communication liaison for the care team, an emo-
tional support for the family, and an investigator of the needed facts 
for developing a long-term care plan for both the child and family.

Reactions to Diagnosis

Full genetic confi rmation of Prader-Willi syndrome has only been avail-
able for the past decade. Prior to that time, diagnosis was suspected 
but often delayed until the emergence of hyperphagia and the accom-
panying obesity. Prior to confi rmatory genetics, the average age at 
diagnosis for those with a deletion was 6 years and for those with uni-
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parental disomy, 9 years.1 Many families who experienced such a diag-
nostic process reported that “having a name for it” was an enormous 
relief. In addition to having some framework for knowing what to 
expect, many parents said that fi nally having a diagnosis relieved an 
often unspoken fear and guilt that they had somehow caused or were 
causing the problem. At the same time, many reported experiencing an 
active grief process as they realized the unreality of another, often 
unspoken hope that eventually the problem would be named and 
fi xed.

By contrast, today when the profound hypotonia of affected new-
borns signals a genetic work-up, it is often followed by a confi rmed 
diagnosis while the infant is still in the special care nursery. Thus many 
families now must concurrently absorb and comprehend that their 
newborn “isn’t quite normal” and the implications of PWS. With rare 
exception, parents experience an acute stress associated with learning 
of the genetic abnormality. Each parent may silently wonder if they 
were somehow to blame; conversely, they may each (silently, it is 
hoped) blame the other. Whether the etiology is a deletion or unipa-
rental disomy, parents need to be regularly assured that there is nothing 
they did to cause the disorder, nor anything they could have done to 
prevent the disorder. Mother needs to hear that nothing she did (or 
didn’t do), drank (or didn’t drink), medications she took (or didn’t), or 
activities and exercises she engaged in (or didn’t) was causative.

Research indicates that, faced with extraordinary and overwhelming 
stress (earthquake, fi re, accident, birth of a child with disability), people 
respond in one of three predictable ways. Fifteen percent of the people 
can and do take positive action, 15% are emotionally paralyzed and 
unable to act, and 70% exhibit odd behavior. Even beginning the adjust-
ment to a diagnosis can take 9 to 12 months. Family members often 
experience the classic stages of grief, progressing from (1) shock and 
numbness to (2) yearning and searching, (3) disorientation and disor-
ganization, and (4) resolution, reorganization, and integration. But 
these stages are not accomplished in a vacuum; nor do parents have 
the luxury of coming to terms with their feelings before they must 
provide day-to-day care for their child, make decisions, and seek serv-
ices. Parents may take their baby home feeling anxious and unprepared 
to handle the special feeding techniques. Infants with PWS have a 
weak cry and little energy for crying, so a parent may be trying to 
provide for the infant’s needs in the absence of normal infant cues 
signaling hunger, distress, and discomfort. They may immediately face 
the need for understanding what early intervention services are 
required, how they are obtained, and fi nding the fi nancial resources for 
the services. Further, participating in multiple services can be time 
consuming. If a family was planning on, or needs, two incomes, life-
style adjustments may be needed. If the family already has other chil-
dren, their needs cannot be put on hold. Previously unresolved confl icts 
regarding child rearing and discipline will be exacerbated and magni-
fi ed under the stress, to the detriment of the family and marriage. 
Restrictions imposed by the syndrome often cause other family 
members to feel trapped and helpless, and emotional ties become dis-
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torted. Research documents that, without adequate support through 
this period, the level of reorganization may be fragile and insuffi cient 
to adequately meet the challenges facing the child and the family.

It is important at this point for the social worker to fully assess, 
monitor, and when necessary, intercede in family interaction patterns 
so that, over time, the resources and capacity of family members are 
not overtaxed to the point that parents doubt their capacity to fulfi ll 
their prescribed roles. If the previously developed habilitation and 
management plan provides inadequate support, the social worker 
must act as advocate for the family with the team, reconvening the 
necessary professionals to design a more comprehensive habilitation 
plan. At the same time, the social worker must establish and maintain 
an ongoing supportive relationship with the family so that he/she can 
act as a link to the team and community resources. In this role, he/she 
may review, reinforce, and where necessary, clarify team recommenda-
tions to the family and work to establish the necessary linkages in the 
community for obtaining needed services. Although most families 
reach grief resolution, several authors describe the chronic sorrow that 
can be found when families address this lifelong disorder and its 
consequences.4,5

In addition, many parents fi nd it helpful to connect with other 
parents. This can be done formally through the parent mentoring 
program of the PWSA (USA) or informally through state or local 
support groups or one of the Internet-based discussion groups. It is 
often recommended that parents avoid Internet groups until they are 
through some of the more vulnerable periods of grief and are more able 
to cognitively evaluate the validity of the information.

Moving Forward

As the intensity of the initial reactions lessens, parents can more pur-
posefully focus on integrating this child’s special needs into the daily 
fabric of family life. Early in their educational process, many parents 
will request as much information about the syndrome as possible, 
attempting to reach and absorb some understanding about PWS. Others 
simply want to know “what to do next,” perhaps acknowledging at 
some pre-conscious level that true understanding is illusive. There are 
inherent emotional traps in each request to which the social worker 
must remain alert. For the family requesting as much information as 
possible, the social worker needs to monitor the emotional impact of 
the information. The information presented must be factually and sen-
sitively presented. However, despite the request for information, for 
some families the trauma of learning about PWS may distort their 
ability to listen and absorb fact, creating a backlash of anger directed 
at what they perceive as insensitivity in the presentation of the facts. 
Questions such as, “Are you telling me that my child won’t be able to 
go to the same parish school that my other children have gone to? It’s 
the same one I went to,” indicate that the impact of this disorder in this 
family may reach into many sacred, well-loved areas whose constancy 
over time has always offered the family a sense of safety and stability. 
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Thus a tempered, yet realistic answer should be provided, indicating 
that we cannot yet predict the severity of this child’s learning defi cits, 
nor do we know how easily and extensively necessary modifi cations 
will be provided by the school. Further, it can be indicated that research 
is ongoing regarding the management of some of the more diffi cult 
areas of the syndrome, so that by the time this child reaches school age, 
school placement issues may be quite different from those currently 
encountered, and may or may not preclude attendance at any particu-
lar school.

By the same token, those who request, “Just tell me what to do next,” 
may be realistically relating that they wish to act appropriately based 
on what is now needed and will seek further guidance as the situation 
changes—a perfectly valid coping strategy. The team, however, must 
be alert for the family that is so overwhelmed that they need further 
supports and for the family that picks and chooses what is comfortable 
to hear, acting on what is convenient. In all instances, it is recom-
mended that written information be available to be taken home and 
reviewed.

Long-Term Family Concerns

Marital Relationship

The stressors of everyday life can greatly affect both general family 
functioning and specifi cally the ability of the family to adequately 
provide for their child with PWS. In addition, having a child with PWS 
places further stress on marriages. Harried schedules, work overload, 
fi nancial diffi culties, and other “external” precipitants of stress may be 
so overwhelming that they increase the need for social work interven-
tion. Within the family, the marital relationship is particularly vulner-
able to stress, even those relationships of longer duration. Frequently, 
marriages are in their early stages and spouses are learning how to rely 
on each other when their children are born. Areas of diffi culty and 
unresolved confl icts will be exacerbated at this time. Further, it is not 
unusual for each spouse to be at a different stage of absorbing and 
adjusting to the presence and implications of PWS. As a result, each 
spouse may be unable to respond to the emotional needs of the other. 
Early on, special feeding demands may limit access to qualifi ed baby-
sitters, so there is little or no time for private couple interactions. As 
the child gets older, potential behavior problems may continue limiting 
childcare options. The needs of other children add to these concerns. 
Both spouses may feel confused, angry, and trapped. Sometimes, the 
depth of frustration and unhappiness does not emerge for some time. 
As a result, expression of feelings toward their child and each other 
may be blunted or erratic, unpredictable, and even episodically vola-
tile. Van Lieshout et al.7 compared the impact of family stress on the 
marriage and on behavior of spouses toward the affected child in 
parents of children in three syndrome groups: Prader-Willi syndrome, 
fragile X syndrome, and Williams syndrome. In all groups, higher 
perceived family stress was related to more marital confl ict and less 
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parental consistency. However, parents of children with Prader-Willi 
syndrome more often expressed this stress as anger directed toward 
the child. This child-directed anger was not without consequence; in 
those families evidencing the highest parent anger toward the child, 
the child was noted to have a more negative personality and poor 
behavior when compared with those from families in which parental 
anger was less. These fi ndings extend the earlier fi ndings of Holmes 
and associates4 and Whitman,9 who demonstrated that if intervention 
is not carried out immediately after diagnosis and whenever problems 
arise, behavior problems are more likely to develop or compound. A 
high level of family confl ict acts as a predictor of behavior problems, 
reinforcing the need for social work intervention.

In addition, for most families, fi nancial concerns are ongoing until 
the child reaches age 18. Worries about payment of medical bills and 
the cost of other services (e.g., respite) can become overwhelming. To 
the extent that the marital relationship is strained, the energy each 
spouse expends on coping with those strains drains that available for 
dealing with their child(ren), and in those families coping with Prader-
Willi syndrome may be manifested by greater anger directed toward 
the affected child. Thus, the social worker should continually assess the 
status of the marital relationship, obtaining the appropriate interven-
tions as needed. This may be as simple as fi nding funding and trained 
respite providers to allow the couple some time alone, or as intense as 
providing couples therapy.

Parenting Issues

Many families are able to maintain a stable marital relationship, but 
fundamental differences in parenting styles serve as a constant source 
of confl ict. Clearly there are many “right ways” to parent. However, 
since children and adults with PWS have an extraordinary need for 
sameness and consistency, parenting style differences must be identi-
fi ed as early as possible and sensitively addressed to prevent later 
intractable behavior problems. Nutritional management remains a 
primary issue for affected individuals. How well food is managed has 
critical implications for all other areas of behavior management, yet it 
remains an area that parents often fi nd diffi cult to discuss. For example, 
even when parents are in perfect accord over the need for dietary vigi-
lance, particularly at home, they may be at odds over how to handle 
food-related behavioral incidents in public. Thus, while one parent 
may respond to an impending incident over a denied treat by prepar-
ing to leave a restaurant, the other may advocate giving in “just this 
once” in order “to avoid an incident here.” Such differences are quickly 
apparent to the affected child, who soon learns to manage his/her 
environment through bad behavior. Mutually acceptable methods for 
handling these differences need to be developed as soon as the differ-
ences arise. If the couple is unable to come to some decision rules on 
their own, counseling help should be sought.

Parents may also be in confl ict about the division of labor regarding 
nutritional and behavioral management, with one parent feeling bur-
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dened with too much responsibility while perceiving that the other is 
insuffi ciently so. Thus, if a child gains excess weight, one spouse often 
attacks the parenting style of the other, diverting attention from solving 
the problem of how to prevent further weight gain. Leaving such issues 
unresolved leads to families becoming dysfunctional, if they are not 
already so.

Even when there are no differences between parents regarding nutri-
tional management, defensiveness is a natural fi rst response when a 
child gains excess weight. Many families worry that the professional 
staff with whom they work will perceive them as “ bad parents.” Many 
express guilt that in “stealing a few moments for themselves,” they 
failed to lock a food storage area and found their child “indulging” vig-
orously. Over time, many families have developed a number of ways to 
cope with weight and behavior control issues. A survey of 293 parents/
guardians of children with PWS aged 25 years and younger identifi ed 
a number of strategies for coping with food and eating behaviors, and 
a second set of strategies for controlling access to food, as well as the 
strengths and weaknesses of each.2 The most consistently effective are 
listed in Table 18.1, while those that are often effective (given the right 
conditions) are listed in Table 18.2. The effectiveness of many strategies 
depended on family characteristics. For example, many respondents 

Table 18.1. Effective Strategies for Nutritional Management
 Respondents* Effectiveness Score**
Strategy (N) (Mean ± SD)

Lock away food 116 4.5 ± 0.9

Always supervise the child, particularly 143 4.2 ± 0.9
around food

Keep lots of low-energy foods on hand 125 4.2 ± 1.0
for snacks

Keep lots of low-fat foods on hand 120 4.2 ± 1.0
for snacks

Count kilocalories and have less energy 104 4.1 ± 1.1
at a meal to allow a snack later

Try to provide more nonfood-related 124 4.1 ± 1.1
rewards and treats

Give the child small portions 141 4.0 ± 1.0

Give other children treats when the 101 4.0 ± 1.1
child with Prader-Willi syndrome is
not around

Only have snacks when the child with 105 4.0 ± 1.1
Prader-Willi syndrome is not around

A special diet  85 4.0 ± 1.1
* Not all respondents rated every strategy; a total of 154 families provided ratings.
** Strategies were rated on a scale from 1 to 5, with 1 being least effective and 5 being most 
effective.
SD = standard deviation.
Source: Goldberg et al., “Coping with Prader-Willi syndrome,” Journal of the American Dietetic 
Association, 2002;102:537–542.2
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indicated that lack of effectiveness was related to (1) the time, energy, 
and stress involved in maintaining a strictly regimented diet; (2) other 
caregivers (such as school personnel) not understanding the importance 
of dietary restrictions and how to implement them; (3) diffi culty making 
appropriate food choices at restaurants and parties; (4) diffi culty limit-
ing access to food (a diffi culty that increased as the child got older); (5) 
the impact of limiting access on the other children and general family 
life; (6) a busy lifestyle; and (7) general diffi culties in managing behavior 
problems. A number of respondents highlighted the need for unwaver-
ing consistency of approach both between parents and across time. 
Thus, while the particular strategy that is effective may differ between 
families, the need for consistency is vital for all families.

Table 18.2. Moderately Effective Strategies for Nutritional 
Management
 Respondents* Effectiveness Score**
Strategy (N) (Mean + SD)

Keep snack food in your  94 3.9 ± 1.2
bedroom or other special
locked area

Only serve food from the  86 3.9 ± 1.2
kitchen, not from the table

Send special snacks to school 114 3.8 ± 1.2

Give the child half a portion, 109 3.8 ± 1.2
and let the child ask for
seconds

Keep strict meal times  91 3.8 ± 1.3

Everyone eats only low-fat and  76 3.6 ± 1.2
low-energy foods

Put food on smaller plates so  97 3.6 ± 1.2
that it looks like more

Discuss the menu before going 106 3.6 ± 1.3
to a restaurant

Keep limited amount of food  69 3.6 ± 1.4
in the house

Meet with caregivers and 141 3.5 ± 1.2
teachers to explain the
syndrome

Allow the child to be part of 103 3.5 ± 1.2
menu planning and
preparation, making him or
her aware of energy and fat
content
* Not all respondents rated every strategy; a total of 154 families provided ratings.
** Strategies were rated on a scale from 1 to 5, with 1 being least effective and 5 being 
most effective.
SD = standard deviation.
Data source: Goldberg et al., “Coping with Prader-Willi syndrome,” Journal of the 
American Dietetic Association, 2002;102:537–542.2
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Siblings

Perhaps no area of research is more neglected than the impact on, and 
adjustment of, siblings living in a family coping with PWS. When 
parents are obliged to constantly focus on the needs of the affected 
child, the risk for siblings having adjustment diffi culties, although not 
inevitable, is clearly increased. Anecdotal evidence suggests that sib-
lings of a child with Prader-Willi syndrome often have confl icting and 
confusing feelings about their brother or sister. They may be embar-
rassed by their abnormal eating behaviors and resent the need for 
controlling access to food. The constant risk of behavior problems in 
public, particularly around these issues, are a chronic source of stress 
and anxiety, frequently leading to a “Does he/she have to go?” query. 
Siblings often express reluctance to invite friends to their home, while 
at the same time indicating a lot of guilt associated with this reluctance. 
Jealousy at the attention given the affected child is often noted, along 
with a confl icting feeling of being glad they can “hide” and get away 
with doing what they want while the family is preoccupied with the 
affected sibling. Often siblings are pressured into parenting roles (e.g., 
“I have to run to the store; make sure he/she doesn’t get into the pantry 
while I’m gone”), given additional responsibilities, or forced to “grow 
up” too quickly. Even feelings of guilt that the sibling does not have 
food restrictions often emerge.

It is important to give siblings permission to express all feelings 
regarding their brother or sister and the syndrome. Parents may need 
to be taught how to encourage this expression, and how to hear them 
in a nonjudgmental way. Parents can model for their children by 
inviting them to medical or counseling appointments where the 
parents identify and talk about their own feelings. Attending siblings 
should be encouraged to ask questions; the tone of their questions 
can serve as a conduit for asking, “That makes me wonder if you are 
feeling  .  .  .  ,” and pave the way for the siblings to air concerns and 
feelings.

Younger siblings may wonder if they can “catch” Prader-Willi syn-
drome, while older siblings may worry about having a child of their 
own with PWS. Most geneticists encourage genetic counseling for the 
maturing adolescent so that all questions can be honestly and sensi-
tively answered.

Many adult siblings retrospectively report that they knew their 
family was different and had to be more careful about food, but they 
didn’t see it as “abnormal.” Research documents that many adult 
siblings feel they have developed a greater understanding and accep-
tance of differences and a sense of empathy for those who are 
disenfranchised.6

The Extended Family

Many families have extended family members from whom they usually 
get support. Grandparents, parents’ adult siblings, aunts, uncles, and 
even cousins often can be called on for child care, emotional support, 
and occasionally fi nancial relief. The extended family can also, unin-
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tentionally, become an additional source of stress. Many grandparents 
have stated, “You can keep him on a diet at home, but at my house it’s 
my grandparent’s right to give him what he wants!” In family systems 
that regularly or primarily socialize with and draw support from each 
other, a family meeting of all concerned should be convened as soon 
as possible after the diagnosis has been made. The purpose of this 
meeting is to insure that all members have the same information and 
are provided the opportunity to ask questions and to seek understand-
ing. Concerns about a recurrence risk in their own families can be 
addressed. The importance of controlling access to food, limiting intake, 
and establishing consistent behavioral approaches across environments 
can be underscored. The special pain of grandparents, both for their 
adult child who is the parent and their grandchild, can be aired and 
supported. Periodically, the social worker will need to inquire how 
these relationships are functioning and whether additional meetings 
are necessary.

Additional Major Concerns

Over time, the relationship of the social worker with the family is such 
that multiple additional concerns may be raised and addressed. Among 
these are behavior management, community resources, education, 
guardianship, and adult living and working arrangements. Since these 
areas are addressed at length elsewhere in this volume, they will be 
dealt with only briefl y here.

Behavior

In addition to nutritional management, behavior is the other major 
challenge for families, and one that increases as the affected individual 
gets older. It is important to identify and intervene in areas of concern 
as soon as they arise and before a self-reinforcing pattern is established. 
While consistency is the hallmark of behavior management, it must be 
remembered that the constant food vigilance and behavior manage-
ment needs of the child with PWS can drain family emotional and 
fi nancial resources. Families are often unable or reluctant to admit their 
exhaustion; it may, however, become evident in clinic visits when a 
family appears to ignore inappropriate behavior. Clinic staff may mis-
interpret this lack of response as chronic inadequate parenting and may 
respond to the family in ways that prevent a full understanding of the 
level of exhaustion. In addition, acting out and tantrums make families 
reluctant to go out in public or invite others to their home, encouraging 
isolation. The social worker needs to be alert to and acknowledge this 
exhaustion. Realistic recommendations for behavior management and 
additional family support may temporarily be needed to allow the 
family to regain suffi cient stability to deal adequately with the behavior 
diffi culties.
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Community Resources

The family’s need for community services will vary according to the 
age of the child and the services provided through federally mandated 
intervention programs. Across all ages, it is important for the child 
to have access to special recreation programs and social activities. 
Many younger children may want to access therapeutic horseback 
riding, dance, and gymnastics programs as a part of their physical 
therapy program. Older youngsters and adults may want to partici-
pate in sports activities through such programs as Special Olympics 
or attend specially designed summer camps. Social activities such as 
coed dances and movie outings are favorites of older adolescents and 
adults.

As previously indicated, all parents need an occasional break; there-
fore, local respite services are critical to how well families function. 
Parents of a child with PWS are chronically fatigued and stressed by 
the constant vigilance required and the demands of behavioral chal-
lenges. Unfortunately, respite is increasingly limited for parents of chil-
dren with special needs and even more so for those with PWS. Respite 
can take the form of a few hours, overnight, or even a period of days. 
When funded respite is unavailable, the social worker may want to 
help parents organize a parent-based respite cooperative. This serves 
not only the respite needs of parents, but also the need for several 
children with PWS to socialize in each others’ homes.

Education

All U.S. children with Prader-Willi syndrome are eligible for federally 
mandated early intervention programs, usually delivered through the 
local school district, although this varies by state and school district. 
Parents should be encouraged to enroll their children in such a program 
as soon as they receive a diagnosis. Physical and occupational therapy, 
speech and language services, and behavior interventions are available 
through these programs and should be instituted as soon as possible. 
In addition to specifi c therapies and activities, these programs are a 
source of support for parents. School personnel not familiar with PWS 
may call on the social worker to arrange an in-service training to famil-
iarize school staff with the syndrome and to answer questions regard-
ing management. A day care for children with special needs may also 
be needed at this age. Special education services through the Individu-
als with Disabilities Education Improvement Act (IDEA) serve the child 
from ages 3 through 21; Individualized Educational Plan (IEP) goals 
should anticipate and program for special services (see Chapter 11).

For adolescents, transitional planning should begin on entering high 
school. Issues center around job training and the transition from high 
school to a workshop or supported employment position. Transition 
planning should begin with prevocational and vocational planning 
during the fi rst years in a high school setting. Vocational service staff 
will need considerable education about the special aspects of PWS (see 
Chapters 13–15).
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Discussion regarding the ultimate possibility of alternative living 
arrangements should be raised at this time as well. Making the deci-
sion to allow the young adult with PWS to move out of the family 
home to another living arrangement is often a very diffi cult decision 
for the family, and one that may take considerable time to make. The 
social worker should gently bring up the subject regarding future 
living plans early with the family. The family should be encouraged 
to discuss their feelings and fears with regard to this. Many parents 
need time to absorb the fact that it is “normal” for young adults to 
move out of the family home, even a young adult with PWS. Feelings 
of relief and feelings of guilt at that relief are not uncommon, along 
with fear that the staff of the home won’t care for and about their 
child as well as the family does. Families will need assurance that the 
placement will provide complete control of food, constant supervision, 
and structured opportunities for social activities. The social worker 
will need to assist the family in contacting the local support person 
for alternative living arrangements. See Chapter 16 for more informa-
tion on residential services.

Guardianship and Wills

While all parents with children under age 18 should have wills, it 
becomes even more critical when there is a child with a disability. At 
this point the issue is not dispersal of fi nancial resources, if any; rather 
it is declaring who should assume guardianship of the child in the 
event that the parents become deceased. This requires a very open and 
intimate conversation with those being asked to assume that responsi-
bility. Often the social worker can help the family rehearse ways to 
approach this issue or can join the family during the conversation, sup-
porting them through some of the more emotionally diffi cult aspects 
such a discussion inevitably generates.

Guardianship and long-term fi nancial planning become issues 
as the young adult approaches age 18. The laws of each state vary 
but are usually readily accessible on the Internet. For both wills and 
the guardianship issues, the social worker can provide parents with 
basic information and direct them toward the appropriate legal 
resource.

Conclusion

When a child has PWS, in addition to the usual parenting concerns, the 
family faces a number of additional and often emotionally diffi cult 
issues requiring special information and services. The social worker is 
in a unique position to aid and support the family as they face the 
challenges and joys of parenting this child. Targeted social service 
intervention by the social worker can (1) help the family reestablish a 
working balance, while (2) providing education and guidance, and (3) 
providing support in obtaining and coordinating multiple medical and 
early intervention services for the affected child.
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A National Approach to Crisis 
Intervention and Advocacy
David A. Wyatt

Prader-Willi syndrome (PWS) often places great stress on the family 
and all persons who come into contact with the person with PWS. The 
Prader-Willi Syndrome Association (USA) national offi ce provides 
crisis intervention in the areas in which our member families often need 
advocacy and/or educational information to obtain the local support 
and assistance they need. Requests for this service come through e-
mails and telephone calls to a toll-free number. The Crisis Intervention 
Counselor and/or the Executive Director respond personally to these 
requests and with appropriate educational materials about the syn-
drome. A “crisis letter” that addresses the issue(s) at hand often accom-
panies a “crisis packet” containing the appropriate information. The 
Association maintains an account of the types of crisis calls received 
and reported the following summary of calls for one recent year:

36%—Legal and advocacy: court system, schools, insurers, Supplemen-
tal Security Income, etc.

17%—Residential placement cases
16%—Medical cases (other than morbid obesity)
11%—Sexuality issues in residential placement or school
10%—Behavior management in the home, school, or residential 

placement
10%—Morbid obesity

Following is a description of the various crisis issues that are 
presented by families with a child, adolescent, or adult with the 
syndrome.

Medical Crisis Issues

While parents initiate a majority of our medical crisis calls, the national 
PWSA offi ce also receives calls from physicians, nursing personnel, 
emergency room personnel, and intensive care units when they are in 
the process of treating a person with PWS because of medical issues 
related to the syndrome. These are usually critical emergencies. The 
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situation is exacerbated when the medical personnel are not familiar 
with PWS.

PWSA immediately sends acute medical information written for 
these situations, such as a general medical alert document or articles 
on respiratory concerns and anesthesia considerations. The informa-
tion is faxed or e-mailed directly to the nursing station and/or the 
attending physician. The national offi ce may notify one or more physi-
cians on the Scientifi c and Clinical Advisory Boards about the situation, 
then inform the medical staff on the scene that they can obtain a 
medical consultation from the physician who was contacted.

PWSA can often give input and get feedback from several expert 
sources, thanks to e-mail. The following is an e-mail sent to the medical 
boards. This case demonstrates how an individual with PWS is often 
affected in quite different ways, and with more complexity, than other 
patients because of the syndrome.

11-year-old girl, 4 foot 5 inches and 109 pounds. She had surgery for scoliosis 
January 29th. The surgery was uneventful, but she has had dramatic cognitive 
changes since then. She repeats things 60–100 times as if she does not remember 
just saying it, can barely hold a fork, drops things, thinks she sees people in 
the room that are not there, and is wetting herself. She is also sleeping a dra-
matic amount of time. She was on antibiotics, then off and is on again because 
they discovered Sunday she has pneumonia. No change while off and the only 
pain med she is taking is Tylenol. Her long-term memory appears to be still 
OK. She had a CT of the head, and an EEG. Nothing showed up. She cannot 
get an MRI right now due to all of the new hardware in her back. The only 
thing (besides the pneumonia) that shows up is a slightly elevated ammonia 
level. She went home from the hospital 5–6 days post surgery (they were 
hoping that the cognitive issues were the result of the anesthesia and would 
be temporary) and ending up back on Sunday due to the pneumonia, which 
seems to be responding to the antibiotics, but her cognitive functioning is no 
better.

Several members of the PWSA medical boards responded to this e-
mail with advice on further testing, and two agreed to consult with this 
girl’s physician. The consultations had two results: First, the medical 
treatment was modifi ed in addressing the pneumonia according to the 
consulting physician’s clinical experience with antibiotic medication 
and oxygen impairment in patients with PWS. Secondly, specifi c psy-
chotropic medications and dosages were given, again related to the 
clinical experience with individuals with PWS, and medication changes 
began to clear up her cognitive diffi culties.

Morbid obesity is always a threat for the person with PWS. When 
the obesity is leading to life-threatening medical problems, crisis 
intervention is needed to reverse the gaining of weight. The initial 
response to a call from the parents, who are aware and frightened 
that the eating is out of control, is to support them in instituting means 
of controlling food access. If this is already being done, the Crisis 
Counselor can help the parents solve the mystery of where the 
individual with PWS is obtaining food and support them in getting 
this source shut down. In some cases, it is more appropriate to 
assist the parents in getting the person with the syndrome into an 
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inpatient rehabilitation program, which is often successful in revers-
ing the most life-threatening weight gain and/or managing the 
most diffi cult behaviors (see Chapter 17). Often, the weight and 
be havior problems occur concurrently. The following case is a typical 
example:

Call from mother: Son, 16 yrs., 320 lbs. Just offi cially diagnosed with PWS. 
Hides food everywhere, e.g., under his pillow, bed, etc. Becoming aggressive 
towards her. Took out a knife and tried to hurt himself. Embarrassed about his 
small penis and his obesity. Others stare and point at him. He has no social life. 
He cried and said, “Momma, why am I like this? I don’t want to be this way.” 
Has diabetes and sleep apnea and is beginning to demonstrate right-sided 
heart failure.

Education Issues

Often, major problems arise when the child with PWS begins his/her 
educational program, even as early as preschool. One issue is obtain-
ing an Individualized Education Plan (IEP) that is appropriate for 
the person with PWS. An IEP meeting can seem overwhelming and 
intimidating to the parents without experience or thorough prepara-
tion. Parents are encouraged to go to the Internet and locate NICHCY 
(www.nichcy.org), a federally-funded information clearinghouse on 
disabilities. NICHCY has abundant information on the Individuals 
with Disabilities Education Act (IDEA), the U.S. federal law governing 
public schools in the area of programming for persons with disabilities. 
They also have information about the IEP process. The national PWSA 
offi ce can provide parents with educational materials to help prepare 
them for the IEP meeting and, perhaps, put them in touch with other 
parents of children with PWS who have had successful IEP results.

One area of the IEP that can cause parents consternation is that of 
requesting a one-on-one aide to assist the child with PWS. When the 
child’s eruptive behavior is interrupting the educational process and 
the school’s response is suspension or expulsion, an experienced aide 
can often defuse the environment. An aide is also needed when the 
child with PWS is a serious food forager. This request is often met with 
resistance because of the added expense for the school and school dis-
trict. The national PWSA offi ce has been successful in assisting parents 
to obtain this aide through the crisis packet and a letter from the Execu-
tive Director that points out that the expense of not providing an aide 
can far exceed the expenditure of having one.

Another problem area of the IEP is in the development of a behav-
ioral plan that is appropriate for a person with PWS. Children with 
PWS usually have diffi culty in meeting the requirements of a classroom 
because of the effects of their syndrome. They may disrupt a class by 
having a “meltdown” because of their lack of emotional control. Often, 
the response to this behavior is based on a false assumption that the 
child with PWS has a control mechanism or can learn to gain control 
by receiving a consequence such as a threatened suspension. Another 
typical behavior exhibited may be called “stubbornness.” This may 
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play out as being oppositional, sitting down, refusing to move, or 
throwing something. This often occurs because people with PWS have 
diffi culty identifying priorities. When they are confronted with stimuli 
from several different sources, it is diffi cult for them to prioritize or 
sort out the major from minor issues. This produces anxiety and confu-
sion that leads to the behavior.

To assist the administrative staff and the teacher to understand the 
syndrome and offer suggestions for addressing the various behaviors 
that may be occurring, the national offi ce provides written material, 
audiotapes, and videos that give insight and facts about PWS. When 
this approach does not help, the Crisis Counselor can contact an ex-
perienced advocate in the area to go with the parents to the next IEP 
meeting. If this is not possible, or does not succeed in establishing an 
appropriate IEP for behavior, PWSA (USA) can provide, through a 
grant, an educational consultant who is experienced with persons who 
have PWS. This person usually talks with the school representatives 
and the parents by telephone to obtain a clear picture of the major 
issues. This is typically followed by a “speaker phone” conference in 
which the parents, school personnel, and the educational consultant 
work toward a suitable behavioral and food control plan.

Legal Issues at School

In the U.S., most children with disabilities are now integrated into 
regular schools. At the same time, due to the rash of school shootings 
by students, there is now a “zero tolerance” discipline policy in many 
schools, which also includes disruptive behavior in general. This is 
creating many problems for our children with PWS. Placement in a 
mainstream class brings a faster pace of learning and higher expecta-
tions, which heighten the pressure and performance anxiety. It is also 
much more diffi cult to write a behavior management program into the 
IEP that is practical for school staff to implement. The response on the 
part of the school is now weighted toward longer suspensions and, if 
the behavior continues, may lead to expulsion. Reports of arrest for 
stealing food, hitting teachers, or destroying property are not uncom-
mon. In one case, for example, a teacher fi led sexual battery charges 
against a 9-year-old child with PWS because he grabbed her breast. In 
another case, a 10-year-old with PWS was taken to jail in handcuffs for 
kicking a teacher during a tantrum. And, of course, there are the many, 
many cases where students are suspended from school for taking food 
from the lunchroom, from other students’ lunch boxes, or from the 
teacher’s desk.

If an IEP does not have an appropriate behavioral plan for the child 
with PWS, it increases the likelihood of legal problems. The scenario 
may be that when the student with PWS has a “meltdown” the school 
calls the local police department. Then the child kicks the police offi cer! 
The person with PWS might be placed in handcuffs and taken to jail. 
We have known children as young as 7 years old being subjected to 
this procedure. Criminal charges may be consequently fi led because of 
the destruction of property or physical assault. The PWSA Crisis Coun-
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selor will respond to this incident, when contacted by the parents or 
the school, with a telephone call to the law enforcement representative 
or a crisis letter addressed to the defense attorney, or to the court if 
there is a scheduled hearing of the case, and a crisis information packet. 
If the incident does not go to court, the option to return to writing an 
appropriate IEP is usually productive.

There have been a few occasions when the school staff person who 
has been struck by the person with PWS fi les an assault and battery 
charge. There have also been instances in which a sexual assault charge 
is fi led because the person with PWS has touched an adult or another 
student in an inappropriate place. None of these cases was pursued 
after PWSA (USA) responded with calls, educational materials, and a 
crisis letter.

In PWSA’s experience, these cases can be resolved out of court, 
and both the parents and the school can work for a more suitable 
response. Everyone must be made aware that the individual with PWS 
may be driven by the insatiable appetite and may not have the usual 
mechanisms to exercise control over their eating and emotions. It is 
always emphasized that individuals with PWS usually do not have 
the ability to stop anti-social behavior by themselves, but with 
assistance, they can be helped to learn socially acceptable means of 
dealing with the classroom stress. For further discussion of school dis-
cipline issues, from the perspective of an educational consultant, see 
Chapter 20.

Legal Issues in the Public Arena

On rare occasions, crisis support may be needed because the young 
adult or adult with PWS may get into a major legal situation related to 
sexual behavior. Court cases are complicated because the adult with 
PWS may appear to know the difference between right and wrong 
sexual behavior. The prosecution usually believes that the individual 
is competent to stand trial and is often not willing to consider leniency 
due to mental and social capacity. This results in a long, drawn-out 
legal process and months of agonizing worry for the adult with PWS 
and his/her family. To date, all of these cases have eventually been 
dismissed and the records expunged. See Chapter 21 for further discus-
sion of sexuality issues.

Young adults with PWS can also be charged with theft. This occurs 
when they have tried to walk out of a store with merchandise that has 
not been paid for or have eaten food merchandise in the store. In these 
instances, the national offi ce has been able to intercede with crisis 
intervention, resulting in the charges being dropped and an equitable 
resolution obtained. A recent example was a 21-year-old male with 
PWS who entered a clothing store, picked up two shirts at the back of 
the store, and brought them to the cashier. He explained they were gifts 
and he wanted to return them and get a refund. His plan was that he 
could then use the money for food. The clerk refused since there was 
no receipt and called the police. A charge of shoplifting was fi led. The 
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case was dropped after the prosecuting attorney received a crisis letter 
and information packet from PWSA (USA).

Supported Living Issues

The national crisis intervention program can also be helpful at a time 
when the family of an individual with PWS is desperate to fi nd either 
residential services or a rehabilitation facility. The national offi ce keeps 
contact with group homes and other facilities that are designed to 
provide a safe environment for persons with PWS. National offi ce staff 
have written letters about the individual and the syndrome that have 
assisted families to obtain funding necessary for an appropriate place-
ment, where the individual with PWS can live a happy and successful 
life within the parameters of the syndrome.

What has become a major dilemma in residential placement is: What 
is the least restrictive environment for an individual with PWS? 
Consider the following:

• Under age 18—parents can be charged with neglect for allowing a 
child with PWS to become so obese that it is a life-threatening 
situation.

• Over age 18—a judge can rule that a person with PWS can have the 
right to unrestricted access to food.

• Mixed supportive living homes in the United States often cannot lock 
up food due to the rights of other clients in the home who do not 
have PWS.

PWSA’s position is that the least restrictive environment for a 
person with Prader-Willi syndrome is a home with restricted food 
access. The rationale is clear:

• It frees their mind from the constant striving to secure food.
• If everyone in the home has the same restrictions, they now feel more 

“normal” and less singled out, which reduces frustration. Less frus-
tration equals fewer behavior problems.

• An extremely obese body with related health problems is very 
restrictive!

• Would you hand a person who is suicidal a gun? Food will kill our 
children and adults with PWS just as assuredly as a gun.

• The children’s right to life is more essential than their right to free 
access to food.

The following case is an example of how complex some of the prob-
lems can be:

A young woman called in urgent crisis. Her sister with PWS weighs 346 lbs., 
is 37 years old and 5’2” tall. She was in a respite program but now is in the 
hospital. The case manager is skeptical of the PWS diagnosis, although she 
tested positive for PWS. The agency stated, “She has the right of unrestricted 
access to food.” Her sister stated, “Her ‘rights’ are killing her.” In a series of 
calls over the next 6 months, the sister reported that the case manager manipu-
lates her sister and is making up charges of abuse against their mother. The 
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sister with PWS has been in and out of the hospital. In May, she weighed 
440 lbs., having gained 140 lbs. in 2 months in a placement. She now has a tra-
cheotomy. Sister stated, “It’s out of my hands and I have to watch it happen. 
It is really horrible.” In July, her sister was in the hospital on a ventilator. Crisis 
packets, referrals, and counseling were provided to the family, hospital person-
nel, and physicians.

Advocacy for Services

Children with the syndrome are eligible for various services offered at 
the local level by national and state governments or their designees. 
When the child is diagnosed with PWS, it is important to obtain the 
assistance of a speech therapist, occupational therapist, and physical 
therapist to intervene in the area of low muscle tone, or hypotonia. A 
majority of the states offer these services through a local ARC organiza-
tion or through the state Division of Disabilities/Mental Retardation. 
Usually it is not a problem to establish eligibility for these services, but 
in some cases services are denied. However, if the service is denied, 
it is always possible to appeal this decision. When making an appeal, 
the resources of the national PWSA offi ce can often be very helpful 
in resolving the issue and gaining the services. A call from the Crisis 
Counselor to the agency social worker or administrator can provide 
that person with the information they need to qualify the applicant. In 
most instances, a letter and a crisis packet are also sent to the agency, 
often through the family making the application, and this provides 
specifi c details about PWS and the reasons the child is eligible for the 
services requested.

There have been instances in which the services have been provided 
in a timely manner, yet when an evaluation of the results occurs, usually 
at the age of 3 or 4 years, the agency proposes to stop the services 
because the child is doing so well. Families have been successful in 
achieving the continuance of these services after the agency receives 
appropriate educational materials and their knowledge of the syn-
drome is broadened.

Supplemental Security Income (SSI) is available to persons with 
qualifying disabilities who have income and resources that do not 
exceed certain limits set by the U.S. Social Security Administration. 
This usually means that the person with PWS who qualifi es for SSI 
payments is also eligible to receive Medicaid or a similar state medical 
insurance coverage. Sometimes the national PWSA offi ce assists in 
an SSI appeal because this is another instance where benefi ts have 
been denied because the person with PWS is not offi cially “mentally 
retarded”; that is, their IQ is 70 or above. To win an appeal, one 
must demonstrate that PWS is lifelong and very debilitating. A family 
with a young person with PWS should obtain information about these 
services even if they feel that they are not fi nancially eligible. When 
the child reaches the age of 18, the income used for evaluation of eli-
gibility is based on the individual’s income only and not the family’s 
income. See Appendix D for further guidance on SSI application and 
appeal.
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Other organizations can sometimes provide assistance to families of 
children with PWS, such as special equipment that may be needed. The 
Shriners’ Hospitals have been helpful in providing medical care for 
orthopedic issues, and the March of Dimes, Elks, Kiwanis, and other 
service organizations have assisted with equipment and other specifi c 
needs.

Conclusion

The PWSA (USA) Crisis Intervention Program began in January 2001, 
thanks to a 5-year grant from the Alterman Family Foundation. It has 
become an invaluable service to hundreds of PWS families and profes-
sionals, as refl ected in the following quotes:

• “I called the PWSA offi ce today. They are sending me information 
and a video. The counselor was very helpful with issues about 
guardianship and educating the school staff. I feel a little bit better; 
actually it’s unbelievable, and I am overwhelmed. Looks like there 
may be a light at the end of the tunnel after all.”

• “First of all, I can’t thank you enough. Your work in helping me deal 
with this matter—or shall I say, nightmare—has been so supportive 
and informative, even at times when I just wanted to give up.”

• “Thank you so very much for your recent letters and information 
you sent on behalf of our daughter and our SSI ‘battle.’ They were 
very nice and hopefully will make our problems with the SS Admin-
istration go away.”

• “We would like to thank all of you for the time and assistance you 
offered us to achieve our goal of getting our son appropriately 
placed. We will always remember you in our thoughts and 
prayers.”

• “Thank you so much for your letter. It helped more than you could 
know.”

• “Thank you so much for the excellent material you sent me recently. 
It was a great help to us and to the judge who was hearing our 
case.”



20
Advocacy Issues: School Discipline 
and Expulsion
Barbara J. Goff

Editor’s note: Barbara J. Goff is a disabilities consultant specializing in Prader-
Willi syndrome. The following information is based on Dr. Goff’s personal 
experience in advocating for appropriate educational services and placement 
for students with PWS.

Sara was 7 years old when I received a call from her mom. It seems 
Sara had been receiving home-bound instruction for the previous 6 
months as a result of disciplinary action taken in response to her class-
room behaviors. These behaviors included: wetting herself; throwing 
objects; property destruction; removing socks, shoes, and other cloth-
ing; engaging in self-injurious behavior (SIB); and demonstrating 
aggressive behavior toward her classmates. In the meantime, the school 
was seeking an appropriate alternate placement. Sara’s parents felt that 
the placement that was identifi ed and recommended was not at all 
suitable for their daughter. Mom had appealed the decision and called 
to ask if I could assist her, as an expert in PWS, in formally assessing 
the proposed alternative and make recommendations to the district as 
to the most appropriate placement. At this point, the family had 
engaged a lawyer with whom I began to work.

Sam was 14 years old when I received a call from his school. He 
had been receiving home-bound instruction for the previous 6 months 
following several acts of aggression toward school personnel and 
attempting to leave school grounds. The school had made a few 
recommendations which were unacceptable to Sam’s parents. The next 
step was mediation or a due process hearing. In an effort to avoid 
that and to maintain a good working relationship, Sam’s parents 
agreed to have the school engage me as an expert in PWS to review 
the options presented and make recommendations for an appropriate 
educational program.

448
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Introduction

The Individuals with Disabilities Education Act (IDEA, Public Law 
101–476, 1990; amended 1997, 2004) appears to be straightforward 
regarding the rights of students with disabilities to a free and appropri-
ate public education and the provisions of multiple necessary supports 
to enable that education. For many students with disabilities, the 
process works smoothly and allows the student to optimally achieve 
his/her educational goals. Not infrequently, however, families of stu-
dents with Prader-Willi syndrome (PWS) report far more diffi culty 
obtaining necessary supports and services for their child than a reading 
of the law would suggest. This is particularly true when the student is 
demonstrating challenging behaviors in the classroom. Many families 
indicate an apparent unwillingness on the part of school personnel to 
understand the behavioral triggers and to modify the program in order 
to minimize the occurrence of those triggers. They often feel that, 
instead, the school employs ineffective and academically counterpro-
ductive disciplinary actions. Some parents go so far as to suggest a 
purposeful inducement of these behaviors in order to effect a change 
in placement.

On the other hand, school personnel frequently report that, in spite 
of their best efforts, the student with PWS has become far too disrup-
tive and/or aggressive to be managed in the current placement. In 
some cases, the school feels that the student is putting him/herself and 
others in a potentially harmful situation. For example, the student may 
be throwing objects and/or hitting others or running out of the school 
building into busy roads. All too often, the school’s management of 
these behaviors is not rooted in a thorough understanding of the syn-
drome, and comprehensive training and additional supports are 
needed. However, some schools simply do not have the resources to 
appropriately and safely serve such a student in the present setting and 
seek alternative, more protective settings.

This chapter reviews a number of typical scenarios reported by 
parents and school personnel along with options under IDEA for 
improving the educational environment for students with Prader-Willi 
syndrome.

Causes and Process for Disciplinary Actions and 
Alternate Placement

The national offi ce of PWSA (USA) received 35 calls during a recent 
year from families regarding disciplinary actions (up to and including 
alternate placements) being taken against their children. The reasons 
for such actions included property destruction, food stealing, dis-
ruption of the class, hitting other students, and physically abusing 
personnel.

In most cases, the events that elicited the aggressive acts resulting in 
expulsion from the placement related directly to characteristics of PWS 
and, as such, were largely preventable. Following are some examples:
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• A male teen was told that he couldn’t go on a particular fi eld trip as 
a consequence of recent unacceptable behavior. The fi eld trip 
involved a picnic lunch. Upon receiving this news the young man 
had an outburst culminating in grabbing the phone out of the teach-
er’s hand and attempting, with some success, to hit her with it as 
she was calling for assistance. While no serious physical harm 
resulted, the teacher was quite upset with the severity of the stu-
dent’s reaction and pressed charges. Those familiar with people with 
PWS would have predicted such an extreme response to that which 
amounts to the taking away of food and would have handled the 
situation differently.

• A paraprofessional kept insisting that a student with PWS “hurry 
up” and put an (unfi nished) worksheet away and move on to the 
next class. The child with PWS ripped up his paper, screamed at the 
paraprofessional, and stormed out of the room.

• A teacher failed to reassure a child who was obsessing about an 
upcoming event. The child continuously interrupted the class to 
repeat her concern and, given an inadequate response, she left the 
classroom and marched directly to the counselor’s offi ce where she 
insisted on using the phone to call her mother to get the reassurance 
she needed.

In analyzing the specifi cs of the reports on disciplinary action made 
to the PWSA (USA) offi ce, some interesting patterns emerge. First, there 
appears to be no relationship between gender and disciplinary action 
in general in terms of students with PWS; however, males were more 
likely to be expelled from their current school-based program and be 
recommended for alternate placements. In most cases the precipitating 
events involved acts of aggression. In 7 cases of alternate placements 
reported to PWSA (USA) in one year, 5 involved physical aggression 
toward a teacher, paraprofessional, or administrator; 1 involved an act 
of inappropriate touching of a teacher; and 1 had to do with possession 
of drugs on school grounds. All of the perpetrators were male, ranging 
from 12 to 18 years of age.

Being in a separate special education class does not appear to have 
preventive or protective value with regard to recommendations for 
alternate placements. Six of the 7 students expelled were full-time par-
ticipants in special education classes, with 1 participating in both 
special education and general education classes.

There was no discernable pattern with regard to cognitive ability, 
which isn’t surprising since the majority of students with PWS fall into 
the mild mental retardation range. While the grade level at which such 
serious action is taken is typically in middle or high school, even very 
young children have been recommended for alternate placements, as 
Sara’s story indicates.

There does appear to be a pattern in the target of the students’ trans-
gressions. In all cases of alternative placements, school personnel—not 
other students—were the targets of aggression. These data suggest, and 
experts in the fi eld have observed, that the teacher or other adult per-
sonnel are most often the source of frustration. Hence, the notion that 
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the student with PWS will hurt other children may be unfounded in 
many instances. This can be seen as a positive. Most parents can easily 
understand another parent’s concern that their child is being assaulted 
or bullied in school and would be hard put to defend such behavior. 
However, where the target of aggression is a professional adult, there 
is hope and opportunity for prevention.

The typical story goes something like this: The child has engaged in 
a series of disruptive incidents over time and/or has engaged in a life-
threatening behavior towards self or others. Some examples of disrup-
tive behavior include consistent refusal to complete assignments; 
sleeping through classes; refusal to transition; routinely interrupting 
the teacher or other students; severe skin picking requiring interven-
tion; periods of screaming, yelling, or crying; and frequently leaving 
the classroom to address some concern or to escape the situation. 
Examples of life-threatening behavior include physical aggression 
directed toward teachers or students, repeated attempts to leave the 
school building and grounds, and placing oneself in dangerous situa-
tions such as heavy traffi c or unstable neighborhoods.

What is important for parents to understand is that schools may 
discipline but not totally expel (cease providing educational services in 
any setting) a student if the student’s unacceptable behavior was a 
“manifestation” of the student’s disability. This is often the case for 
children with PWS who have disciplinary problems at school. However, 
students with disabilities can be disciplined in the same manner as 
nondisabled students if their behaviors are not disability-related.

Whether a child with PWS is suspended or expelled from the school 
site, he/she is still entitled to a free and appropriate education under 
IDEA.

Suspension

Suspension from school can be used as a disciplinary measure for up 
to 10 days per school year before the school is required to provide an 
alternative academic program to a student with disabilities. This is 
justifi ed as a “cooling off” period. Longer-term suspension or removal 
to an interim alternative education setting for more than 10 days (but 
not more than 45 school days) can occur when the child has carried a 
weapon to school, possesses or uses illegal drugs, has “infl icted serious 
bodily injury” on another person, or if remaining in the current place-
ment presents a substantial likelihood that injury will result to the child 
or others (the latter requires approval by a hearing offi cer).

Should a long-term suspension or change in placement be recom-
mended by the school, there must be a meeting to determine whether 
the behavior that led to the suspension is a manifestation of the student’s 
disability or the “direct result” of the school’s failure to implement the 
IEP. IDEA requires that a “manifestation deter mination review” hearing 
be held within 10 school days of any decision to change the placement 
of a child with a disability because of conduct violations. The Manifes-
tation Review Team typically consists of the members of the Individual-
ized Education Program (IEP) team and “other qualifi ed personnel.”
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In the case of Prader-Willi syndrome, “other qualifi ed personnel” 
may include an expert in Prader-Willi syndrome—someone who can 
review the records, observe the child, conduct interviews, and make a 
determination as to whether or not the cause for suspension was a 
result of the child’s having PWS. Parents may want to consider contact-
ing an educational advocate as well to assist them in understanding 
the laws and process related to a manifestation hearing. Parents do 
have the right to appeal the decision of the Manifestation Review Team, 
during which time the child remains in his present placement unless 
other options are agreed upon by the school and family. (Exceptions 
to this include removal for behaviors involving weapons or illegal 
drugs on school grounds, and those resulting in “serious bodily injury” 
to another person or substantially likely to cause injury to self or 
others.)

Assessment and Behavior Plans

When a student is subject to any kind of discipline beyond the short-
term (up to 10 days) suspension, the school must conduct an assess-
ment and develop a plan to address the student’s behavior. Such an 
assessment is referred to as a functional behavioral assessment (FBA), 
with the plan referred to as a behavioral intervention plan. If none 
existed prior to the disciplinary action, the IEP team must act immedi-
ately (within 10 school days). If an FBA was done previously and a 
behavioral plan exists, the IEP team must review and modify it as 
appropriate to address the behavior.

In either case, an expert in Prader-Willi syndrome may be useful in 
assisting the school personnel in understanding the functions of the 
child’s behaviors, which may not be easily identifi able but are intrinsic 
to the nature of the disability.

It is highly unlikely that a school would attempt to expel a student 
with PWS from receiving educational services altogether, but it is quite 
common for a school to recommend alternate placements.

Parents’ Right to Due Process

Following any decisions by the school regarding a child’s identifi ca-
tion, evaluation, placement, or other provisions of a free appropriate 
public education for children with disabilities, the parent has the right 
to appeal. The parents or their attorney may fi le a complaint against 
their state education agency (SEA) or their local education agency 
(LEA), specifi cally stating the reason for such action. Prior to a due 
process hearing regarding the complaint, the SEA must allow the 
parents and the SEA or LEA to resolve their disputes through media-
tion. This is a desirable option as it avoids the cost and time of a court 
trial and may serve to improve communication between parties. Gener-
ally, when cases make their way to the courtroom, the relationship 
between the school and the family has suffered a great deal of damage, 
with the ultimate victim being the student.

If mediation is unsuccessful, the parents can pursue their complaint 
through an “impartial due process hearing” conducted by the SEA or 



 Chapter 20 Advocacy Issues: School Discipline and Expulsion  453

LEA. The participants in the hearing would include an impartial 
hearing offi cer, representatives from the LEA, the parents or guardians, 
attorneys for either party, if desired, and any individuals with special 
knowledge regarding children with disabilities who can present evi-
dence or opinion pertinent to the case (e.g., an expert in Prader-Willi 
syndrome). Parents can continue the appeal process up to the federal 
court level, if necessary.

Alternate Placements

Generally, the process of alternate placement begins with the student 
persisting in low levels of unacceptable behavior, such as work refusal, 
speaking out of turn, perseverating, skin picking, etc. Meetings are 
held, recommendations made, consultants called in, and behavior plans 
developed; yet the behaviors persist, perhaps even worsen. Finally the 
child engages in some kind of aggressive or otherwise dangerous 
behavior that becomes the “last straw.” The child is suspended indefi -
nitely, provided with approximately 2 hours per day of home-bound 
instruction and any special services identifi ed in his/her IEP. During 
this period, the school investigates more appropriate placement options 
and parents become increasingly frantic.

When PWS specialists become involved in such situations, it is 
usually because the school recommended a program that is unaccept-
able to the family. This is what occurred with Sara and Sam (see begin-
ning of this chapter). In both cases, as the Prader-Willi syndrome 
expert involved, I agreed with the parents (although this may not 
always be the case). Typically, the alternative placements recom-
mended are special schools for children with severe behavior prob-
lems. The intent of these schools is to teach the child how to control 
his/her behaviors so that he/she may return to a public school place-
ment. These programs may have moderate success for children diag-
nosed with emotional and behavioral disorders. However, it is certain 
that children with Prader-Willi syndrome do not respond to the behav-
ior modifi cation programs these schools utilize. While the programs 
are in place, there may be behavioral improvement, but these changes 
are not internalized as part of a permanent behavioral repertoire. 
When the program is withdrawn, the characteristic behaviors of PWS 
return.

One young man with PWS was in a residential school program 
where aversive therapy was used. The therapy included electric shocks, 
noxious odors, irritating sounds, water sprayed in the face, and other 
aversive consequences to reduce or eliminate undesirable behaviors. 
The students at this school typically exhibited severe aggression and/
or severe self-injurious behavior (SIB) over time. The school accepted 
only those students for whom every other effort at behavior change 
had failed. The targeted behaviors for the young man with PWS 
included lying, food seeking, and skin picking. The records indicate 
that he did demonstrate improvement during his stay at the school; 
however when he was transferred to a group home for individuals 
with PWS, all of the targeted behaviors returned with just as much 
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frequency and intensity (if not more) as existed prior to the use of 
aversive therapy.

Are the school districts being negligent or punitive in making these 
recommendations? I don’t believe so. What I fi nd to be the case is that 
school personnel simply do not understand the syndrome and view 
the student as a child with an eating disorder and behavior problems. 
Subsequently, they seek out the best programs serving children with 
similar characteristics. The professional staff at these special schools 
may be excellent and well-meaning in their willingness to work with 
children with PWS, but they lack an accurate understanding of the 
syndrome.

Indeed, every effort had been made to maintain Sara and Sam in their 
current public school placements, including employing consulting psy-
chologists to develop a functional behavioral assessment and behavior 
plan, increasing staff support, decreasing the length of the school day, 
and a myriad of other unsuccessful efforts. The missing ingredient was 
the failure to engage the services of someone with an expertise in PWS, 
both to train personnel and to consult. Most parents do a fabulous job 
at working with their school staff and providing any information 
available, but they may be less able to articulate broader concerns that 
affect the educational experience of a child with PWS.

Making the Best Decision for the Child

So, what now? What happens when the parents and the PWS specialist 
agree that the options presented are inappropriate? Where will the 
child be educated? What can the school and family agree upon?

Some schools are eager to provide the most appropriate education 
for the child with PWS, no matter what it takes. That was the case with 
Sam. With school personnel, family, and the PWS specialist working 
closely together, a carefully crafted program housed within the school 
itself was created. They have made a commitment to pursue special-
ized training in Prader-Willi syndrome in order to ensure the success 
of this young man.

For Sara, and many other children, an alternative setting was and is 
a reasonable option and should be pursued. It may be that the child’s 
current placement team has lost enthusiasm and commitment for 
working with the child and it would be better to let go, as was true for 
Sara. However, schools designed to serve children with severe behavior 
problems with the goal of returning the child to his/her previous 
setting usually are not the answer. Both the school and family need to 
look at programs within public schools that can provide the academic 
and behavioral supports needed and have staff who are willing to be 
trained in Prader-Willi syndrome. Where such programs do not exist, 
alternative schools designed for children with severe learning disabili-
ties may be the right choice. These children tend to have concomitant 
behavior problems which the school personnel are trained to under-
stand and address. And since they are not schools specifi cally designed 
for children with behavior disorders, their approaches to behavior 
management are often more individualized and fl exible.
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Eventually, Sara was placed in a school for children with special 
needs and fl ourished. She still exhibits many of the behaviors that 
caused the transfer in the fi rst place, but they are managed quite dif-
ferently and are much less frequent and intense as a result. For the fi rst 
time, Sara is experiencing success, a sense of community, and a feeling 
of safety. She looks forward to school and works diligently at being a 
well-rounded student. This same experience holds true for many other 
students with PWS who exit inclusive, or even self-contained, pro-
grams in public schools and fi nd themselves in schools for children 
with a variety of learning problems.

While inclusion is the educational philosophy of today, and right-
fully so, some children fi nd it extremely diffi cult to negotiate all 
the demands of a public school setting, even with special supports 
and services. Not all children with Prader-Willi syndrome are alike 
and require identical programs. Not all children can handle the 
emotional experience of being so different from their classmates. 
On the other hand, some are successful in inclusion classes through-
out their school career and wouldn’t have had it any other way. 
Others do fi ne for the fi rst several years of schooling and then signs 
of unhappiness, perhaps regression, on the part of the child (and 
the teachers) begin to appear. This typically starts in third or fourth 
grade, when the academic and social gaps between the child with 
Prader-Willi syndrome and those without disabilities widens 
dramatically.

If a school cannot create a positive and effective learning environ-
ment for a child, for whatever reasons, it may be time to look elsewhere 
and/or create something that does not yet exist.

Recommendations and Conclusion

Preventing disciplinary action for a student with PWS necessitates the 
good faith of all concerned: parents, teachers, administrators, clinicians 
and anyone else involved in the student’s education. Many of these 
youngsters go through school with only minor bumps along the way, 
while others seem to encounter major obstacles at every turn. For these 
students, specifi c attention must be paid to the unique characteristics 
of PWS and how they interact with the learning environment. Where 
parents and professionals choose to collaborate in good faith, there are 
amazing outcomes.

For those who are parents, here are some tips for developing effective 
partnerships with school personnel so that disciplinary action may be 
prevented:

• Genuinely try to connect with the educators to help them in getting 
to know your child.

• Be a proactive participant on your child’s team.
• Be an advocate for your child and the school.
• Validate the teacher’s efforts; send written compliments with copies 

to their administrators.
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• Ask the teacher when (daily, weekly, afternoons, evenings) and 
how (notes, phone calls, e-mail, personal visits) he/she would like 
to communicate.

• Volunteer to provide supervision on fi eld trips to ensure that your 
child can successfully participate.

• Communicate, collaborate, and coach—even compromise—instead 
of criticizing and complaining.

• Pay attention to the early warning signs of discontent, either from 
the teachers, school, or your child.

• Assist in developing behavior management strategies that work for 
your child; clearly identify those that do not.

• Recommend specialized training (in addition to the training 
and materials you routinely provide) for personnel involved with 
your child before negative feelings and attitudes develop. (The 
national offi ce of PWSA-USA can assist you in locating qualifi ed 
consultant/trainers.)

• Search your school district for alternative programs and visit them. 
Should the school decide that they can no longer serve your child in 
the current setting, they will tell you what they believe to be an 
appropriate alternative—not necessarily apprise you of all the pro-
grams that are available. Consider out-of-district placements if the 
distance is not prohibitive.

Finally, you may need the help of an educational advocate, attorney, 
and/or education specialist in PWS if you decide to appeal any deci-
sions the school has made. Educational advocates are very helpful in 
interpreting laws and ensuring that you are aware of your rights as a 
parent. Attorneys with a specialty in education and disability law can 
direct the appeal process in the most benefi cial manner. Education 
specialists with an expertise in PWS can provide testimony and recom-
mendations regarding the syndrome in general and your child in par-
ticular with regard to the most appropriate programs and services.

As the parent, you are vulnerable and should not expect yourself to 
carry the entire burden of contentious placement decisions. Seek 
support in a timely fashion. The decisions made about your child’s 
program will have an impact on his entire school career.

For those who are teachers and professionals, you are entitled 
to adequate training, supports, and services to appropriately educate 
children with special needs.

As a cohesive team, we are most likely to achieve the mandate of a 
free and appropriate public education for children with disabilities in 
the least restrictive setting.
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Advocacy Issues: Sexuality

Janalee Heinemann, David A. Wyatt, and Barbara J. Goff

In the past, the primary caregiving concern for those with Prader-Willi 
syndrome was preventing life-threatening obesity. Although, of neces-
sity, this remains the fi rst priority, better understanding and manage-
ment techniques leading to signifi cantly lengthened life spans now 
allows for an additional focus on the quality of their lives. The joint 
focus on preventing life-threatening obesity through restrictions and 
limitations, while at the same time attempting to mainstream affected 
individuals into society, forces many to deal with previously latent 
ethical and legal issues. The primary issue of sexuality has placed 
many parents and professionals at odds and piqued new levels of 
discomfort.

Although sexual maturation in those with PWS is rarely complete, it 
does not mean that a person with Prader-Willi syndrome is asexual. 
Indeed, sexuality is a “state of being” that incorporates gender identity, 
relationships, intimacy, and self-esteem as well as physical develop-
ment and hormones.1 We are all sexual beings, including persons with 
PWS—who sometimes need intimate contact, sometimes dream about 
a romantic relationship, and always are infl uenced by what is on TV, 
read, or observed.

Until recently, it was believed that infertility in this population was 
universal. Parents, particularly mothers, of individuals with PWS have 
quipped, “We are the only parents who worry more about our teen and 
adult children going into their dates’ kitchen than into their bedroom!” 
A new reality has emerged. Published reports now document three 
pregnancies: two young women with the chromosome 15 deletion form 
of PWS have given birth to children with Angelman syndrome (see 
Figure 21.1); the third young woman, whose PWS originated from 
maternal disomy, had a child who appears to be typically develop-
ing.2,8,9 Since the ability to adequately parent is unlikely in even the 
most capable of persons with PWS, most parents and providers do not 
wish to deal with either of these situations.

This then raises a number of questions: What are the parameters of 
appropriate and allowable expressions of sexuality? Who decides—
parents or professional caregivers? If sexual activity is allowed, what 
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kind of protections should be taken? Who does the teaching? Who does 
the monitoring? When an adult child with PWS lives away from home 
in supported care, how are parents assured that protection is really 
being utilized since many young women with PWS express a longing 
to get pregnant?

A logical corollary issue is that of marriage or cohabitation. When 
couples with PWS want to get married or live together, what is their 
right to have this type of relationship? Is it so wrong for young adults 
with PWS to want a romantic/sexual life? Some parents ask, “Isn’t it 
bad enough that they have to spend every day of their lives watching 
everyone around them enjoying the pleasure of eating? Do they also 
have to be deprived of this other basic pleasure and need in life?” On 
the other hand, others ask, “What is their potential for maintaining a 
long-term relationship?” These are a few of the many questions facing 
parents and caregivers for which there are no easy answers.

An even more troublesome situation might be when an individual 
with PWS is romantically involved with someone who does not have 
PWS. This is not an unusual situation for two reasons. Many individu-
als with PWS do not want to be identifi ed by their disability and estab-
lish relationships with people who are not as readily identifi able. The 
other reason is that the person with PWS knows that their non-PWS 
partner will have greater access to food and money. One parent reported 
that her daughter was dating a young man she knew through her 

Figure 21.1. A young woman with Prader-Willi syndrome and her daughter with Angelman syndrome 
(shown in infancy at left and at 11 months of age at right). Both mother and daughter were diagnosed 
by the FISH test (fl uorescence in situ hybridization), which identifi es chromosome deletions. A mother 
with the classic PWS deletion on her paternal chromosome 15 has a 50% chance of contributing a defec-
tive chromosome 15 to her child; since the child receives it as a maternal chromosome deletion, the child 
develops Angelman syndrome instead of PWS (see Part I of this volume for details on the genetics of 
PWS and AS).
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workshop. He did not have PWS and routinely provided her with 
snacks, either brought from home or purchased with his money. The 
mother liked the young man and spoke directly to him about the harm 
he could be causing by supplying her already obese daughter with 
food. He replied that he understood and he cared very much about the 
well-being of his girlfriend, but if he didn’t bring her what she wanted, 
she wouldn’t be his girlfriend anymore. He was quite correct.

While cognitive or emotional capacity is never the defi ning criterion 
for marriage or parenthood, cognitive capacity does impact the ability 
to understand right and wrong and allowable and disallowable moral 
and sexual behavior. A lack of understanding has led to problems of 
sexual charges against some young people with PWS. One instance 
involved a mid-30s couple, both with PWS, who had been dating two 
years. Although they were mutually consenting adults, when the young 
man’s fondling of his girlfriend caused slight bleeding in her vagina, 
she was taken to the hospital emergency room, and he was charged 
with “felony, fi rst-degree sexual assault and battery.” A much better 
response would have been to provide counseling to the couple with 
regard to their sexual expression.

Like most issues, the answer to what is acceptable sexual behavior 
is not a simple one. Some of the intertwining issues are listed below:

• Family’s religious and moral beliefs—The family may be strongly 
opposed to sex outside of marriage, yet marriage may be out of the 
question due to lack of maturity and the questionable ability to 
maintain a long-term relationship.

• Sexually transmitted diseases—How do you protect a vulnerable adult 
from picking the wrong partner? How can you be assured that they 
are adequately protected from sexual diseases?

• What is appropriate sexual behavior? Help from the Crisis Intervention 
Counselor at PWSA (USA) has been sought for situations in which 
poor behavioral choices have led to legal charges. Who is at fault 
when a person with PWS observes through peers, movies, and TV 
that others are getting affection and pleasure in more sexual ways? 
Then, wishing to act normally, they subsequently make similar 
attempts that are unsophisticated—and perhaps socially unaccept-
able—and that unexpectedly result in legal trouble.

The Role of the Service Provider

Because residential service providers have a mandated responsibility 
to address issues of sexuality for adults with PWS, the following are 
responses, from a provider’s perspective, to the questions posed at the 
start of this chapter.

What are the parameters of appropriate and allowable expressions of sexual-
ity? This is dependent on the individual and his/her desires and capa-
bilities. Where there is a question regarding competency to knowingly 
engage in sexual activity, a provider is responsible to conduct an assess-
ment to determine competency and provide supports and supervision 
accordingly.
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Who decides—parents or professional caregivers? Parents, quite natu-
rally, wish to guide the lives of their children according to specifi c reli-
gious or moral beliefs; providers, while respecting those beliefs, must 
also adhere to established agency and state standards of care, which 
include matters of sexuality and sexual expression. While there may 
never be complete agreement as to what is best for the individual with 
PWS, there must always be a process and a dialogue that keeps in focus 
the health, happiness, and fulfi llment of the individual with Prader-
Willi syndrome.

Again, if the individual is an adult living in a residential program, 
competency must be established. If the person is deemed competent, 
then the policies of the agency and/or state must be adhered to. In 
some cases, sexual activity is prohibited within the residence itself, but 
other options may be explored. In other instances, individuals who are 
deemed incompetent to consent to sexual activity may be required to 
receive a certain level of supervision if sexual activity is suspected. In 
most all cases, the agency is obligated to provide sex education com-
mensurate with the capacity of the individual(s) to understand and 
benefi t. This includes the use of protective devices.

What if the parent has guardianship? Having a guardian does not mean 
that an individual has to abide by their demands regarding sexual 
expression or lack thereof. The specifi c allowable interventions from a 
guardian vary from state to state and may, or may not, include infl u-
ences into the areas of sexuality and sexual choices.10

If sexual activity is allowed, what kind of protection should be used? Any 
type of protection to be utilized during sexual activity would need to 
be medically approved and recommended and be of the type that the 
individual is most likely to use consistently and effectively.

Who does the teaching? The teaching of sexual information is delivered 
by the person(s) deemed to be most appropriate. For example, if a 
person has severe cognitive defi cits, a direct-service staff person with 
whom the individual has a close relationship and who possesses some 
level of expertise might be most appropriate. It might be prudent to 
have an established protocol wherein the staff person would function 
primarily as a conduit to introduce the individual to a sex educator/
counselor who specializes in these issues. In this way, staff are pro-
tected so that accusations of inappropriate behavior may be avoided. 
The staff member would reassure the individual that this counselor is 
safe to talk with in private. A counselor is needed to work on building 
relationships, not just to discuss sexual activity.

Who does the monitoring? Generally, it is the residential staff that moni-
tors any developing romantic or sexual relationships. They do so in 
order to ensure the safety and well-being of the individuals involved. 
Typically, there are agency guidelines to follow and supervisory staff 
to provide oversight with regard to sexual activity. If a sexual relation-
ship is perceived as harmful, it most certainly will be stopped and 
investigated immediately. If it is assessed to be consensual and not 
harmful physically or emotionally, then most agencies would seek to 
provide education and counseling as appropriate.

When an adult child with PWS lives away from home in supported care, 
how are parents assured that protection is really being utilized, since many 
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young women with PWS express a longing to get pregnant? If a sexual 
relationship is being permitted after recommended assessments are 
completed and appropriate education provided, then the provider 
agency can only depend on the willingness of the individual to be 
honest and forthcoming in their discussions of safe sex. If agency staff 
suspects failure to follow recommended and agreed-upon protective 
measures, they may prohibit sexual activity until or unless the situation 
is rectifi ed.

These responses are typical but not refl ective of the practices of every 
provider agency. It is suggested that parents inquire as to any policies, 
procedures, or prohibitions a particular agency may have with regard 
to sexual activity prior to their child’s placement.

The issue of cohabitation or marriage is, again, one to be made on a 
case-by-case basis. Many agencies will design a residential program 
that would support a couple choosing to marry. However, such a 
serious decision would not be supported without a great deal of discus-
sion, counseling, and education. Parent support for such relationships 
is a very powerful indicator of whether or not it will be successful.

Sexual Abuse

Even when parents and caregivers agree on allowable sexual expres-
sion, the issue of sexual abuse remains a critical concern that is uncom-
fortable to discuss but a reality with which we all must deal. Current 
statistics indicate that

• In the general population, at least 1 in 4 girls and 1 in 10 boys are 
molested before age 18.12 The risk is signifi cantly increased for those 
with disabilities.

• The average age of all molestation is around 8 years. Because males 
(and less obviously females) with PWS have more childlike genitalia, 
even adults with the syndrome remain at higher risk for abuse by 
pedophiles.

• The offender is often the person one would least suspect. National 
data indicate that the majority of offenders are not psychopathic and 
many are considered “pillars of the community.”3,6

Adult Sexual Abuse

In a study conducted in Connecticut over a 5-year period and pub-
lished in 1994,5 researchers reviewed 461cases involving alleged sexual 
abuse of adults with intellectual disabilities. Of the 171 (37%) con-
fi rmed cases, 48% of those abused had mild mental retardation, 28% 
had moderate mental retardation, 15% had severe mental retardation, 
and 9% had profound mental retardation. Most were able to commu-
nicate verbally and had few, if any, secondary disabilities (e.g., blind-
ness, physical disabilities). Based on this description, we can see that a 
higher IQ is not protective.

Other fi ndings of the study included the following:

• 72% of cases involved female victims, and 28% involved males.
• Average age of the victim was 30.
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• 88% of perpetrators were men.
• Most abuse occurred in the victim’s residence: institution 25.2%, 

group home 26.9%, family home 14.6%, community 7%, supervised 
apartment 6.4%, sheltered workshop 5.9%, other settings 14%.

• 92% of the victims knew their abuser.

Childhood Sexual Abuse

In one study investigating sexual abuse of females with mild mental 
retardation, 80% reported having been sexually abused at least one 
time.11 Estimates of sexual abuse against males with developmental 
disabilities have been as high as 31%.4

In another study of 43 children with global developmental disabili-
ties who had been sexually abused, the following statistics were 
reported7:

• 46% were abused by a family member (compared with 38% for non-
disabled children).

• 36% were abused by a nonfamily member (compared with 52% for 
nondisabled children).

• 18% were abused by both a family member and a nonfamily member 
(compared with 10% for nondisabled children).

The perpetuation of child sexual abuse is aided silently by two 
factors: (1) Most children don’t tell, due to fear, guilt, shame, and 
concern for others; and (2) most parents and professionals don’t 
suspect—or don’t believe the child when they do tell.

The failure to report occurs with increased frequency in those with 
cognitive disabilities. Many have insuffi cient language or understand-
ing to adequately report. They may not even perceive or experience 
that what occurred was wrong. Just as often, the perpetrator threatens 
harm if the abuse is reported. As a result, many demonstrate an acute 
behavioral deterioration. Possible sexual abuse as the etiology of this 
deterioration is frequently overlooked resulting in misdirected treat-
ment. Often the facts surrounding the sexual abuse emerge much later 
and frequently after others have also been victimized.

Why Children and Adults with PWS Are More at Risk

Individuals with PWS are especially vulnerable to being sexually 
exploited and abused for several reasons:

1. An uncritical trust of everyone—They generally have an emotion-
ally and socially innocent nature.

2. An increased dependency on others—They lack control over their 
environment and thus are forced, due to their situation, to place an 
inordinate amount of trust in those who care for them.

3. An increased vulnerability to anyone who befriends them—Often 
it is diffi cult for them to socialize and communicate, thus they are more 
vulnerable to anyone expressing kindness. Many molesters use the 
“special friend” and “shared secret” approach.

4. An increased vulnerability to bribes—Anyone who would give 
food secretly to a child or adult who has Prader-Willi syndrome would 
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be considered a friend for life, even if this friend was sexually 
abusive.

5. A normal need for physical attention, often coupled with a lack 
of adequate sexual education or appropriate outlets—Children with 
PWS typically receive and give many hugs and kisses. However, many 
students with PWS are not included in school-based sex education 
programs, as it is assumed the information is not relevant or will not 
be understood. As they grow into adolescence, the typical socializing 
and dating experiences are not available to them, and there may be 
problems during this period and adulthood with inappropriate sexual 
behavior.

6. An increased fantasy life—Being more socially isolated than the 
average child, people with PWS often build up great romantic fantasy 
lives of which a molester can take advantage. Also, their inability to 
think abstractly in many cases means they will be less able to make 
appropriate moral and social decisions.

7. An increased likelihood to be in settings where other adults have 
control over them—Foster homes, group homes, institutions, camping 
programs, and other supervised settings are all potential settings for 
molestation.

Why Parents and Providers Are Also at Risk

The previous section addressed the issue of why children and adults 
with PWS are at increased risk for sexual abuse. These same character-
istics frequently cloud the issue of believability when a person with 
PWS reports such abuse, since a well-documented characteristic of 
children and adults with PWS is purposeful lying when angry, in an 
effort to hurt or get revenge against the perceived offender. And, as 
mentioned, many have active fantasy lives to compensate for the lack 
of social and emotional stimulation in their real lives, which can lead 
to made-up stories about adults that may seem real in their minds. As 
a result, some parents and providers have been unfairly charged with 
having committed physical or sexual abuse. It is this combination of 
increased vulnerability and increased propensity to assert an imagined, 
self-serving “truth” that makes it diffi cult to sort out the facts when 
allegations are made.

Conclusion

Providing a quality life for a person with PWS has layers of complexity 
and ethical issues that are not easily resolved. The rights and respon-
sibilities regarding sexuality will continue to require a combination of 
an open mind, common sense, and ongoing dialogue among parents, 
caregivers, and most importantly, the person with Prader-Willi 
syndrome.

Perhaps the primary question remains: Who has the right to make 
these decisions? As with the general population, when considering the 
issue of sexuality for those with PWS, every parent, every caregiving 
agency, every ruling judge, and indeed, every culture and every 
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involved person has a different opinion regarding what is fair and 
appropriate and correct. Ultimately the decision must hinge on “what 
is best” for the person with PWS. And, just as often, what is best may 
not be what is “wanted” by that person or easiest for those providing 
care.

This chapter has dealt briefl y with several dimensions of the sexual-
ity issue: the need to recognize the facts and fi ctions surrounding our 
beliefs about sexuality and people with PWS; the increased risk for 
abuse associated with those with disabilities; and the complexity and 
challenges of supporting individuals with PWS in fulfi llment of their 
hopes, dreams, and wishes. There are many ethical and legal questions 
surrounding the issue of healthy sexuality and sexual expression for 
those with PWS. Where care is shared between families and providers, 
both parties must come together with the individual to determine what 
makes sense for that person at a particular point in time. There are no 
easy or right or wrong answers—no simplifying blacks or whites—just 
shifting shades of gray.

References

 1. Ailey SH, Marks BA, Crisp C, Hahn JE. Promoting sexuality across the life 
span for individuals with intellectual and developmental disabilities. The 
Nursing Clinics of North America. 2003;38(2):229–252.

 2. Akefeldt A, Tornhage CJ, Gillberg C. A woman with Prader-Willi syndrome 
gives birth to a healthy baby girl. Developmental Medicine and Child Neurol-
ogy. 1999;41(11):789–790.

 3. Armstrong L. Kiss Daddy Goodnight. New York, NY: First Pocket Books; 
1979:179.

 4. Finkelhor D. A Sourcebook on Child Sexual Abuse. Newbury Park, CA: Sage 
Publications, Inc.; 1986.

 5. Furey E. Sexual abuse of adults with mental retardation: who and where. 
Mental Retardation. 1994;32:173–180.

 6. Justice B. The Broken Taboo: Sex in the Family. New York, NY: Human 
Sciences Press; 1979:16.

 7. Mansell S, Sobsey D, Moskal R. Clinical fi ndings among sexually abused 
children with and without developmental disabilities. Mental Retardation. 
1998;36:12–22.

 8. Prader-Willi Syndrome Association (New Zealand), Inc. Pickwick Papers. 
2004;15(3):3.

 9. Schulze A, Mogensin H, Hamborg-Petersen B, et al. Fertility in Prader-Willi 
syndrome: a case report with Angelman syndrome in the offspring. Acta 
Paediatrica. 2001;90(4): 455–459.

10. Schwier KM, Hingsburger D. Sexuality: Your Sons and Daughters with 
Intellectual Disabilities. Baltimore, MD: Paul H. Brookes Publishing Co.; 
2000.

11. Stromsness MM. Sexually abused women with mental retardation: hidden 
victims, absent resources. Women and Therapy. 1993;14:139–152.

12. U.S. Department of Health and Human Services. Child Sexual Abuse: Inter-
vention and Treatment Issues [user manual online]. 1993. Available from: 
National Clearinghouse on Child Abuse and Neglect Information (NCCAN), 
http://nccanch.acf.hhs.gov. Accessed January 18, 2005.



Appendices



Appendix A
First Published Report of 

Prader-Willi Syndrome

Note: The fi rst published description of the condition that we now 
know as Prader-Willi syndrome was authored by Swiss doctors Andrea 
Prader (Figure A.1), Alexis Labhart (Figure A.2), and Heinrich Willi 
(Figure A.3) and appeared in the journal Schweizerische medizinische 
Wochenschrift (Swiss Medical Weekly [SMW]) in 1956. Thanks to Dr. Urs 
Eiholzer, a protégé of Dr. Prader, and with copyright permission from 
the publisher of SMW, we are able to reproduce that fi rst report in the 
original German as well as in an English translation with footnotes, 
commentary, and historical photographs. Dr. Phillip D.K. Lee assisted 
with editing the translation and footnotes.
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Figure A.1. Andrea Prader, 1919–2001.



Figure A.2. Alexis Labhart, 1916–1994.

Figure A.3. Heinrich Willi, 1900–1971.

468  Appendix A First Published Report of PWS



Ein Syndrom von Adipositas, Kleinwuchs, 
Kryptorchismus und Oligophrenie nach 
myatonieartigem Zustand im Neugeborenenalter*

A. Prader, A. Labhart, und H. Willi 
(Universitätskinderklinik, Zürich)

Es handelt sich um ein Syndrom von Kleinwuchs, Akromikrie, Adi-
positas und Imbezibillität, dem im Säuglingsalter regelmässig eine 
extrem schwere Muskelhypotonie vorausgegangen ist. Neben vari-
ablen kleineren degenerativen Merkmalen fi ndet man beim Knaben 
regelmässig ein hypoplastisches, fl ach verstrichenes Skrotum mit 
inguinaler oder abdominaler Hodenretention.

Bisher haben wir dieses Syndrom bei 5 männlichen und 4 weiblichen 
Patienten beobachtet. Der älteste Patient ist 23jährig und die älteste 
Patientin 15jährig. Die übrigen sind 5–10 Jahre alt. Jüngere Patienten 
haben wir vorläufi g nicht miteinbezogen, da sie noch nicht das volle 
klinische Bild erkennen lassen.

Alle diese Patienten hatten als Neugeborene eine extreme Muskel-
hypotonie, die sich darin äussert, dass die Kinder fast ganz bewegung-
slos und schlaff daliegen und weder schreien noch saugen können, so 
dass einen längere Hospitalisierung notwendig ist. Die Sehnenrefl exe 
sind in diesem Zeitpunkt nicht oder nur schwach auslösbar. Die Diag-
nose lautet regelmässig “Lebensschwäche” oder “Myatonia congenita”. 
Nach einigen Wochen macht sich wider Erwarten eine leichte Besser-
ung bemerkbar, doch dauert es Monate, bis die Säuglinge schreien und 
sich kräftig bewegen können.

Wohl als Folge dieser sich nur ganz allmählich bessernden Muskel-
hypotonie lernen die Kinder erst mit 1 Jahr sitzen und erst mit 2 Jahren 
gehen. Während die Hypotonie und Adynamie zusehends bessern, tritt 
ungefähr um das 2. Jahr die Adipositas auf, und gleichzeitig werden 
der Wachstumsrückstand und die Oligophrenie deutlich bemerkbar.

Neurologisch fi ndet man nach dem 5. Jahr noch eine geringfügige 
Muskelhypotonie und eine gewisse motorische Unbeholfenheit, jedoch 
ein normales Refl exbild. Der Kopf ist im Verhältnis zur Körpergrösse 
eher klein. Im Röntgenbild fehlen signifi kante Sellaveränderungen. 
Die dreimal durchgeführte Luft-und Elektroencephalographie ergab 
unauffällige Befunde.

Stoffwechseluntersuchungen konnten leider nur bei der Hälfte der 
Patienten durchgeführt werden. Der Grundumsatz ist normal. Mit 
Ausnahme des ältesten Patienten, bei dem mit 17 Jahren ein Diabetes 
mellitus aufgetreten ist, ergibt die Prüfung des KH-, Elektrolyt- und 
Wasserstoffwechsels mit den üblichen Untersuchungen normale 
Befunde. Zeichen einer Hypothyreose fehlen. Die Pubertätsentwick-
lung scheint verzögert und unvollständig zu sein. Die 17-Ketosteroide 

*Reprinted with permission from Prader, Labhart, and Willi, Ein syndrom von adipositas, 
kleinwuchs, kryptorchismus und oligophrenie nach myatonieartigem zustand im neuge-
borenenalter. Schweizerische Medizinische Wochenschrift. 1956;86:1260–1261. Copyright © 
1956 by the Swiss Medical Weekly.
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der älteren Patienten sind auffallend tief. Die Gonadotropinausssche-
idung des 23-jährigen Patienten ist erhöht, d.h. es besteht wohl als 
Folge des Kryptorchismus ein hypergonadotroper Hypogonadismus. 
Der Vaginalabstrich des 15jährigen Mädchens zeigt eine deutliche 
Östrogenwirkung. Es scheint also keine Hypophyseninsuffi zienz, 
sondern eher noch eine Hypothalamusstörung vorzuliegen. Bezüglich 
Ätiologie konnten wir bis jetzt weder für die Heredität noch für eine 
Embryopathie genügend Anhaltspunkte fi nden.

Zusammenfassend glauben wir, dass es sich um ein nicht so seltenes, 
gut abgegrenztes, einheitliches klinisches Syndrom handelt. Beim 
Säugling und Kleinkind erinnert es an die Myatonia congenita Oppen-
heim. Im Schulkindalter und später an die Dystrophia adiposogenitalis 
Fröhlich, an das Laurence-Moon-Biedl-Syndrom und an den 
hypophysären Zwergwuchs. Trotz mancher Ähnlichkeit lässt es sich 
aber von allen diesen Syndromen deutlich unterscheiden.

English translation:

A Syndrome Characterized by Obesity, Small Stature, 
Cryptorchidism and Oligophrenia Following a 
Myotonia-like Status in Infancy

A. Prader, A. Labhart and H. Willi 
(Zürich Children’s Hospital)

The syndrome to be described is characterized by small stature, acro-
micria,1 obesity and imbecility, regularly preceded by extreme muscle 
hypotonia in infancy. Apart from variable minor degenerative charac-
teristics, one generally fi nds in boys a hypoplastic, fl at scrotum with 
inguinal or abdominal retention of testicles.

So far, we have found this syndrome in 5 male and 4 female patients. 
The oldest patient is 23 years old, the oldest female patient 15 years. 
The others are between 5 and 10 years old. For the time being, we have 
not included younger patients, since they do not present the entire 
clinical picture.

As neonates, all these patients had suffered from extreme muscle 
hypotonia, leading to the children lying almost entirely motionless and 
fl oppy, not being able to either cry or suck, resulting in prolonged stays 
in hospitals. Hardly any tendon refl exes can be found at that stage. 
Typically, “Congenital Myotonia” or “Lebensschwäche”2 were diag-
nosed. Unexpectedly, some improvement was generally seen after 
several weeks, but it takes months before the infants are able to cry and 
move with ease.

Probably as a consequence of the very slowly improving muscle 
hypotonia, the children are only able to sit at 1 year of age and to walk 
at the age of 2 years. While the hypotonia and adynamia3 gradually 
improve, obesity sets in around the second year of life. At the same 
time, growth retardation and oligophrenia4 become distinct.

The neurologic fi ndings persist after age 5 years. Despite some motor 
clumsiness, refl exes are normal. The size of the head is rather small in 
relation to body height. X-rays do not reveal any disturbances in the 
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sella5 area. The pneumo- and electro-encephalograms, performed three 
times, yielded normal results.

Metabolic tests could be conducted in only half of the patients 
but resulted in normal basal metabolic rates. Apart from the oldest 
patient, who had developed diabetes mellitus at the age of 17 years, 
tests of the carbohydrate, electrolyte and water metabolism yielded 
normal results when measured with conventional methods. No signs 
of hypothyroidism were found. Puberty seems to be delayed and 
incomplete. In the older patients, urinary 17-ketosteroid6 excretion 
measurements were very low. The gonadotropin secretion of the 23-
year-old patient was increased, the cryptorchidism probably led to a 
hypergonadotropic hypogonadism. The vaginal smear of the 15-year-
old girl revealed a distinct effect of estrogens, which makes a hypotha-
lamic disorder more likely than pituitary insuffi ciency. Regarding 
aetiology, we were not able to fi nd suffi cient evidence for heredity or 
for embryopathy.

In summary, we believe that this syndrome is not all that rare, clearly 
distinguishable, and well defi ned. Whereas in infants, it shows some 
similarity to amyotonia congenita of Oppenheim,7 from school age on 
and later, it resembles Fröhlich’s syndrome (adiposogenital dystro-
phy),8 the Laurence-Moon-Biedl-Bardet syndrome,9 and later, pituitary 
small stature.10 Despite all the similarities, it can be clearly distin-
guished from the syndromes mentioned.

Footnotes to translation:

 1. Acromicria: small hands and feet.
 2. Lebensschwache: literally, life-weak (e.g., listless, moribund).
 3. Adynamia: lack of physical movement.
 4. Oligophrenia: a type of mental retardation leading to social incom-

petence; “feeble-mindedness.”
 5. Sella, or sella turcica: the area of the skull that contains the pituitary 

gland.
 6. 17-ketosteroids: a urinary test, commonly used in the past as a 

marker for androgen production.
 7. Amyotonia congenita of Oppenheim: a condition of severe, usually 

nonprogressive neonatal hypotonia described by Hermann Oppen-
heim in 1900. It appears that this is not an actual condition, but a 
description of signs and symptoms that are seen in a number of 
neonatal neuromuscular conditions, most notably spinal muscular 
atrophy.

 8. Fröhlich’s (adiposogenital dystrophy) syndrome is usually used to 
describe a condition in which adolescent boys are noted to have 
obesity and hypogonadotropic hypogonadism. The original case 
was due to a pituitary tumor and subsequent cases have involved 
a similar etiology, whereas other cases may have had a variety of 
conditions. This term is not commonly used in current medical 
practice.

 9. Laurence-Moon-Biedl-Bardet syndrome was actually described by 
Bardet and Biedl in the 1920s and is currently known as Bardet-
Biedl syndrome. It is characterized by obesity, short stature, 
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moderate mental retardation, retinal dystrophy, polydactyly, hypo-
gonadism in males, and a variety of other abnormalities.

10. Pituitary short stature: e.g., growth hormone defi ciency.

Commentary

The fi rst description of the Prader-Willi syndrome—as it is now called—
consisted of only 21 lines. The paragraphs above constitute the entire 
article—not just the abstract. The completeness and accuracy of this 
description and its pathophysiological implications meet with much 
admiration. Considering the limited methodological techniques of the 
time, this achievement becomes even more impressive. The descrip-
tion was so comprehensive that up until the 1980s, no substantial new 
knowledge was added.

Urs Eiholzer, MD
Head, Foundation Growth Puberty Adolescence
Zurich, Switzerland
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Appendix B
A Comprehensive Team Approach 

to the Management of Prader-Willi 
Syndrome

Note: This document represents the consensus of an international 
meeting of PWS specialists on April 24, 2001, sponsored by the Inter-
national Prader-Willi Syndrome Organization (IPSWO) and funded 
through a grant from Pharmacia Corporation. The consensus statement 
was originally edited by Dr. Urs Eiholzer in 2001 and subsequently 
revised with the assistance of Dr. Phillip D.K. Lee in 2004.*

Meeting Participants

Moderator and Presenter: Urs Eiholzer, MD, Head, Foundation Growth 
Puberty Adolescence Zurich, Switzerland

Other Presenters:

Margaret Gellatly, BSc (Hons), SRD, Hon Dietary Adviser, Prader-Willi 
Syndrome Association (UK), Chelmsford, UK

Phillip D.K. Lee, MD, Director, Division of Endocrinology and Meta-
bolism, Children’s Hospital of Orange County, Orange, California, 
USA [Note: Dr. Lee is currently Chief Scientifi c Offi cer, Immuno-
diagnostic Systems Ltd., Bolden, Tyne & Wear, UK]

Martin Ritzén, MD, Professor, Department of Pediatric Endocrinology, 
Karolinska Hospital, Stockholm, Sweden

Barbara Y. Whitman, PhD, Professor, Department of Developmental 
Pediatrics, St. Louis University, Cardinal Glennon Children’s Hos-
pital, St. Louis, Missouri, USA

* In 2003, a warning label was added to Genotropin/Genotonorm (Pfi zer), the growth 
hormone preparation labeled for treatment of PWS. The warning label includes recom-
mendations for evaluation of sleep and breathing disorders and screening for morbid 
obesity prior to initiation of therapy. The Clinical Advisory Board of the Prader-Willi 
Syndrome Association (USA) subsequently issued its own guidelines regarding sleep, 
breathing, and respiratory evaluation. These subjects are discussed extensively in Chap-
ters 5 and 7 of this volume and are not specifi cally addressed in the Comprehensive Care 
guidelines.
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Panelists:

Giuseppe Chiumello, MD, Professor, Università degli Studi di Milano, 
Clinica Pediatrica III Ospedale San Raffaele, Milan, Italy

Yukihiro Hasegawa, MD, Chief, Endocrinology, Metabolism and Genet-
ics Unit, Tokyo Metropolitan Kiyose Children’s Hospital, Tokyo, 
Japan

Priv-Doz Dr med Berthold P. Hauffa, Abt. F. pädiatrische Hämatolo-
gie/Onkologie und Endocrinologie, Universität GHS Essen, Essen, 
Germany

Maïthé Tauber, MD, Professor, Children’s Hospital Toulouse, Toulouse, 
France

Introduction

The treatment of children with Prader-Willi syndrome (PWS) represents 
a challenge, particularly in the fi eld of pediatric endocrinology. The 
handicaps and problems of affected children are manifold, more so than 
in any other typical disease of pediatric endocrinology, perhaps with the 
exception of craniopharyngioma. Therefore, management of children 
with PWS may be most successful with a team approach to comprehen-
sive care. We thank Pharmacia Corporation for organizing a workshop 
on such an approach in St. Julians, Malta, on April 24, 2001.

The reader will notice that the development of a comprehensive 
professional team approach to PWS has only just begun. Much work 
remains to be done, primarily to defi ne what, exactly, a “comprehen-
sive team approach” to PWS means. For example, it appears necessary 
for one highly experienced specialist team member to assume leader-
ship, to allow patients and their families to interact with one single 
professional. Furthermore, growth hormone (GH) treatment has 
become a very important tool in the management of PWS. Neverthe-
less, it must be emphasized that without a comprehensive team 
approach, especially to control weight gain, optimize dietary intake, 
and provide family psychosocial support, children with PWS may con-
tinue to suffer from excessive weight gain and major behavioral prob-
lems despite the benefi cial effects of GH.

Some centers have a great deal of experience and know-how in man-
aging PWS. This know-how, however, is most often attributable to the 
experience of a single person. Through intensive study of the experi-
ence and strategies of such centers and individuals, a professional 
comprehensive team approach can be developed that will allow centers 
all over the world to offer optimum care to their patients with PWS.

Prader-Willi syndrome (PWS) is characterized by infantile hypoto-
nia; short stature; small hands and feet; increased body fat; decreased 
muscle mass; scoliosis; reduced resting energy expenditure (REE); 
reduced bone mineral density (BMD), which may lead to osteopenia 
and osteoporosis; hypogonadism; hypothalamic dysfunction; and a 
particular facial appearance. These clinical features are accompanied 
by hyperphagia, cognitive disabilities, and behavioral problems, includ-
ing skin picking. In approximately 70% of affected individuals, the 
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syndrome is the phenotypic expression of a complex genetic disorder 
resulting from a de novo deletion of the “PWS region” located on the 
proximal long arm of the paternal copy of chromosome 15 (at bands 
15q11.2–15q13). Maternal disomy 15 (inheritance of both chromosome 
15 copies from the mother, with no paternal copy) is seen in about 25% 
of individuals with PWS. Chromosomal translocations involving the 
paternal “PWS region” of 15q and imprinting center defects account 
for a small percentage of cases.1 Prader-Willi syndrome and Angelman 
syndrome (an entirely different clinical syndrome involving defects in 
the maternal copy of 15q) were among the fi rst examples in humans of 
genomic imprinting, or the differential expression of genetic informa-
tion depending on the parent of origin. Prader-Willi syndrome is one 
of the more common conditions seen in genetics clinics worldwide, 
occurring in an estimated 1 : 10,000–25,000 individuals, and is the most 
common syndrome associated with morbid or life-threatening obesity. 
For affected individuals, the various clinical manifestations of PWS are 
major causes of morbidity and social limitation. Learning ability, speech 
and language, self-esteem, emotional stability, social perception, inter-
personal functioning, and family dynamics, in addition to cognition 
and behavior, are all adversely affected in PWS.

A panel of international experts on PWS was convened to share their 
clinical experience and to identify strategies for managing PWS. The 
panel agreed that, because PWS produces various adverse functional 
as well as metabolic effects, individuals with PWS require a variety of 
interventions to optimize their growth and development. These include 
growth hormone (GH) replacement; dietary management; physical and 
occupational therapy; speech, language, and learning disability ser-
vices; behavior management; and family interaction, support, and care. 
Children with PWS should be evaluated and treated in a multidisci-
plinary clinic that is managed by a nurse coordinator and staffed by 
a physician specialist in PWS, geneticist, psychologist, and dietitian. 
Ancillary resources should include support by neurology, physical 
therapy, social services, and educational services, as well as readily 
available facilities for measuring body composition (including whole-
body DEXA) and exercise physiology. The Table (B.1) lists the com-
ponents of the initial evaluation and testing. Follow-up visits are 
recommended at 6-month intervals for patients receiving GH therapy. 
In the majority of patients puberty will not occur, and gonadal steroid 
replacement therapy should be considered for them on the basis of 
clinical and DEXA fi ndings.

GH Effects on Physical Parameters in PWS

Dysregulated GH secretion associated with defi cient GH responses is 
a principal cause of short stature in the majority of individuals with 
PWS. It is probably also an important contributor to the decreased 
muscle mass and osteopenia in patients with PWS, whereas hypogo-
nadotropic hypogonadism is the probable primary cause of osteopenia 
and osteoporosis in these patients.2 Evidence is mounting that GH 
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defi ciency may contribute not only to the abnormal growth pattern but 
also to the excess of body fat and the lean body mass defi cit.3,4 Growth 
hormone treatment of children with PWS normalizes linear growth,5–10 
promotes growth of lean body mass,6–8,11,12 and decreases fat mass.6–8,11,12 
However, the benefi ts associated with GH therapy can be optimized 
and maintained only in conjunction with a multidisciplinary approach 
that emphasizes comprehensive care for the complex neurobehavioral 
and endocrine needs appropriate for the patient’s age.

The role of GH as a component of the overall management of PWS 
has been studied extensively in the United States, Switzerland, and 
Sweden.

American Experience

Parra and co-workers observed in 1973 that a defi cient GH response to 
pharmacologic stimuli appeared to be related to the abnormal growth 
pattern in patients with PWS.13 In 1987, Lee and colleagues reported 
for the fi rst time that GH therapy led to signifi cant increases in the 
linear growth rate of patients with PWS.6 Patients in their study initially 
had low serum levels of GH and insulin-like growth factor-I (IGF-I); 
during GH therapy, levels of IGF-I normalized. These results indicated 
that the low GH levels observed in these cases were not an artifact of 
obesity and supported the premise that the poor linear growth in 
patients with PWS might be caused by a true defi ciency of GH. In 1993, 
Lee and collaborators reported the results of an uncontrolled trial of 
GH therapy in 12 obese children with PWS and associated chromosome 
15 abnormalities.14 All 12 children initially had low serum levels of GH, 
IGF-I, IGF-2, IGF binding protein-3 (IGFBP-3), and osteocalcin. These 
levels normalized and height velocity increased during GH therapy. 
Dual-energy X-ray absorptiometry (DEXA) at baseline revealed in-

Table B.1. Recommended Components of the Initial Visit to a 
Multidisciplinary Prader-Willi Syndrome Clinic
Evaluation
• Confi rmation of diagnosis, genetic counseling
• Complete examination
• Dietary evaluation and counseling
• Physical therapy evaluation (developmental, neuromuscular)
• Psychological evaluation and recommendations
• Educational evaluation and recommendations
• Initial discussion of growth hormone therapy and approval process

Testing
• DNA studies
• IGFBP-3, IGF-I, thyroid panel, lipid panel (other lab tests as clinically 

indicated)
• Screening for glucose intolerance if patient is obese (fasting glucose, 

glycated hemoglobin, oral glucose tolerance test, if indicated)
• Body composition analysis (DEXA, anthropometry, or other method)
• Psychological and/or educational testing
• Strength and endurance testing
DEXA = dual-energy X-ray absorptiometry; IGF-I = insulin-like growth factor-I; IGFBP-3 
= IGF binding protein-3.
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creased fat mass, normal (not weight-corrected) BMD, and very low 
lean body mass. Within 3 months of the patients’ beginning GH therapy, 
DEXA revealed variable changes in fat mass and increased BMD and 
lean body mass, with redistribution of fat mass from the trunk to the 
thighs. The majority of parents reported improved behavior and appe-
tite control. The decreased GH secretion commonly seen in children 
with PWS had been considered by some to be an effect of obesity, but 
reduced GH secretion had also been found in non-obese children with 
PWS.

Angulo and colleagues studied 33 obese and 11 non-obese children 
with PWS to determine whether the suboptimal GH secretion was 
an artifact of obesity.15 Spontaneous GH secretion was measured over 
24 hours, and GH secretion was provoked by insulin, clonidine, and 
levodopa. Of the 44 subjects, 40—including 10 non-obese children—
failed to respond to at least two of the stimuli, and 43 had reduced 
spontaneous 24-hour GH secretion. The investigators concluded that 
the GH defi ciency seen in PWS is not a consequence of obesity but 
rather a signifi cant contributor to the decreased growth velocity and 
increased adiposity typical of the syndrome.

In a controlled trial reported in 1999, Carrel and associates assessed 
the effects of GH therapy on growth, body composition, strength and 
agility, respiratory muscle function, REE, and fat utilization in 54 chil-
dren with PWS, all of whom had low peak stimulated GH levels at 
baseline.6 Thirty-fi ve children received GH at a dose of 1 mg/m2/day 
and 19 were untreated. After 12 months, the GH-treated children 
showed signifi cantly increased height velocity, decreased percentage of 
body fat, and improved physical strength, agility, and respiratory 
muscle function, although there was no signifi cant increase in REE. The 
investigators concluded that GH therapy, in addition to its effect on 
growth and body composition, may have value in improving some 
physical disabilities experienced by children with PWS. After 24 months 
of GH therapy, patients had experienced sustained decreases in fat 
mass, increases in lean body mass,7 and improvements in physical 
strength and agility.8 Height velocity remained signifi cantly higher than 
at baseline (P < 0.01), although the growth rate slowed between 12 and 
24 months. To achieve these encouraging results, the investigators sug-
gested, GH therapy should be started early; GH therapy started in 
middle to late childhood may not be capable of normalizing the per-
centage of body fat in patients with PWS.7

At baseline, 70% of subjects had mild to moderate scoliosis on spine 
fi lms.8 During the fi rst year of the study, no signifi cant difference in 
scoliosis progression was seen between the GH-treated group (from a 
mean of 9.2° at baseline to 12.1°) and the control group (from 14.7° to 
16.6°). During the second year, the mean change in curve measurement 
in the GH-treated group also was not signifi cant.

Swiss Experience

Disturbed satiation and energy expenditure are basic defects in PWS. 
Reduced muscle mass appears to be the consequence of decreased 
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physical activity, which is probably caused by the central nervous 
system defects. Reduced muscle mass, in turn, is the cause of the 
decreased energy requirement. The benefi t of GH therapy for children 
with PWS, according to Eiholzer’s group, is an increase in lean body 
mass and a subsequent increase in REE. If energy intake is not increased, 
these alterations lead to a reduction of energy stores, mainly of body 
fat, and a dramatic change in phenotype. However, even though height 
and weight are normalized during GH treatment, children with PWS 
must maintain their energy intake at about 75% of the intake of healthy 
children to stabilize their weight for height. Such a reduction of food 
intake is possible only through close, strict parental supervision, and 
this is a major reason why families caring for a child with PWS need 
psychosocial support. Following is a short summary of the Swiss expe-
rience with GH therapy.

Eiholzer and l’Allemand described 23 children with genetically con-
fi rmed PWS and divided them into three groups: group 1 comprised 
young children who were not yet obese; group 2, prepubertal over-
weight children; and group 3, pubertal overweight children. All were 
treated with GH 24 U/m2/week (~0.037 mg/kg/day) for a median of 
4 years (range, 1.5 to 5.5 years).9 In group 1, weight and weight for 
height were lower than normal before treatment and continuously 
increased up to the normal range during treatment. In group 2, a 
dramatic height increase and drop in weight for height showed clearly 
that these obese children had become not only taller but also slimmer 
with treatment. In group 3, however, the effect of GH on growth and 
weight was rather limited. The investigators concluded that if treat-
ment is instituted early enough, growth becomes normal and height 
predictions reach the parental target height. This effect of exogenous 
GH on growth has so far been described only in children with GH 
defi ciency.

Most importantly, although loss of fat mass, as determined by 
DEXA,12 in the older children (group 3) was considerable with exog-
enous GH administration, fat mass was still in the upper-normal range. 
The infl uence of exogenous GH on muscle mass in PWS was found to 
be limited. Catch-up growth in muscle mass, as estimated by lean mass, 
was observed only during the fi rst 6 months of therapy; thereafter, 
muscle mass increased in parallel with height. Therefore, it was deduced 
that muscle mass remained relatively decreased.

Improvement in body composition is the main goal in the treatment 
of children with PWS. According to the Swiss experience, the changes 
in body composition during GH therapy result from several therapeu-
tic interventions. It is critical to maintain control of nutrient intake 
during GH treatment, in accordance with the reduced energy require-
ments in PWS. In children with PWS, energy requirements are about 
50% below those of healthy children.17 Growth hormone treatment does 
not change the feeling of satiety but increases the energy expenditure 
resulting from the increase of lean mass by an estimated 25%, as shown 
by another Swiss study.18 Weight for height and BMI decrease during 
GH treatment only if energy intake is not increased at the same time. 
It is therefore imperative that parents continue to keep patients’ food 
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consumption under control with the same rigidity as before the start 
of GH treatment.

Hypothesizing that increased muscle mass in infants may positively 
infl uence motor development, Eiholzer and colleagues used the Griffi th 
test19 to study psychomotor development in 10 young, underweight 
children with PWS during the fi rst year of GH treatment.20 At baseline, 
the children were signifi cantly more retarded on the “locomotor” and 
“hearing and speech” scales than on the other scales. During GH 
therapy, locomotor capabilities increased signifi cantly, whereas hearing 
and speech remained unchanged. The treated children started walking 
unassisted at an average age of 24.1 months, about 4 to 6 months earlier 
than untreated children with PWS. Motor development thus seems to 
be improved by GH therapy.

In older children, improvement in physical performance is—in the 
opinion of the parents—the most important therapeutic effect of GH.21 
After 1 year of GH therapy, physical performance, as assessed by 
ergometry, signifi cantly increased in peak and mean power in four 
prepubertal 7-year-old obese children. Such improvement in physical 
performance leads to an increase in activity, which, together with the 
disappearance of the obese phenotype, may relieve patients and their 
families of a major stigma that accompanies PWS, improving their 
quality of life.

The Swiss group was also able to show for the fi rst time that insulin 
secretion in children with PWS is delayed and lower than that shown 
in otherwise normal, nonsyndromal obese children and in children 
without PWS on GH therapy.22 In addition, the increase in fasting 
insulin and insulin resistance seen in children with PWS during GH 
therapy is transient.22 Three years of GH therapy did not impair carbo-
hydrate metabolism, but rather counteracted the potential GH-induced 
insulin resistance by decreasing fat mass and increasing lean mass. 
Since normal insulin sensitivity remains preserved, the investigators 
speculated that the primary mechanism for the development of dia-
betes in PWS is a reduced secretory capacity of pancreatic beta cells 
that persists despite GH administration.

According to the Swiss researchers, certain aspects of lipid metabo-
lism differ in PWS and non-PWS obesity. In PWS, triglyceride levels 
are normal (although still correlated with abdominal obesity), but LDL 
cholesterol levels are elevated and HDL cholesterol levels are decreased.23 
These lipid levels normalize during GH therapy, but the changes are 
not associated with changes in body fat and probably are caused by 
the direct effects of GH defi ciency and exogenous GH administration 
on cholesterol metabolism, as described in adult patients with GH 
defi ciency.24

Swedish Experience

Despite the evidence from uncontrolled trials that GH therapy is ben-
efi cial in PWS, a number of pediatric endocrinologists continued to 
believe that the GH defi ciency seen in the syndrome was a result of the 
characteristic obesity, and they were concerned that treatment with 
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exogenous GH would negatively affect endogenous GH secretion. For 
this reason, a controlled study was conducted to assess the effects of 
GH therapy on growth, body composition, and behavior in prepubertal 
children with PWS.

Lindgren and co-workers reported preliminary results25 of this study 
in 1997 and 5-year results10 in 1999. After a 6-month evaluation period, 
patients with PWS between the ages of 3 and 7 years were randomized 
into group A (n = 15), which received GH 0.1 IU/kg/day (0.033 mg/
kg/day) for 2 years, or group B (n = 12), which received no treatment 
for the fi rst year and GH 0.2 IU/kg/day (0.066 mg/kg/day) during 
the second year. After 2 years, all children stopped GH therapy for 6 
months and then restarted GH therapy at a dose of 0.1 IU/kg/day 
(0.033 mg/kg/day). The 6-month GH-free interval was included to 
prove that the effects of GH therapy were reversible and to compare 
the effects of the low and high doses.

Before GH therapy, all patients had low 24-hour levels of GH and 
IGF-I and low levels of insulin. During the fi rst year of the study, IGF-I 
levels increased rapidly to supranormal values in group A (GH therapy) 
but remained essentially unchanged in group B (no treatment). With 
respect to growth, height velocity standard deviation scores (SDS) 
increased from -1.9 to 6.0 during the fi rst year of GH therapy in group 
A, followed by a lower rate of increase during the second year. 
In group B, height velocity SDS decreased slightly during the fi rst year 
of the study (no treatment) but increased rapidly from -1.4 to 10.1 
in the second year of the study (GH therapy). When GH therapy 
was stopped for 6 months, height velocity declined dramatically in 
both groups; height SDS followed a similar pattern. Growth hormone 
therapy reduced the percentage of body fat and increased the muscle 
area of the thigh; isometric muscle strength also increased. In addition, 
parents reported that GH therapy seemed to have psychological 
and behavioral benefi ts, which were reversed after treatment was 
stopped.

Five-year follow-up data on 18 of the children were published in 
1999.10 Following resumption of GH therapy after the 6-month discon-
tinuation, height SDS again increased. Body mass index SDS stabilized 
at 1.7 for group A (n = 9) and 2.5 for group B (n = 9). In 16 children, 
levels of fasting insulin, glucose, and the A1c fraction of glycated hemo-
globin remained within normal ranges. The remaining two children 
developed non-insulin-dependent diabetes mellitus following a rapid 
weight gain, but glucose homeostasis returned to normal when GH 
was discontinued. Unpublished 7-year follow-up data show that height 
has been normalizing with prolonged treatment.

Clinical Management of PWS-Associated Behaviors

By adolescence, behavioral problems characteristically have evolved as 
a major issue for patients with PWS and their families. Adolescents 
with PWS have been described as stubborn, impulsive, manipulative, 
irritable, mood-labile, angry, perseverative, egocentric, demanding, 
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and prone to rage episodes when frustrated. Transitioning from one 
activity to another becomes increasingly diffi cult, and there is a ten-
dency to confuse day with night. Thus, the food-related behavior con-
stellation, although dramatic, is just one of many neurobehavioral 
abnormalities characterizing this disorder, and the food behavior often 
is the easiest to manage.

These behavioral traits are frequently accompanied by depression, 
obsessions, or even frank psychoses, and they ultimately are respon-
sible for the inability of adults with PWS to succeed in alternative living 
and work placements. Interestingly, many of the characteristic behav-
iors of patients with PWS, including cognitive rigidity, hoarding 
be havior, impaired judgment, denial of defi cits, inability to self-monitor 
behavior, and interpersonal confl icts, are also seen in patients with 
traumatic brain damage. In patients with PWS, however, the brain 
damage is genetic and, unlike traumatic brain damage, appears to 
affect the entire brain. Prader-Willi syndrome may thus be character-
ized as a pervasive developmental neurobehavioral syndrome whose 
behavioral manifestations refl ect a distributed central nervous system 
dysfunction that has yet to be fully described either anatomically or 
biochemically.

In addition to behavioral problems, four cognitive diffi culties have 
been identifi ed in patients with PWS: global mental retardation, lan-
guage processing problems, learning disability associated with 
short-term memory and sequencing defi cits27 and failure to develop the 
ability to apply knowledge in new situations (metacognitive ability). 
Most patients with PWS score between 60 and 80 on IQ tests, and at 
least some have IQ scores in the 90s or somewhat higher. Functional 
aptitude, however, is entirely independent of test scores and appears 
to be related more to the degree of cognitive rigidity. Impaired meta-
cognitive ability prevents patients with PWS from utilizing their typi-
cally extensive compendium of facts in a practical or productive manner. 
Diffi culty with sequencing and language defi cits underlies most of 
the behavioral problems and the inability to change some behaviors. 
Sequencing diffi culty extends beyond simple numerical applications 
and includes an inability to recognize cause-and-effect sequences. This 
particular problem necessitates an entirely different approach to tradi-
tional behavior management, since patients with PWS fail to link pun-
ishment or reward with an antecedent behavior.

Many patients with PWS who frequently exhibit problem behaviors 
are able to alter these behaviors when environmental changes are insti-
tuted. These changes require creativity, hard work, and, often, many 
months before a behavior is altered, and some environmental and 
family situations are unalterable. It is particularly diffi cult when parents 
disagree about the management approach. Children with PWS who 
have the worst behavior in terms of depression and anxiety come from 
families in which parents report the highest level of confl ict over child 
rearing. Although this is also true for normal children, children with 
PWS do not have the fl exibility seen in normal children. Therefore, 
family therapy is recommended as soon as the diagnosis of PWS is 
made in an infant or young child.

 Appendix B A Comprehensive Team Approach to the Management of PWS  481



For many patients with PWS, problem behaviors are resistant to most 
attempts at behavioral management, and pharmacologic interventions 
are often considered when this becomes clear. Unfortunately, psycho-
pharmacologic agents frequently worsen problem behaviors in these 
individuals. A survey of parents of children with PWS conducted 
between 1989 and 1993 revealed that almost every available psycho-
tropic agent had been prescribed to manage behavioral problems.28,29 
Most agents either were ineffective or increased the occurrence of 
targeted symptoms; only three—haloperidol, thioridazine, and fl uox-
etine—were effective.30 More recently, it has been found that all sero-
tonin specifi c reuptake inhibitors seem to have a nonspecifi c behavior-
stabilizing effect, characterized by fewer outbursts, a marked reduction 
in irritability, and less perseveration, but with no specifi c antidepres-
sant effect.31 Other psychotropic drugs, such as the antipsychotic agent 
olanzapine and the anticonvulsant agent divalproex sodium, may have 
an effect.31 It must be emphasized, however, that any single agent may 
produce a dramatically benefi cial response in some patients with PWS 
and a dramatically adverse response in others, and many patients with 
PWS have idiosyncratic reactions to psychotropic drugs. Those with 
PWS require only one fourth to one half the standard dose of a psycho-
tropic drug to achieve a benefi t; increasing the dose to “normal” often 
results in toxicity and a return of the problem behavior.31 In general, 
psychotropic medication should be used only when all other interven-
tions, including behavioral modifi cation and environmental changes, 
have failed.

It should also be noted that appetite-suppressing medications have 
been ineffective in controlling food-seeking behavior and overeating.1 
Pharmacologic agents, including the amphetamines and agents that 
block nutrient absorption, which are often effective for weight control 
in non-PWS obese population, do not appear to alter the brain signals, 
or perhaps peripheral signals, that drive patients with PWS to seek 
food and overeat. Until a medication is discovered that can accomplish 
this goal, good management depends entirely on environmental control, 
protection against overeating, and an understanding caregiver who 
recognizes that the constant feeling of hunger experienced by these 
patients underlies some of their irritability and other behavior 
characteristics.

With regard to the effect of GH therapy on PWS behavior in the 
setting of behavioral diffi culties and refractoriness to psychopharma-
cologic agents, surveys of parents indicate that some behaviors improve 
and none deteriorate.26,32 Since the behavior of children with PWS tends 
to deteriorate over time, the absence of deterioration is, in fact, a posi-
tive outcome. Specifi c behavioral benefi ts of GH therapy, as reported 
anecdotally by parents, included increased energy, increased activity 
without the need for encouragement, improved personal hygiene, less 
“annoying” behavior, increased assumption of responsibility, and less 
perseveration.26,32 In addition, attention span and compliance seemed 
to improve and anxiety, depression, and obsessive thoughts decreased, 
although there was no impact on obsessive-compulsive behavior or 
improvement in school performance. Growth hormone therapy also 
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produced positive effects on physical appearance, usually within 3 to 
6 months of patients’ starting treatment. Appearance of the hands, feet, 
and trunk normalized in all GH recipients, and appearance of the head 
normalized in 81%. Such changes may positively affect patients’ social 
interaction. Furthermore, 97% of patients had more energy and 83% 
spontaneously increased their level of physical activity without paren-
tal prodding.

Improving Quality of Life in Patients with PWS: 
Diet, Exercise, and Lifestyle Changes

Surveys performed in the United Kingdom in 1989 and 1999 have 
provided useful information about the impact of lifestyle changes on 
PWS. From the standpoint of diet, two distinct phases of PWS are 
apparent: initial failure to thrive and subsequent obesity.

Failure to thrive results primarily from hypotonia, which makes 
sucking diffi cult during infancy. Nasogastric tube feeding may be nec-
essary for as long as 2 months to meet energy requirements. Signs of 
poor feeding in infants with PWS include changes in the voice or cry, 
coughing while swallowing, excessive drooling, frequent vomiting, 
constipation, respiratory infections, irritability during feeding, slow 
intake, and poor weight gain. For infants who are able to suck, specially 
designed nipples can reduce the energy expenditure. Early weaning to 
soft food will reduce energy requirements; introduction of solids is 
accompanied by a lessening of appetite for milk.33 However, some 33% 
of older infants with PWS are unable to eat soft food normally accept-
able at 1 year, and children with PWS typically lag far behind children 
without PWS in their transition to solid food, with 42% of children with 
PWS unable to chew some solid foods at the age of 5 years.34

The change from failure to thrive to excessive weight gain generally 
occurs between 2 and 4 years; there seems to be a recent shift toward 
the younger age. Despite their reduced energy requirement, these 
children are obsessed with food and engage in food seeking and 
food stealing. Overeating may be due to the prolonged eating drive 
that results from their disturbed feelings of satiety.35 The vast majority 
of parents of children with PWS have attempted to control their 
children’s weight, but dietary compliance is poor. Severe caloric restric-
tion for short periods at home or for longer periods in the hospital 
setting may be helpful, but most families feel that no intervention will 
help.

Increased physical activity can increase energy expenditure, promote 
negative energy balance, raise the post-exercise metabolic rate, build 
muscle mass, prevent osteoporosis, improve scoliosis, and enhance the 
overall sense of well-being. However, very few patients with PWS seem 
to participate in a structured exercise program. Aerobic exercise, toning 
and strengthening, fl exing and stretching, and formal physiotherapy 
are all useful for patients with PWS. Activities they may fi nd acceptable 
include bicycling, skating, jumping on a trampoline, dancing, and ball 
playing.
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Lifestyle changes that can be implemented certainly include control 
of food-seeking and food-stealing behaviors but also must encompass 
social integration and independence. Specifi c environmental controls 
designed to limit hyperphagia include locking places where food is 
stored, restricting access to money or credit cards, and prohibiting 
participation in food preparation. Unfortunately, many of these imposi-
tions and limitations may actually discourage social integration and 
independence.

Summary and Conclusion

Because of its many physical and behavioral manifestations, PWS 
should be managed in a multidisciplinary setting that emphasizes com-
prehensive care. Clinical trials confi rm that GH treatment of children 
with PWS normalizes linear growth, promotes an increase in lean body 
mass, and decreases fat mass. However, due to the complex nature of 
the syndrome, the long-term benefi ts of GH can be optimized and 
maintained only in conjunction with dietary control and counseling, 
physical therapy, and psychological and educational evaluation and 
support.
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Appendix C
Growth Charts of Individuals with 

Prader-Willi Syndrome

Data from the United States

Data in Figures C.1 through C.5 are based on measurements of 71 
Caucasian U.S. subjects with PWS between the ages of 0 and 24 years, 
including 42 males and 29 females, reported by Butler and Meaney. 
Under high-resolution chromosome analysis, 37 subjects had an appar-
ent chromosome 15 deletion, 26 had normal-appearing chromosomes, 
and 8 had an unknown chromosome status. Approximately half of the 
subjects were on a calorie-restricted diet, and none were treated with 
growth hormone. No signifi cant differences were found between those 
with a chromosome deletion and those with normal-appearing chro-
mosomes, but there were signifi cant variations by gender.

Data source: Butler MG, Meaney FJ. Standards for selected anth-
ropometric measurements in Prader-Willi syndrome. Pediatrics, 
1991:88(4);853–860. Reproduced by permission of Pediatrics, 1991:88;853–
858. (Charts were modifi ed by Dr. Merlin Butler to add standard 
measure equivalents to the original metric units.)

Data from Germany

Data in Figures C.6 and C.7 are based on measurements of 100 subjects 
of German descent between the ages of 0 and 20 years, including 51 
males and 49 females, reported by Hauffa et al. All subjects had geneti-
cally confi rmed PWS by molecular genetics testing; 76 had deletions, 
14 had maternal uniparental disomy, 3 had imprinting mutations, and 
7 were of undetermined molecular class. None of the subjects had 
received a growth-promoting therapy. In comparison with the U.S. data 
described above, the researchers found that “Height centile curves of 
the German patients fall in the tall range of standards derived from 
American patients  .  .  .  mainly due to an elevation of the lower centile 
ranges in both sexes.” They also found that after age 14 “German girls 
with PWS are heavier than their American counterparts.”
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Data source: Dr. Berthold P. Hauffa provided combination height and 
weight charts based on PWS data reported in Hauffa BP, Schlippe G, 
Roos M, Gillessen-Kaesbach G, Gasser T. “Spontaneous growth in 
German children and adolescents with genetically confi rmed Prader-
Willi syndrome.” Acta Paediatrica, 2000:89:1302–1311. These modifi ed 
clinical charts were prepared by Pharmacia Corporation, substituting 
German reference data for the Dutch reference data in the original 
article. Reprinted with English labels by permission of Pharmacia 
Corporation.

Data from Japan

Data in Figures C.8 through C.15 are based on measurements of 252 
Japanese individuals with PWS between the ages of 0 and 24 years, 
including 153 males and 99 females, reported by Nagai et al. The 
subjects were diagnosed with PWS by clinical, cytogenetic, and/or 
molecular genetic methods; 198 were found to have a chromosome 15q 
abnormality (deletion), 26 had maternal uniparental disomy, and in 28 
no chromosome analysis was available. Approximately one third of the 
subjects were on a calorie-restricted diet. The researchers found that 
“Growth patterns are not different between Japanese and Caucasian 
children with the syndrome” but that “the degree of overweight appears 
much more severe in Caucasians.”

Data source: Nagai T, Matsuo N, Kayanuma Y, et al., Standard growth 
curves for Japanese patients with Prader-Willi syndrome,” American 
Journal of Medical Genetics, 2000:95;130–134. Original growth charts 
from this report, courtesy of Dr. Toshiro Nagai, are reprinted with 
permission of Wiley-Liss, Inc., a subsidiary of John Wiley & Sons, 
Inc.
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Figure C.1. Data from USA. Standardized curves for height of Prader-Willi 
syndrome (PWS) male and female patients (solid line) and healthy individuals 
(broken line). Modifi ed from Butler and Meaney, 1991. Reproduced by permis-
sion of Pediatrics, Vol. 88, p. 854, Copyright © 1991.



Figure C.2. Data from USA. Standardized curves for weight of Prader-Willi 
syndrome (PWS) male and female patients (solid line) and healthy individuals 
(broken line). Modifi ed from Butler and Meaney, 1991. Reproduced by permis-
sion of Pediatrics, Vol. 88, p. 853, Copyright © 1991.
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Figure C.3. Data from USA. Standardized curves for head circumference of 
Prader-Willi syndrome (PWS) male and female patients (solid line) and healthy 
individuals (broken line). Modifi ed from Butler and Meaney, 1991. Reproduced 
by permission of Pediatrics, Vol. 88, p. 855, Copyright © 1991.
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Figure C.4. Data from USA. Standardized curves for hand length of Prader-
Willi syndrome (PWS) male and female patients (solid line) and healthy indi-
viduals (broken line). Modifi ed from Butler and Meaney, 1991. Reproduced by 
permission of Pediatrics, Vol. 88, p. 856, Copyright © 1991.
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Figure C.5. Data from USA. Standardized curves for foot length of Prader-
Willi syndrome (PWS) male and female patients (solid line) and healthy indi-
viduals (broken line). Modifi ed from Butler and Meaney, 1991. Reproduced by 
permission of Pediatrics, Vol. 88, p. 858, Copyright © 1991.



Figure C.6. Data from Germany. Centile curves (5th, 25th, 50th, 75th, 95th centile) for length/height 
(top) and for weight (bottom) of male German PWS patients, compared with reference growth stan-
dards of normal children (shaded area representing the 3rd to 97th centile range). Modifi ed clinical 
chart based on Hauffa et al., Acta Paediatrica, 2000, Vol. 89, pp. 1302–1311. Reprinted with permission 
from Pharmacia Corp. Chart courtesy of Dr. Berthold P. Hauffa.

494  Appendix C Growth Charts of Individuals with PWS



 Appendix C Growth Charts of Individuals with PWS  495

Figure C.7. Data from Germany. Centile curves (5th, 25th, 50th, 75th, 95th centile) for length/height 
(top) and for weight (bottom) of female German PWS patients, compared with the reference growth 
standards of normal children (shaded area representing the 3rd to 97th centile range). Modifi ed clinical 
chart based on Hauffa et al., Acta Paediatrica, 2000, Vol. 89, pp. 1302–1311. Reprinted with permission 
from Pharmacia Corp. Chart courtesy of Dr. Berthold P. Hauffa.
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Figure C.8. Data from Japan. Body length of male Japanese PWS patients from 
birth to age 24 months. Solid lines show 3rd, 50th, and 97th centile values for 
PWS patients, and dotted lines 3rd and 97th centile values for normal children. 
From Nagai et al., American Journal of Medical Genetics, Vol. 95, p. 131, Copyright 
© 2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary of John 
Wiley & Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.
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Figure C.9. Data from Japan. Body length of female Japanese PWS patients 
from birth to age 24 months. Solid lines show 3rd, 50th, and 97th centile values 
for PWS patients, and dotted lines 3rd and 97th centile values for normal chil-
dren. From Nagai et al., American Journal of Medical Genetics, Vol. 95, p. 131, 
Copyright © 2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary 
of John Wiley & Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.
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Figure C.10. Data from Japan. Height of male Japanese PWS patients from ages 
2 to 17 years. Solid lines show 3rd, 50th, and 97th centile values for PWS 
patients, and dotted lines 3rd and 97th centile values for normal children. From 
Nagai et al., American Journal of Medical Genetics, Vol. 95, p. 132, Copyright © 
2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary of John Wiley 
& Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.
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Figure C.11. Data from Japan. Height of female Japanese PWS patients from 
ages 2 to 17 years. Solid lines show 3rd, 50th, and 97th centile values for PWS 
patients, and dotted lines 3rd and 97th centile values for normal children. From 
Nagai et al., American Journal of Medical Genetics, Vol. 95, p. 132, Copyright © 
2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary of John Wiley 
& Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.
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Figure C.12. Data from Japan. Body weight of male Japanese PWS patients from birth to age 24 months. 
Solid lines show 3rd, 50th, and 97th centile values for PWS patients, and dotted lines 3rd and 97th 
centile values for normal children. From Nagai et al., American Journal of Medical Genetics, Vol. 95, 
p. 133, Copyright © 2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary of John Wiley & 
Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.



 Appendix C Growth Charts of Individuals with PWS  501

Figure C.13. Japanese Data. Body weight of female Japanese PWS patients from birth to age 24 months. 
Solid lines show 3rd, 50th, and 97th centile values for PWS patients, and dotted lines 3rd and 97th 
centile values for normal children. From Nagai et al., American Journal of Medical Genetics, Vol. 95, 
p. 133, Copyright © 2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary of John Wiley & 
Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.
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Figure C.14. Japanese Data. Body weight of male Japanese PWS patients from 
ages 2 to 17 years. Solid lines show 3rd, 50th, and 97th centile values for PWS 
patients, and dotted lines 3rd and 97th centile values for normal children. From 
Nagai et al., American Journal of Medical Genetics, Vol. 95, p. 133, Copyright © 
2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary of John Wiley 
& Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.
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Figure C.15. Japanese Data. Body weight of female Japanese PWS patients 
from ages 2 to 17 years. Solid lines show 3rd, 50th, and 97th centile values for 
PWS patients, and dotted lines 3rd and 97th centile values for normal children. 
From Nagai et al., American Journal of Medical Genetics, Vol. 95, p. 133, Copyright 
© 2000. Reprinted with permission of Wiley-Liss, Inc., a subsidiary of John 
Wiley & Sons, Inc. Chart courtesy of Dr. Toshiro Nagai.
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If your child suffers from a chronic condition such as Prader-Willi 
syndrome, you may have concerns about affording the care he cur-
rently needs and his well-being when you are no longer able to support 
him. If your child is suffi ciently disabled and will be unable to work, 
you need more information about the disability benefi ts programs 
administered by the U.S. Social Security Administration (SSA).

The Social Security Administration administers two types of pro-
grams for disabled individuals: Social Security Disability Insurance 
(SSDI), also known as Title II and DIB, and Supplemental Security 
Income, also known as SSI and Title XVI. Although they have the same 
defi nition of disability, there are different requirements for each benefi t 
program.

Social Security Disability Insurance is paid to adults who become 
disabled and who have a suffi cient work history. SSDI also provides 
income for their dependents. Dependents include their minor children, 
disabled adult children, and sometimes their spouse. Medicare cover-
age is available after the disabled individual has received benefi ts for 
2 years. The other benefi t, SSI, is means-tested. These benefi ts are 
paid to disabled adults who have limited income and resources (most 
adults with Prader-Willi syndrome receive SSI) and to disabled chil-
dren whose parents have limited income and resources. Due to the 
“deeming” of parents’ income and resources to minor children, chil-
dren can receive SSI benefi ts only if their parents have limited income 
and resources. Medicaid coverage is available upon receipt of SSI 
benefi ts. Many people receive benefi ts under both the SSI and Medicaid 
programs. There are special rules for SSI eligibility for noncitizens. If 
you are not a U.S. citizen, contact your attorney or SSA for more 
information.

An important benefi t to be aware of is called Disabled Adult Chil-
dren’s (DAC) benefi ts. If a child is unmarried and his disability has 



continued uninterrupted since before his 22nd birthday, and one of his 
parents is either retired, disabled, or has died after working enough 
quarters to qualify as insured, he may be eligible for Social Security 
disability benefi ts. Disabled Adult Children’s benefi ts are available to 
your child even if he or she has never worked and can be used to 
support a disabled individual whose parents are no longer able to do 
so. Although these benefi ts are called “children’s” benefi ts, they are 
paid to the adult child of a former wage earner. When a recipient of 
DAC benefi ts marries, these benefi ts will end. If you think your child 
may be eligible for this benefi t, you should contact the Social Security 
Administration for an application. Visit a local offi ce or call 1-800-772-
1213. For a referral to a private attorney who is familiar with these 
benefi ts, you can call the National Organization of Social Security 
Claimants’ Representatives at 1-800-431-2804.

Determining Eligibility

Social Security Disability Insurance benefi ts are available to disabled 
workers who meet two conditions: (1) they are too disabled to work at 
any job, not just the jobs which they held in the past; and (2) through 
their employment, they have contributed enough FICA tax over the 
years to be covered. In general, workers who have worked at least 5 
out of the 10 years just before the disability began are covered; the rules 
are different for workers under age 30. An individual’s wage history 
determines the monthly benefi t amount.

Remember, even an individual who has not worked, but whose dis-
ability began before age 22, may be eligible for Social Security disability 
benefi ts, as a Disabled Adult Child.

Supplemental Security Income (SSI) benefi ts are available to disabled 
individuals whose income and resources are very limited. Generally, 
to be eligible for SSI benefi ts, an individual may have no more than 
$2,000 in resources ($3,000 for a couple) and income that is less than 
the SSI benefi t amount ($579 per month for an individual and $869 for 
a couple in January 2005). The income levels change slightly each year. 
There are several items, such as a primary residence, car, and certain 
income, that SSA will not count. Income and resources from a spouse 
or the parents of a minor child are deemed available to the claimant. 
Parents’ income will be deemed to a minor child even if he or she 
resides at a school, if the parent has parental control (guardianship) 
over the child.

Claimants who are eligible for Social Security disability benefi ts but 
whose payment amount is very low may also be eligible for SSI 
benefi ts.

Who Is “Disabled”?

Eligibility for benefi ts depends on a child’s limitations resulting from 
physical, mental, and behavioral impairments. SSA decides whether a 
child has been, or is expected to be, disabled for at least 12 months. The 
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SSA defi nition of disability for a child is: “An individual under the age 
of 18 shall be considered disabled for purposes of this title if that indi-
vidual had a medically determinable physical or mental impairment 
which results in marked and severe functional limitations, and which 
can be expected to result in death or which has lasted or can be expected 
to last for a continuous period of not less than 12 months.”

Eligibility for disability benefi ts depends on the limitations an indi-
vidual has as a result of both physical and mental impairments. For 
example, SSA will consider the effects of obesity on the individual’s 
heart and ability to walk, as well as other conditions it may cause, such 
as diabetes or sleep apnea. SSA will also consider mental limitations, 
including IQ scores and limitations in social functioning and activities 
of daily living and maladaptive behavior. For example, temper tan-
trums, obsessive-compulsive behavior, frustration, and need for routine 
can limit available jobs and can be a “marked and severe functional 
limitation” in a child’s case.

SSA follows a Sequential Evaluation Process to determine whether 
a claimant meets the disability criteria. For children, the sequential 
evaluation is a three-step process:

1. Is the child working?
2. Does the child have a medically determinable impairment or com-

bination of impairments that is severe?
3. Does the child’s impairment meet or medically equal the require-

ments of a listed impairment; or are the functional limitations caused 
by the impairment(s) the same as the disabling functional limitations 
of any listing, and therefore, functionally equivalent to that listing?

If the child is not working, SSA will compare the child’s condition to 
its criteria in the “Listings of Impairments.” There are several different 
listings under which an individual with Prader-Willi syndrome may 
be evaluated.

One listing that SSA may refer to is section 110.00, Multiple Body 
Systems. Those impairments that SSA classifi es as “multiple body 
systems” are “life-threatening catastrophic congenital abnormalities 
and other serious hereditary, congenital, or acquired disorders that 
usually affect two or more body systems” and are expected to either 
produce long-term signifi cant interference with age-appropriate major 
daily activities or result in early death. SSA will fi nd a child disabled 
who suffers from multiple body dysfunction due to any confi rmed 
hereditary, congenital, or acquired condition with either persistent 
motor dysfunction; signifi cant interference with communication due to 
speech, hearing, or visual impairments; or mental, growth, or cardiac 
impairments.

SSA may also evaluate a child with Prader-Willi syndrome under the 
listings for mental disorders, section 112.00. These listings provide spe-
cifi c requirements for each age group. The conditions in this section 
that are most likely to be present in a child with Prader-Willi syndrome 
include: organic mental disorders (112.02); mood disorders (112.04); 
mental retardation (112.05); anxiety disorders (112.06); somatoform, 
eating, and tic disorders (112.07); pervasive developmental disorders 
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(112.10); or developmental and emotional disorders of newborn and 
younger infants (112.12).

If your child’s condition precisely meets any of these criteria, SSA 
will fi nd that he is disabled. But meeting these criteria is not the only 
way to qualify for benefi ts. Even if your minor child does not have the 
exact test results required, SSA will continue to evaluate the claim by 
determining whether his or her impairments cause the same type of 
limitations as any of the listings (medically or functionally equal the 
listing). Keep in mind that your child’s disability can be based on a 
combination of several impairments that may not be disabling when 
considered separately, but when evaluated together show that he 
cannot work.

Functional equivalence is shown when the impairment or a combina-
tion of impairments causes the same disabling functional limitations as 
those of a listed impairment. SSA recognizes that some impairments or 
combination of impairments can be just as disabling even if the impair-
ment itself is not the same as a listed impairment. SSA will also consider 
other factors such as the effect of medications, or the effects of struc-
tured settings, and school attendance. SSA may recognize that your 
child functions well in his supportive, special class in school or with 
the family and friends he knows, but may not be able to function well 
in an unknown setting or without constant support and supervision.

Although there is no longer a listing for obesity, SSA will also rely 
on the guidance found in Social Security Ruling 02-1p, which explains 
how obesity can affect an individual’s musculoskeletal, cardiovascular, 
and respiratory systems.

Remember that SSA reviews and sometimes changes the specifi c 
requirements of any listing. Be sure you are relying on the current 
listing when gathering the necessary medical evidence.

SSA will consider the combined effects of all impairments to deter-
mine if the child is disabled under this category. Although an individ-
ual’s physical or mental impairments considered independently may 
not be found to be disabling, when SSA considers the combined effect 
of all impairments, the condition can be functionally equal to a listed 
impairment.

Claimants over 18 years old are evaluated under adult standards. 
The adult listing for Multiple Body Systems (Section 10.00) is currently 
limited to Down syndrome, but this listing explains that SSA will 
evaluate “other chromosomal abnormalities [that] produce a pattern 
of multiple impairments but manifest in a wide range of impairment 
severity  .  .  .  under the affected body system.” An adult can also be 
evaluated under the adult listings for Mental Disorders (Section 12.00) 
and Social Security Ruling 02-1p. As in a child’s claim, SSA will con-
sider the combined effect of all impairments on the individual’s ability 
to work.

An adult whose condition does not meet the exact criteria, or who 
does not have the exact test results required may still be found dis-
abled. SSA will continue to evaluate the claim by considering voca-
tional factors (age, educational background, and work history) along 
with physical and mental residual functional capacities to decide 



whether a claimant is disabled or whether there are jobs that he 
can do.

What Can You Do to Help Show SSA That You Are Disabled?

SSA will rely on the results of medical tests to determine whether your 
child can be found disabled, so it is important that he or she has been 
properly examined by a doctor. SSA wants to see that a doctor has 
laboratory tests, including chromosomal analysis, where appropriate, 
and has diagnosed your child with Prader-Willi syndrome. In addition 
to medical tests, SSA will consider the opinions of the treating physi-
cians, the child’s parents, and teacher’s notations in school records. 
Both adults and children can assist their claim by keeping a diary docu-
menting symptoms and how these symptoms affect the ability to func-
tion during a typical day.

You can also provide the Administrative Law Judge (ALJ) with 
medical information about Prader-Willi syndrome before your hearing, 
so the ALJ can be familiar with the nature of the condition. The Prader-
Willi Syndrome Association has valuable information that can be 
provided to the ALJ. (See Appendix F.)

Applying for Benefi ts

Application forms for disability benefi ts from the Social Security 
Administration are obtainable by calling 1-800-772-1213. When the 
forms are complete, application for both Social Security Disability 
Insurance and SSI benefi ts can be fi led at any Social Security offi ce. 
Some people can also apply online at www.socialsecurity.gov/apply-
forbenefi ts. It is important to complete the form with as much informa-
tion as possible. Give the full names and addresses of all doctors, and 
the dates of any hospitalizations. Make a list of the medications or other 
treatments used, their side effects, and any medications and treatments 
which have been tried but which no longer work. Describe the child’s 
daily activities, and mention whether his/her behavior or weight 
prevent him from performing certain activities. Tell the child’s doctors 
that he/she is applying for disability benefi ts, and that the doctor 
should expect to receive a request for more information from SSA. 
Many claimants wait until a hearing is scheduled before hiring an 
attorney to represent them, but you can choose to be represented at any 
stage of the application process.

Application and Appeals Process

Only about 30% of disability applications will be approved at the fi rst 
step of the process. If your application is initially denied, there are 
several steps in the appeal process.

When your claim is denied initially, you should appeal by complet-
ing a reconsideration form. You have 60 days to request reconsidera-
tion. A different person from SSA will evaluate your claim. You may 
have to wait a year before you receive a decision at this stage.
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You should be aware that SSA is experimenting with eliminating the 
reconsideration step. Therefore, in some parts of the country, instead 
of requiring reconsideration of a denial, you would request a hearing 
before an ALJ. In most areas, you do not request a hearing unless your 
claim has been denied at the reconsideration level. Your local SSA offi ce 
or your representative will know which type of appeal you should 
fi le.

If you are denied at the reconsideration level, you will have 60 days 
to appeal to an Administrative Law Judge for a hearing. Over half of 
the claimants who request a hearing before an ALJ will receive favor-
able decisions awarding benefi ts. At the hearing the ALJ will ask you 
about your child’s condition and how it affects your child’s ability to 
work and perform activities of daily living. The ALJ will ask what your 
child can do during the day and how the child feels after doing certain 
activities. Family members may also tell the ALJ about your child’s 
condition. The ALJ may also ask a medical expert to explain Prader-
Willi syndrome. You can help your claim by providing information to 
the ALJ before the hearing. The ALJ may also call a vocational expert 
who will talk about what jobs your child could perform and whether 
a signifi cant number of these jobs exist. If your child has worked in the 
past, the ALJ will also ask the vocational expert whether your child can 
perform the work that he/she did before.

If the ALJ denies your claim, you have 60 days to appeal to the 
Appeals Council. In some parts of the country, SSA has eliminated 
the Appeals Council, so you would appeal directly to federal court. 
An Appeals Council appeal is a written form. If you disagree with the 
ALJ’s decision, you or your representative must explain exactly what 
parts of the decision you think are wrong. Occasionally, the Appeals 
Council will ask your representative for oral argument. But this is very 
rare. Unfortunately, it is not uncommon to wait 1-1/2 years before the 
Appeals Council makes a decision. The Appeals Council will usually 
either send the claim back to the ALJ for another hearing or deny your 
claim altogether. Eighteen percent of the claims are sent back for 
another hearing. The Appeals Council fi nds that claimants are disabled 
without another hearing in only 2% of the appeals.

If the Appeals Council denies your claim, you can appeal to federal 
court. You have 60 days to fi le a claim in federal court. You will want 
representation at this level, as only an attorney can fi le an appeal in 
federal court; a non-attorney representative cannot appeal to federal 
court.

How Long Will the Application Process Take? 

It is not uncommon for a claimant to wait 6 to 12 months for a decision 
on an application for disability benefi ts. Claims that must be appealed 
administratively (to an Administrative Law Judge and the Appeals 
Council) or to federal court will take much longer. (To provide some 
perspective on the program, consider that almost 3 million applications 
for disability benefi ts were fi led in a recent year.) When a case is fi nally 
approved, benefi ts will be paid to cover the months during which the 



claimant was waiting for a decision. The amount of time and effort it 
takes to pursue an appeal is defi nitely daunting. Perseverance and 
persistence are crucially important.

What Determines the Benefi t Amount?

The amount of Social Security Disability Insurance, or Title II, benefi ts 
paid depends on the former worker’s earnings throughout his/her 
work history, the number of years worked, his/her age, as well as the 
number of people in the family and its composition (including divorced 
spouses). For a person whose earnings, averaged over his/her working 
life, were $20,000, Title II disability benefi ts in 2005 would be approxi-
mately $835 monthly. A spouse and child would receive an additional 
$415. For a person whose earnings averaged $50,000, the monthly 
benefi t amount could be approximately $1,570. The family maximum, 
a cap on the monthly benefi ts payable on the account of a particular 
worker, limits the amount of Social Security benefi ts payable to an 
entire family when all benefi ts are based on the account of one wage 
earner. The effect of the family maximum, however, is that families 
with more children may not necessarily receive more benefi ts than 
families with fewer children, even if the Personal Income Account 
fi gures are the same.

Note that there is no family maximum for SSI benefi ts because each 
person who receives benefi ts does so based on his/her own impair-
ment. It is possible, then, that a very poor family with several disabled 
children will receive more SSI benefi ts than a wage earner and depen-
dents receiving SSDI (Title II) benefi ts.

The SSI benefi t amount is based on the income, resources, and living 
arrangement of the disabled individual, and sometimes, his family. 
There is a federal SSI monthly benefi t rate: in 2005, $579 for an indi-
vidual and $869 for an eligible couple. Many states add a state supple-
ment to this amount. An individual’s monthly SSI benefi t will be 
reduced by other resources and income he receives, based on SSA’s 
formula for counting “earned” and “unearned” income. The amount 
of the SSI check can differ each month if the amount of income changes 
each month. The formula can be quite complicated. Although SSA is 
required to provide an explanation of how the benefi ts amount is cal-
culated, it is still recommended that you ask your representative to 
explain the decisions in your specifi c case.

SSA uses a “Retrospective Monthly Accounting” method. This means 
that the amount of SSI benefi ts in any given month is determined by 
the income received in the second previous month. For example, the 
November SSI amount is based on income received in September.

In certain situations, SSA will count a portion of another person’s 
income as the unearned income of an SSI recipient. This is called 
“deeming.” It does not matter whether the other person’s income 
is actually available to the SSI recipient. For example, if one spouse 
is disabled and not working, the income of the other spouse will 
be deemed to the disabled spouse and will affect his/her eligibility 
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for SSI benefi ts. A parent’s income is deemed to a minor child and 
will affect the child’s eligibility for SSI and benefi t amount, if found 
eligible. This is why the disabled child in a middle class working 
family will not be eligible for SSI benefi ts. The income of a parent’s 
spouse will also be deemed to the child, even if the spouse has 
not adopted the child. Deeming does not always apply if the child does 
not live with the parent. Special deeming rules exist if the child 
lives in a Medicaid-funded institution, or lives with another relative. 
Parent-to-child deeming ends when the child turns 18 years old. Even 
without deeming, this does not mean a child will be eligible for SSI. 
SSA looks at living arrangements also. In some states, a child who 
is not fi nancially eligible for SSI may still be eligible for Medicaid. 
Certain types of income, such as other types of welfare benefi ts, are 
not deemed.

When determining the monthly SSI benefi t amount, SSA will also 
consider the individual’s living arrangements. If an SSI recipient lives 
with another person and receives food, clothing, or shelter from that 
person, SSA calls this “in-kind support and maintenance” and includes 
the value as income. If the SSI recipient can show that he has been 
loaned the support and maintenance and has an obligation to repay it, 
it will not affect the amount of assistance.

If an SSI recipient is living in another person’s house and receiving 
both food and shelter from that person, SSA will apply what is called 
a “one-third reduction rule.” However, if the recipient is paying a pro 
rata share of household expenses, or buying his own food, then he is 
not considered to be living in the household of another and is not 
subject to the one-third reduction rule. Instead, he is subject to the 
“presumed value rule.”

The main difference between the one-third reduction rule and 
the presumed value rule is that, under the one-third reduction rule, 
SSA will reduce the federal monthly SSI benefi t by one third ($193, 
based on the 2005 monthly benefi t of $579). The actual value of the 
support does not matter. Under the presumed value rule, SSA starts 
with a presumption that the value of the in-kind support is worth one 
third of the federal benefi t rate. However, if you can show that the 
actual value is less than one third of the federal benefi t rate, SSA will 
use the lower number and will reduce the SSI check by the lower 
amount.

In addition, SSA will deduct other income, as well as disregard 
certain amounts of earnings before determining the monthly benefi t 
amount.

Once Approved, Can I Work and Continue to Receive 
Social Security or SSI Benefi ts?

SSA has many work incentive programs, which allow recipients to 
work for a limited amount of time, or under special circumstances, 
without losing their benefi ts. Most people who receive Social Security 
Disability benefi ts can earn up to $590 per month (in 2005) for 9 months 



while receiving their benefi ts. This is called a Trial Work Period. After 
the 9 months are completed, a benefi ciary can work during the follow-
ing 3 years. Benefi ts will not be paid for any month in which you earn 
over $590, but you will receive benefi ts for any month you do not work. 
If you are still working at the end of the 3-year period, benefi ts may be 
terminated.

Another work incentive available is called Impairment Related Work 
Expenses (IRWE). If you have certain expenses because of your dis-
ability that permit you to work, you can deduct the cost of these 
expenses from your income. For example, if your seizures prevent you 
from driving, and there is no public transportation available, or if you 
are unable to take public transportation, the cost of a taxi to and from 
work can be deducted from your earnings. SSA will deduct the differ-
ence between the cost of the taxi and the cost of the bus that you cannot 
use. Deducted expenses will not be counted as earnings. This can be 
used to bring your earnings below the monthly Substantial Gainful 
Activity level ($830 for 2005). The amount of money considered an 
IRWE will not be counted as income and will not cause a reduction in 
your SSI check.

You can also create a PASS Plan. This is a Plan for Achieving Self 
Support. A PASS plan is a written plan that must be approved by SSA 
in advance. It permits you to set aside some money earned towards an 
educational or occupational goal. The money set aside will not be 
counted as income for Title II or SSI purposes. This can be used to bring 
your earnings below the monthly substantial gainful activity level, and 
SSA will then fi nd that you are not “working.” The amount of money 
set aside under a PASS plan will not be counted as income and will not 
cause a reduction in your SSI check.

SSA has recently started a “Ticket to Work Program,” which also 
permits recipients of disability benefi ts do to some work while receiv-
ing benefi ts and continued Medicare coverage. People can use their 
Ticket to get free vocational rehabilitation, job training, and other 
employment support services. SSA’s Web page has information on the 
Ticket to Work Program and other work incentives that are available. 
Look at www.socialsecurity.gov or call SSA at 1-800-772-1213.

It is not advisable to return to work before you have received a favor-
able decision on disability applications. Recipients who are considering 
trying to work should look at SSA’s Web page, and contact SSA at 1-
800-772-1213 or an attorney who is familiar with Social Security pro-
grams for specifi c guidance.

How Can I Get Help or Additional Information?

Additional information can be obtained from SSA by calling 1-800-772-
1213 or looking at their Web page at www.socialsecurity.gov. Most 
people apply for benefi ts on their own but often want assistance in 
pursuing an appeal. If you need legal representation to assist you in 
obtaining Social Security disability or SSI benefi ts, contact your local 
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legal services program or your local bar association referral offi ce. Or 
you can get a referral to a private attorney in your area from the 
National Organization of Social Security Claimants’ Representatives by 
calling 1-800-431-2804.



Appendix E
The International Prader-Willi 

Syndrome Organization

The International Prader-Willi Syndrome Organization (IPWSO) is a 
global organization of 60 member and associate countries committed 
to enhancing the quality of life for people with Prader-Willi syndrome 
and their families, giving our children the best possible opportunities 
for living their lives to the fullest. This international community of 
parents, friends, and professionals forms a dedicated network. It con-
nects families and professionals, provides emotional and educational 
support, spreads general awareness, educates, and encourages scien-
tifi c research. Regional and international conferences are especially 
helpful in giving families the occasion to come together for educational 
workshops and lectures, while also providing a forum for scientists.

Most signifi cantly, IPWSO helps families—even in the most remote 
corners of the world—understand that they are not alone in dealing 
with the challenges of this complex syndrome. We provide a window 
to support and services that already exist within a member country. 
Where no support exists, we help fl edgling associations with their 
development.

Since education promotes the possibility for early diagnosis and 
early interventions in medical and behavioral management, spreading 
awareness is a major goal of IPWSO. Our educational packets (“General 
Awareness,” “Crisis,” and “Medical Awareness”) cover a wide range 
of essential topics and are distributed throughout the world in many 
languages.

IPWSO is an organization without borders—open to people of all 
origins and cultures. Families, researchers, clinical physicians, and 
other professionals from all over the world are a part of our network 
and our family. Please check our Web site (www.ipwso.org) to see if 
your country has a national association. If it doesn’t, contact us and we 
will assist you in forming an association, and we will connect you to 
other resources in your region, as well as throughout the world. We 
invite you to join our global family. With nations working together and 
sharing our resources and goals, IPWSO provides a beacon of hope for 
a better life for children with PWS and their families. With love and 
determination, all people with PWS can have a brighter future!
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Please feel free to contact us for information or assistance:

Pam Eisen
IPWSO President
E-mail: pam@ipwso.org

Giorgio Fornasier
IPWSO Director of Program Development
E-mail: g.fornas@libero.it

Main offi ce:
IPWSO
c/o Baschirotto Institute of Rare Diseases (B.I.R.D.)
Via Bartolomeo Bizio, 1—36023 Costozza (VI)—Italy
Tel/Fax: +39 0444 555557
E-mail: ipwso@birdfoundation.org
Web site: www.ipwso.org

IPWSO Members
The following are member countries and contacts as of March 2005:

ARGENTINA
Web site: www.praderwilliARG.com.ar
Professional delegate: Dr. Hector Waisburg, Larrea 1474, (1117) Buenos 
Aires, Argentina
Tel: +54 14806 4187
Fax: +54 14807 4773
E-mail: waisburg@fi bertel.com.ar
Parent delegate: Elli Korth, Forly 680 Loma Verde 1625 Escobar, Pcia. 
De Bs. As. Argentina
Tel/Fax: +54 3488 493499, +54 155 376 9541
E-mail: ellik@datamarkets.com.ar

AUSTRALIA
Web site: www.pws.org.au
Professional delegate: Dr. Ellie Smith, 23-25 Neil St., Bundeena NSW 
2230 Australia
Tel: +61 2 9527 9795 (home), + 61 2 9845 3237 (work)
E-mail: ellies@nch.edu.au
Parent delegate: Ms. Vanessa Crowe, 1 Barron Street, DEAKIN ACT 
2600 Australia
Tel: +61 2 6282 1167
E-mail: one.barron@bigpond.com

AUSTRIA
Web site: www.prader-willi-syndrom.at
Professional delegate: Dr. Barbara Utermann, Humangenetische 
Beratungsstelle, Schöpfstraße 41, A-6020 Innsbruck, Austria
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Tel: +43/512/507-3451
Fax: +43/512/507-2861
E-mail: Barbara.Utermann@uibk.ac.at
Parent delegate: Dr. Verena Wanker-Gutmann, Schloß Frohnburg, 
Hellbrunner Allee 53, A-5020 Salzburg, Austria
Tel: +43 662 624 142
Fax: +43 662 620 826-75
E-mail: frohnburg@salzburg.co.at
E-mail: frohnburg@moz.ac.at

BELGIUM
Professional delegate: Dr. Annick Vogels, C.M.E., KU Leuven, 
Herestraat 49 B-3000, Belgium
Tel: +32 1634 5903
E-mail: Annick.Vogels@uz.kuleuven.ac.be
Parent delegate: Wilfried De Ley, Prader-Willi Vereniging vzw Belgium, 
Boechoutsesteenweg 54, B-2540 Hove, Belgium
Tel: +32 3455 6691
Fax: +32 3221 0723
E-mail: wilfried.deley@pandora.be

BOLIVIA
Professional delegate: Carlos A. De Villegas Córdova, M.D., Pediatra 
Intensivista Av. Pablo Sanchez No 6763 (Irpavi) Bolivia
Tel: +591-2-2430123, +591-2-2433933, +591-2-71521099 (cell)
E-mail: cadevico@hotmail.com
Parent delegate: Luz Elizabeth Tejada Velez, Casilla N.6861, La Paz, 
Bolivia
E-mail: eliteve19972@hotmail.com

BRAZIL
Web site: http://geocities.yahoo.com.br/prader_willi_br/
Parent delegate: Gelci Galera, Rua Dom Wilson Laus Schmidt, 303 
Córrego Grande, Florianópolis SC CEP 88037-440 Brasil
Tel: +55 48 2330753
E-mail: gelci@estadao.com.br
E-mail: assocnacspw@yahoo.com.br

CANADA
Web site: www.pwsacanada.com
Professional delegate: Dr. Glenn Berall, BSc, M.D., FRCP(C), 4001 
Leslie Street, Toronto, ON M2K 1E1 Canada
Tel: +1-416-756-6222
Fax: +1-416-756-6853
E-mail: gberall@nygh.on.ca
Parent delegate: Diane Rogers, P.O. Box 786 Kensington, PEI COB IM0 
Canada
Tel: +1-902-836-4452
E-mail: gdrogers@pei.sympatico.ca
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CHILE
Web site: www.prader-willi.cl
Professional delegate: Dra. Fanny Cortes, Tabancura 1515 Of 210, 
Vitacura, Santiago, Chile
Tel: +56 2 678 1478
Fax: +56 2 215 2582
E-mail: fcortes@prader-willi.cl
Parent delegate: Carlos Molinet, 1a Transversal 10252, Dpto 41, El 
Bosque, Santiago, Chile
Tel: +56 2 559 2343, +56 9 276 9068
E-mail: cmolinet@prader-willi.cl
E-mail: info@prader-willi.cl

CHINA
Professional delegate: Jinghua Chai, M.D., M.Sc., Research Associate, 
Department of Psychiatry, University of Pennsylvania, Clinical Research 
Building, Room 530, 415 Curie Blvd. Philadelphia, Pennsylvania 
19104-6140, U.S.A.
Tel: +1-215-898-0265
Fax: +1-215-898-0273
E-mail: jinghuachai@yahoo.com

COLOMBIA
Professional delegate: Dr. Alejandro Velàsquez, endocrinologo pedia-
tra, Calle 2 sur # 46-55 Fase 1. Clinica Las Vegas, Consultorio 223, 
Medellin, Colombia
Tel: +2683763, +3108398091 (cell)
E-mail: alejandrov@doctor.com
Parent delegate: Jorge Restrepo, Apartado Aèreo 11667, Medellin, 
Colombia
E-mail: jerestrepo@epm.net.co

CROATIA
Professional delegate: Prim. Dr. Jasenka Ille, KBC Zagreb, Rebro, 
Kispaticeva 12, 10000 Zagreb, Croatia
Tel: +385 1 2388 331
Parent delegate: Ivka Cop and Davor Matic, Bukovacka 158, 10000 
Zagreb, Croatia
Tel: +385 9 1 5190 661
E-mail: ivkacop@net.hr

CUBA
Parent delegate: Ilieva Vazquez Bello, 9525 SW 24 St. Apt. D-102, 
Miami, FL 33165, U.S.A.
Tel: +1-305-207-5739
E-mail: ilimigue@hotmail.com
Address in Cuba: F.lia Vazquez, Calle 4ta #10810, E/7MA Y 9NA Casino 
Deportivo Ciudad Habana, Cuba
Tel: +41-89-06, +880-27-20 (cell)
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DENMARK
Web site: www.prader-willi.dk
Professional delegate: Susanne Blichfeldt, M.D., The Danish PWS 
Association, Kildehusvej 12, DK-4000 Roskilde, Denmark
Tel: +45 4637 3204, +45 4637 3203
E-mail: s.blichfeldt@dadlnet.dk
Parent delegate: Børge Troelsen, Agervej 23, DK-8320 Mårslet, 
Denmark
Tel: +45 8629 2141
Fax: +45 8629 2191
E-mail: b.troelsen@email.dk

DOMINICAN REPUBLIC
Professional delegate: Dra. Cristian López Diaz, Neurólogo-
Neuropediatra Grupo Médico Naco, C/ Fantino Falco No. 12, Suite No. 
5 2do piso, Esanche Naco, Santo Domingo Rep. Dom.
Tel: +809-685-5544, +809-759-8800 (cell)
E-mail: crislopezdiaz@hotmail.com
Parent delegate: Julia Bonelly, Continental Express, SA 5171, P.O. Box 
25296, Miami, Florida 33102, U.S.A.
Tel: +1-809-582-3417
E-mail: jbonnelly@navierasbr.com

ECUADOR
Parent delegate: Jorge Oswaldo Zúñiga Gallegos, Urbanización Carlos 
Montufar, Calle Isla Puná No. 8, San Rafael, Casilla Postal No. 17-23-
159, Quito Ecuador
Tel: +593 2 2860-985, +593 2 2865-047
E-mail: jzuniga@espe.edu.ec
Other contact: Armando Castellanos, Reina Victoria 17-37 y La Niña, 
Quito-Ecuador
Tel: +593 2 2683-647
E mail: iznachi@yahoo.com.mx

EGYPT
Professional delegate: Osama K. Zaki, M.D., Cytogenetics Unit. Dept 
Of Pediatrics, Ain Shams University, 8, Kamal Raslan St. Heliopolis, 
Cairo 11771 Egypt
Tel: +20 2 2717445
Fax: +20 2 2731933
E-mail: ozaki@medical-genetics.net
Parent delegate: Omnia Mourad, One Mohamed El Nadi Street, 
Makram Ebeid, 6th Zone, Nasr City, Egypt
E-mail: omneya@medical-genetics.com

EL SALVADOR
Professional delegate: Dr. Billy Fuentes, 3a Calle Poniente y 79 Av. 
Norte, Local N° 110 Condiminio Las Alquerias, Colonia Escalon, San 
Salvador, El Salvador, Centro America
Tel: +503-264-6990 (work), +503-274-4936 (home)
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E-mail: bimifu@hotmail.com
Parent delegate: Mario A. Méndez, Colonia Pórtico San Antonio 
#13—A Calle San Antonio Abad., San Salvador, El Salvador, Centro 
America
Tel: +503-284-4032
E-mail: mariomenra@hotmail.com

FINLAND
Web site: www.prader-willi.dk
Professional delegate: Dr. Ilkka Sipilä, M.D., HUCH Hospital for 
Children and Adolescents, (Stenbäckinkatu 11, 00290 Helsinki), P.O. 
Box 281, FIN-00029 HYKS, Finland
Tel: +358 50 427 2898
Fax: +358 94 717 5888
E-mail: ilkka.sipila@hus.fi 
Parent delegate: Tiina Silvast, Teekkarinkatu 17 B 15, 33720 Tampere, 
Finland
Tel: +358 40 084 7576
Fax: +358 3 213 3301
E-mail: tiina.s@pp1.inet.fi 

FRANCE
Web site: http://perso.wanadoo.fr/pwillifr/
Professional delegate: Prof. Raphael Rappaport, Hôpital Necker, 
Département de Pédiatrié, Unitéd’endocrinologie et croissance, 149 
Rue de Sèvres, F-75743 Paris Cedex 15, France
Tel: +33 144 494 801
Fax: +33 144 494 800
E-mail: raphael.rappaport@nck.ap-hop-paris.fr
Parent delegate: Jean-Yves Belliard, 10 Rue Charles Clément, F-02500 
Mondrepuis, France
Tel/Fax: +33 323 987 904
E-mail: jean-yves.BELLIARD@wanadoo.fr

GERMANY
Web site: www.prader-willi.de/
Professional delegate: Dr. Gillessen-Kaesbach, Humangenetisches 
Institut, Hufelandstr. 55D-45112 Essen, Germany
Tel: +49 201 723 4563
Fax: +49 201 723 5900
E-mail: g.gillessen@uni-essen.de
Parent delegate: Monika Fuhrmann, Weiherstr. 23, D-68259 Mannheim, 
Germany
Tel: +49 621 799 2193
E-mail: monikafuhrmann@web.de

GREECE
Professional delegate: As. Professor Dr. Christina Kanaka-Gantenbein, 
MD, Pediatriciac Endocrinology and Diabetes, 1st Department of 
Paediatrics, University of Athens, 52 Kifi ssias Ave., 115 26 Athens, 
Greece
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Tel: +30 1 777 9909
E-mail: ganten@hol.gr
Parent delegate: Maria Papaiordanou, Ploutonos 1 & Themistokleous 
St., 17455 Kalamaki—Alimos, Athens, Greece
Tel: +30 210 981 8179
Fax: +30 210 413 4648
E-mail: harmar@hol.gr

GUATEMALA
Professional delegate: Licda. Q.B. Mayra Urízar, Laboratorio Bioana-
lisis 18 Av. 4-50 zona 3, Quetzaltenanago, Guatemala, C.A.
Tel: +502 77674597, +502 54070806 (cell)
E-mail: mayraurizar@intelnet.net.gt
E-mail: mayraurizar@cabledx.tv
Parent delegate: Luis Barrios Izaguirre, 6a Calle “C” 4a-25 zona 9, Los 
Cerezos I Quetzaltenango, Guatemala, Centro America
Tel: +502 7677202, +502 54033260 (cell)
E-mail: luisbarrios@cabledx.tv

HONDURAS
Professional delegate: Dr. Jose Armando Berlioz Pastor, Colonia 
Altos de Miramontes, Diagonal Aguan # 2751 Tegucigalpa, M.D.C. 
Honduras, C.A.
Tel: +504-232-4429 (home), +504-221-1939 (offi ce), +504-992-4569 (cell)
E-mail: aberlioz@quik.com

ICELAND
Professional delegate: Stefan Hreidarsson, M.D., Medical Director, 
State Diagnostic and Counseling Centre, Digranesuegur 5, 200 
Kopavogur, Iceland
Tel: +354 510 8400
E-mail: STEFAN@Greining.is

INDIA
Professional delegate: Dr. Arun Kumar, Asst. Professor of Human 
Genetics, Indian Institute of Science, Bangalore 560 012, India
Tel: +91 80 2293 2998 (offi ce), +91 80 2346 5523 (home)
Fax: +91 80 2360 0999
E-mail: Kumarkarun@mrdg.iisc.ernet.in
Parent delegate: Shikha Metharamani, 16\1,Loudon Street, 3D Loudon 
Park, Kolkata-700 017 W. Bengal, India
Tel: +91 33 2247 2765, +91 98 3100 8191 (cell)
E-mail: shikha_harlalka@hotmail.com

ISRAEL
Web site: www.pwsil.org.il
Professional delegate: Varda Gross-Tsur, M.D., P.O. Box 2210, Mevase-
ret Zion 90805, Israel
Tel: +972 2 5341193
Fax: +972 2 6422481
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E-mail: gros_fam@netvision.net.il
Parent delegate: Urith Boger, P.O. Box 1332, 31 Aya St., Ramat Hasha-
ron 47226, Israel
Tel: +972 3 5409882
Fax: +972 3540 5271
E-mail: koshi1@netvision.net.il

ITALY
Web site: http://digilander.libero.it/praderwilli/main.htm
Professional delegate: Dr. Laura Bosio, c/o Pediatric Dept, Endocrine 
Unit, St.Raphael Hospital, Via Olgettina 60, 20132 Milano, Italy
Tel: +39 0226 432 625
Fax: +39 0226 432 626
E-mail: bosio.laura@hsr.it
Parent delegate: Giuseppe Quaglia, Via Cascina Maffeis, 72 24052 
Azzano S. Paolo (BG), Italy
Tel: +39 035 530646
Fax: +39 035 531040
E-mail: beppe@quaglia.it

JAPAN
Professional delegate: Dr. Tomoko Hasegawa, M.D., Genetic Support 
& Consultation Offi ce (GeSCO), 1-3-5-102 Kami-ashi-arai, 420-0841 
Shizuoka, Japan
Tel: +81 5 4248 0457
Fax: +81 3 3944 6460
E-mail: hasemoko@aol.com
Parent delegate: Kazue Matsumoto, Sanjo-cho 33-11, Asiya-city, Hyogo-
prefecture, Japan
Tel: + 81 7 9738 3087
E-mail: takumama@kcc.zaq.ne.jp

KOREA
Parent delegate: Jang Eunju, R# 303, 2FL, 165-13, Seokchon-dong, 
Songpa-gu, Seoul, Korea, 138-844
Tel : +016 733 4497 (cell)
E-mail: jenovia2000@yahoo.co.kr

MALAYSIA
Professional delegate: Dr. Yew Sing Choy, Pediatric Institute Kuala 
Lumpur Hospital, Jalan Pahang, 50586 Kuala Lumpur, Malaysia
Tel: +60 3 2615 5555, ext. 6889
Fax: +60 3 2694 8187
E-mail: choyo@tm.net.my
Parent delegate: Azmi Baba, Royal Malaysia Police Air Unit, Old 
Airport Road, 50460 Kuala Lumpur, Malaysia
Tel: +60 3 2282 5868
Fax: +60 3 2282 4535
E-mail: abhb57@hotmail.com

 Appendix E The International PWS Organization  521



MEXICO
Web site: http://praderwilli.es.mn
Professional delegate: Carlos Alberto Meza Miranda, Av de los Balso-
nes No. 68 Fracc. Villas del Tey, Mexicali Baja California, Mexico c.p. 
21380
Tel: +52 686 5 58 37 01
E-mail: cmezamiranda@yahoo.com.mx
Parent delegate: Diana Cota (same address as Carlos)
E-mail: dianaoliviacota@hotmail.com

MOLDAVIA
Professional delegate: Dr. Victoria Sacara, Apt. 144, 21 Dacha str., 
Kishinev, Moldova MD 2038
Tel: +373 719670
E-mail: vsacara@mednet.md
Parent delegate: Baranova Tatiana, Apt.12, 23 Renashterey str., 
Kishinev, Moldova 2005
Tel. +226386
E-mail: tatiaserg@araxinfo.com

MOROCCO
Parent delegate: Mme Fatima Mandili, 6 bis Rd doukkala rue 
Soulaimane Azzmi Appt. 4 Qu Hopitaux 20000 Casa, Maroc
E-mail: fate\lkorno@hotmail.com

THE NETHERLANDS
Web site: www.praderwillisyndroom.nl
Professional delegate: Prof. Dr. Leopold M.G. Curfs, University 
Maastricht/Academic Hospital Maastricht, Department Clinical 
Genetics, P.O. Box 1475, 6201 BL Maastricht, The Netherlands
Tel: +31 43 3877850, +31 43 38775899
E-mail: curfs@msm.nl
Parent delegates: Gerard Meijwaard, Louis Pasteurpad 28, 6216 EV 
Maastricht, The Netherlands
Tel: +043 3432371
E-mail: Gerard@praderwillisyndroom.nl
Tamara Stranders, Prader-Willi/Angelman-Vereniging, Postbus 85276, 
3508 AG Utrecht
Tel: +31 30 2363763
E-mail: t.stranders@fvo.nl

NETHERLANDS ANTILLES
Parent delegate: Marisol Punín, Wolfstraat #4, Noord Aruba, Antillas 
Holandezas
Tel: +297 9 931869, +297 5 837175 (work)
E-mail: solibeca@hotmail.com

NEW ZEALAND
Web site: www.pwsa-nz.co.nz
Professional delegate: Dr. Esko Wiltshire, Paediatric Endocrinologist, 
Wellington Hospital, Wellington, New Zealand
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E-mail: esko@wcmeds.ac.nz
Parent delegate: Linda Thornton, P.O. Box 143, Masterton, New 
Zealand
Tel: +64 6306 8424
Fax: +64 6306 8425
E-mail: pwsanz@wise.net.nz

NIGERIA
Parent delegate: Charles Ch. Mayberry, Erdkampsweg 6, 22335 
Hamburg, Germany
Tel: +49 40 5204217
Fax: +49 40 5203317
E-mail: Maybec3@aol.com

NORWAY
Web site: www.praderwilli.no
Professional delegate: Christian Aashamar M.Ed., Frambu, Sand-
bakkveien 18, N-1404 Siggerud, Norway
Tel: +47 64 85 60 80
Fax: +47 64 85 60 99
E-mail: caa@frambu.no
Parent delegate: Ragnhild Øverland Arnesen, Kollbulia 22, N-5124 
Morvik, Norway
Tel: +47 55 18 48 42, +47 48 09 67 09 (cell)
E-mail: ragnhoa@online.no

PAKISTAN
Professional delegate: Dr. Jamal Raza, Associate Professor, National 
Institute of Child Health, Rafi quee Shaheed Road, Karachi 75510, 
Karachi, Pakistan
Tel: +9201261 4, ext. 223, +0333 2184376 (cell)
E-mail: jamalraza@yahoo.com
Parent delegate: Ghazala Nomani, 26 Cedar St., Bergenfi eld, New 
Jersey 07621, U.S.A.
Tel: +1-201-244-9026
E-mail: gnpwspak@aol.com

PANAMA
Parent delegate: Kathia Díaz Arias, San Miguelito Samaria, Sector 4b, 
casa 161, Panama
Tel: +507-273-9591
E-mail: angeldavid134@LatinMail.com

PARAGUAY
Professional delegate: Dra. Maria Beatriz N.P. de Herreros, Domingo 
Portillo 1508 C/ Prof. Fernandez Asuncion, Paraguay
Tel: +595 21 298564
Fax: +595 21 223738
E-mail: mara@cmm.com.py
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Parent delegate: Ing. Ubaldo Gonzalez Franco, Villa del Agronomo, 
Lote Guazù, San Lorenzo, Paraguay
Tel: +595 981 932064
Fax: +595 981 584546
E-mail: danny_winner5@hotmail.com

PERU
Professional delegate: Dr. Alberto Teruya Gibu, Av. Iquitos 293 La 
Victoria, Lima, Peru
Tel: +51 1 4248007
E-mail: aatg2002@yahoo.com
Parent delegate: Rosalva Espino Moscoso, José Pardo 159, Urb. Astete, 
San Miguel, Lima, Peru
Tel: +51 1 4206367
E-mail: rosalves@yahoo.com

PHILIPPINES
Parent delegate: Regina Infante, Blk.3 Lot 10 Phase 5 Adalia Street, 
Elvinda Village, San Pedro, Laguna, Philippines 4023
Tel: +63 917 5011915
E-mail: regina_infante@hotmail.com
Other parent contact: Vienne Go Ang, #45 11th Street, New Manila, 
Quezon City, Philippines
E-mail: vienne@i-manila.com.ph

POLAND
Professional delegate: Ewa Obersztyn, M.D., Ph.D., Department of 
Medical Genetics, National Institute of Mother and Child, 01-211 
Warsaw, ul. Kasprzaka 17a, Poland
Tel: +48 22 32 77 490
Fax: +48 22 32 77 152
E-mail: eobersztyn@imid.med.pl
Parent delegate: Maria Libura, 02-132 Warsaw, ul. Baleya 4/11 
Poland
Tel: +48 22 65 98 778
E-mail: marialibura@op.pl

PORTUGAL
Professional delegate: Prof. Luis Nunes, Conselho de Administração, 
Hospital D. Estefania, Rua Jacinta Marto, 1169-045 Lisboa, Portugal
Tel: +351 914 907 550
E-mail: luis.nunes@sapo.pt
Parent delegate: Paula Costa, c/o “Rarissimas,” Associação Nacional 
de Defi ciencias Mentais e Raras, Rua dos Bons Amigos, Lote 348 Casal 
do Bispo, 1685-843 Famoes, Portugal
Tel: +351 217 956 205
Fax: +351 217 969 777
Web site: www.rarissimas.org
E-mail: cdlspaulacosta@yahoo.com
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PUERTO RICO
Professional delegate: Alberto Santiago Cornier, M.D., Ph.D., Ponce 
School of Medicine, Genetic Division, P.O. Box 7004, Ponce PR 00732, 
Puerto Rico
Tel: +1-787-840-2575, ext. 2218/2213/2156
Fax: +1-787-840-5698
Parent delegate: Elsa Alago, Calle El Cerezal F-5 , Jardines de Miramar, 
Isabela PR 00662 Puerto Rico
Tel: +1-787-830-0439 (home), +1-787-834-8000, ext. 2214 (work), +1-787-
645-5483 (cell)
E-mail: ealago@tld.net

ROMANIA
Professional delegate: Szekely Aurelia, Endocrinologist—doctor in 
medicine, Zalau, str. Oborului, nr.10, Romania
Tel: +40 260 662672, +40 074 2070123 (cell)
E-mail: aurelia_szekely@k.ro.
Parent delegate: Dorica Dan, Str. Simion Barnutiu, nr.97, bl. SB 88, 
apt.14, Loc. Zalau, Judet Salaj, Cod 4700 Romania
Tel: +40 60 616585, +40 726 248707
E-mail: doricad@yahoo.com

SAUDI ARABIA
Professional delegate: Dr. Mazin S. Fakeeh, M.D., FRCP, Dr. Soliman 
Fakeeh Hospital, Palastine St. Jeddah, 21461. P.O. Box 2537, Saudi 
Arabia
Tel: +9662 6655000
E-mail: mazin@drfakeehhospital.com

SINGAPORE
Professional delegate: Denise Li-Meng Goh, The Children’s Medical 
Institute, National University Hospital, Assistant Professor, Dept. of 
Pediatrics, National University of Singapore, 5 Lower Kent Ridge Road, 
S 119074, Singapore
Tel: +65 6772 4420
Fax: +65 6779 7486
E-mail: paegohlm@nus.edu.sg
Parent delegate: Eric and Lina Khoo, Blk 721 Pasir Ris St 72 #07-115 
S510721 Singapore
Tel: +65 9818 0582
E-mail: linakhoo@gmail.com

SLOVENIA
Professional delegate: Prof. Ciril Kržišnik, University Medical Center 
Ljubljana University Children’s Hospital, Vrazov trg 1, 1000 Lubljana, 
Slovenia
Tel: +386 61 320 887
Fax: +386 61 310 246
E-mail: ciril.krzisnik@mf.uni-lj.si
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Parent delegate: Mirjana Zokalj, Mirje 25, 1000 Ljubljana, Slovenia
Tel: +386 61 126 23 10
Fax: +386 61 125 24 86
E-mail: vojteh.zokalj@siol.net

SOUTH AFRICA
Web site: www.praderwilli.org.za
Professional delegate: Dr. Engela M. Honey, Department of Human 
Genetics, University of Pretoria, P.O. Box 2034, 0001 Pretoria, South 
Africa
Tel: +27 82 5795315
E-mail: ehoney@medic.up.ac.za
Parent delegate: Rika du Plooy, 267 Middelberg Street, Muckleneuk, 
0002 Pretoria, South Africa
Tel: +27 12 3440241
E-mail: rikadup@mweb.co.za

SPAIN
Web site: www.prader-willi-esp.com/
Professional delegate: Dr. Fernando Mulas, Jefe de Neuropediatria, 
Hospital Universitario “LA FE”, Avda. Campanar, 21, 46020 Valencia, 
Spain
Tel: +34 96 386 2700, ext. 50481
Fax: +34 96 362 3194
E-mail: fmulasd@meditex.es
Parent delegate: Maria Helena Escalante, Ramón Lujan, 41-3A, 28026 
Madrid, Spain
Tel: +34 91 500 3761, +34 61 925 5813 (cell)
E-mail: osandre@inicia.es

SWEDEN
Professional delegate: Professor Martin Ritzén, Pediatric Endocrinol-
ogy, Karolinska Hospital, S-171 76 Stockholm, Sweden
Tel: +46 8 5177 2465
Fax: +46 8 5177 5128
E-mail: Martin.Ritzen@kbh.ki.se
Parent delegate: Jean Phillips-Martinsson, Farthings 44 Warwick Park, 
Tunbridge Wells, Kent TN2 5EF, United Kingdom
Tel/Fax: +44 1892 549492
E-mail: jeanpws@compuserve.com

SWITZERLAND
Web site: www.Prader-Willi.ch
Professional delegate: PD Dr. med. Urs Eiholzer, Foundation Growth 
Puberty Adolescence, Möhrlistr. 69, CH-8006 Zürich, Switzerland
Tel: +41 1364 3700
Fax: +41 1364 3701
E-mail: mail@childgrowth.org
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Parent delegate: Doris Bächli, Im Vogelsang, CH 9477 Trübbach, 
Switzerland
Tel: +41 81 783 2601
E-mail: Mail@prader-willi.ch

TAIWAN
Web site: http://home.pchome.com.tw/health/twpws
Professional delegate: Dr. Shuan-Pei Lin, Division of Genetics, Dept. 
of Pediatrics, McKay Memorial Hospital, 92 Chung-San N. Road, Sec. 
2, Taipei, Taiwan
Tel: +886 2 2543 3585/3089
Fax: +886 2 2543 3642
E-mail: zsplin@ms2.mmh.org.tw
Parent delegate: Welly Chan, 7th Fl. We Sheng Building, No. 125 
Nan-King East Road Sec. 2, Taipei, Taiwan
Tel: +886 2 2508 6626
E-mail: wellyvivian@yahoo.com

THAILAND
Professional delegate: Duangrurdee Wattanasirichaigoon, M.D., 270 
Rama VI Rd., Faculty of Medicine, Ramathibodi Hospital, Mahidol 
University, Department of Pediatrics, Division of Medical Genetics, 
Bangkok 10400 Thailand
Tel: +66 2201 1488
Fax: +66 2201 1850
E-mail: radwc@mahidol.ac.th

UNITED KINGDOM
(England, Scotland, Wales, Ireland)
Web site: www.pwsa.co.uk
Professional delegate: Prof. A.J. Holland, 2nd Floor, Douglas House, 
18b Trumpington Road, Cambridge CB2 2AH, U.K.
Tel: +44 1223 746112
Fax: +44 1223 746122
E-mail: ajh1008@cam.ac.uk
Parent delegate: Jackie Waters, 125a London Road, Derby DE1 2QQ 
England
Tel: +44 1332 365676
Fax: +44 1332 365401
E-mail: JWaters@pwsa-uk.demon.co.uk

UNITED STATES OF AMERICA
Web site: www.pwsausa.org
Professional delegate: Suzanne B. Cassidy, M.D., Clinical Professor, 
Department of Pediatrics, Division of Medical Genetics, UCSF, 533 
Parnassus Avenue, Rm U100A, San Francisco, CA 94143-0706, U.S.A.
Tel: +1-415 476-2757
Fax: +1-415 476-9976
E-mail: scassidy@uci.edu
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Parent delegate: Janalee Heinemann, Executive Director of PWSA (USA), 
5700 Midnight Pass Road, Suite 6, Sarasota, Florida 34242, U.S.A.
Tel: +1-800-926-4797, +1-941-312-0400
E-mail: execdir@pwsausa.org

URUGUAY
Professional delegate: Dra. Maria Cristina Suarez, Torre Artigas Ap 
507, Maldonado (20000), Uruguay
Tel: +598 42 232946
E-mail: aldebarr@adinet.com.uy
Parent delegate: Fanny Acosta, Calle Ventura Alegre 818, 20000 
Maldonado, Uruguay
Tel: +598 42 225531
E-mail: paulag@adinet.com.uy

VENEZUELA
Professional delegate: Imperia Brajkovich, Hospital de Clinicas 
Caracas, Avenida Los Proceres-San Bernardino, Caracas, Venezuela
Tel: +58 212 978 0462
E-mail: vamilo@cantv.net
Parent delegate: Alicia M. Turio de Borga, Calle Icabaru con Calle 
Chulavista, Residencias Sierra Nevada, Apto 13-B, Colinas de Bello 
Monte, 1060 Caracas, Venezuela
Tel: +58 212 754 0353 (home), +58 212 951 0542/0538 (offi ce)
E-mail: familiaborga@cantv.net
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Appendix F
The Prader-Willi Syndrome 
Association (USA)

PWSA (USA)
5700 Midnight Pass Road, Suite 6
Sarasota, Florida 34242 USA
Telephone: 941-312-0400
Toll-free telephone (U.S. and Canada): 800-926-4797
Fax: 941-312-0142
E-mail: pwsausa@pwsausa.org
Web site: www.pwsausa.org

The Prader-Willi Syndrome Association (USA)—PWSA (USA)—is the 
only national membership organization for children and adults with 
Prader-Willi syndrome and their families in the United States. PWSA 
(USA) has been serving children and adults with the syndrome for 
nearly 30 years. At the time of this writing, the Association also has 33 
state and regional chapters, which carry out a range of activities to 
serve local families and support the mission of the national organiza-
tion. PWSA (USA) became incorporated in 1977 and was approved for 
tax-exempt 501(c)3 status as a charitable organization by the U.S. Inter-
nal Revenue Service. By 1988, the Association had become a multifac-
eted international organization, and it currently serves members from 
32 other nations in addition to its U.S. members.

Educational Materials—No other resource in the world provides as 
extensive a range of educational and syndrome management publica-
tions as those provided by PWSA (USA). Thanks to thousands of hours 
of donated time and skills by professionals and parents (often parents 
who are professionals in a related fi eld), PWSA (USA) provides 35 
educational books and/or booklets, 14 brochures, and several videos 
that cover various topics on medical, emotional, and behavioral man-
agement. PWSA (USA) mails, at no cost to the recipients, thousands of 
awareness and educational packets yearly. Association members are 
regularly kept up to date through PWSA’s bimonthly newsletter, The 
Gathered View, and through articles posted on the PWSA (USA) Web 
site.
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National Conference—The annual national conferences sponsored by 
PWSA and hosted by the state chapters are the largest in the world 
(averaging over 1,000 attendees) specifi cally for education and support 
for those dealing with Prader-Willi syndrome. This conference is actu-
ally several conferences occurring simultaneously—for scientists and 
other medical professionals, for adult service providers and teachers, 
for parents and relatives, for those with PWS, and for siblings.

Research—PWSA (USA) has two active medical advisory boards. Its 
Scientifi c and Clinical Advisory Boards are comprised of volunteer 
professionals from around the nation who are researchers and/or 
medical specialists who treat individuals with the syndrome. PWSA 
(USA) grants small start-up funding for research projects. The Associa-
tion also impacts research in many other ways such as advocating for 
government and private funding of research projects, networking 
researchers, and through its Clearinghouse Project for research data on 
PWS.

Medical Intervention Support—Hospitals, physicians, and parents 
from all over the world consult with PWSA (USA) for medical emer-
gencies and questions daily. Through phone, fax, and e-mail, PWSA 
(USA) consults with its medical boards and responds to all through a 
Triage Support System.

Crisis Intervention and Prevention Program—A signifi cant role of the 
national offi ce is to assist with crisis situations. This is done through 
the support of a qualifi ed crisis counselor via phone and e-mail con-
sults and networking with specialists on the syndrome from around 
the nation, PWSA publications, and individualized crisis packets, each 
containing very specialized letters to address the crisis at hand (see 
Chapter 19). Our executive director, the crisis counselor, and several of 
the medical board members consult with attorneys and teleconference 
with schools and courts.

New Parent Mentoring Program—Coordinated and supported by 
parent volunteers, this program has the greatest impact on early inter-
vention and prevention, as experienced parents work one-on-one with 
newly diagnosed families. Early diagnosis, education, and awareness 
are the keys to prevention of life-threatening obesity and years of isola-
tion and emotional trauma to the family of the child with Prader-Willi 
syndrome. Early intervention can also save thousands of dollars in 
medical expense and greatly reduce emotional stress on families.

Bereavement Follow-up Program—This program consists of four sepa-
rate mailings to bereaved families within the fi rst year after the death 
of their child. This support program also includes a one-time packet to 
PWS parents who lose a spouse or another child. Bereavement phone 
support is also offered.

Technology and International Support—Traffi c to PWSA’s Web site aver-
ages over 38,300 visits a month. Thanks to e-mail, PWSA (USA) has 
also been able to more effectively support families in the United States 
and provide support for those in many other nations who have no 
support system. As stated in a recent e-mail from Giorgio Fornasier, a 
parent from Italy who is the immediate past president of the Inter-
national Prader-Willi Syndrome Organization (IPWSO), with which 
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PWSA (USA) is affi liated: “Technology is also a ‘means,’ not something 
to show we’re different, inferior, or superior. E-mail is a fantastic way 
to communicate and assist people, and the Internet a window in the 
world which any desperate family can open and realize the sun is 
shining.”

The Executive Director of PWSA (USA), Janalee Heinemann, states: 
“Our short-term goals are to support and educate parents and profes-
sionals and to save the lives of our children in crisis. Our long-term 
goal is to continue to enact our mission statement with a particular 
emphasis on preventing our children from getting into a crisis state. Our 
mission is not only to educate the families and professionals working 
with the syndrome, and to save the lives of our children, but also to 
foster the emotional well-being of our children and young adults with 
PWS. To give them a sense of worth in a society that shuns anyone 
different and views obesity as a psychological weakness is not an easy 
task. Today, understanding, acceptance, and wholeness are only in the 
dreams and wishes of our children and their families—but our ultimate 
goal.”

PWSA (USA) Educational Materials

Following is a selected list of educational products available through 
PWSA (USA) as of April 2005:

Publications in English

The Child With Prader-Willi Syndrome: Birth to Three, by Robert H. 
Wharton, M.D., Karen Levine, Ph.D., Maria Fragala, P.T., Deirdre C. 
Mulcahy, M.S., CCC–SLP. This booklet discusses the common concerns 
of the fi rst 3 years and offers specifi c recommendations for early inter-
vention strategies. A helpful and positive resource for families, physi-
cians, early intervention worker, and other care providers. 34 pages 
(revised 2004).

Prader-Willi Syndrome: Handbook for Parents, by Shirley Neason, with 
subsequent revisions by members of the PWSA publications commit-
tee. A comprehensive booklet with pictures that covers birth to adult-
hood. Parent-to-parent handbook for understanding and managing 
issues related to PWS. 75 pages (revised 1999).

Nutrition Care for Children with PWS, Infants and Toddlers, by Janice 
Hovasi Cox, M.S., R.D., and Denise Doorlag, OTR. Provides answers 
to frequently asked questions about nutrition and feeding of infants 
and toddlers with Prader-Willi syndrome. 62 pages (revised 2004).

Nutrition Care for Children with PWS, Ages 3-9, by Karen H. Borgie, 
M.A., R.D. Covers calorie needs, supplements, diet planning and food 
management, and explains food exchange lists. 12 pages (2003).

Nutrition Care for Adolescents and Adults with PWS, by Karen H. Borgie, 
M.A., R.D. Covers essential diet information for families, caregivers, 
and residential service providers. 24 pages (2003).

Low-fat, Low-sugar Recipes for the Prader-Willi Syndrome Diet, by Donna 
Unterberger. Cookbook for the PWS diet fi lled with recipes designed 
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for use by the whole family. Great substitution list, fun snack recipes, 
mealtime tips, and full nutritional values calculated for each recipe. 156 
pages (2003).

Physical Therapy Intervention for Individuals with PWS, by Maria 
Fragala, P.T. This booklet provides general information about physical 
therapy intervention. Includes copies of articles by Janice Agarwal, a 
physical therapist and mother of a young child with PWS. 11 pages.

Exercise and Crafts & Activities—A Collection of Articles. Contributions 
by Jennifer C. Deau, M.S., exercise physiologist, and other articles on 
muscle tone, upper body strength, exercise, and crafts and activities for 
the individual with Prader-Willi syndrome from infancy to adulthood. 
44 pages (1998).

Behavior Management—A Collection of Articles. This booklet includes 
articles on behavior management and specifi c concerns, such as use of 
psychotropic medications, management of skin picking, toilet training, 
social skills teaching, and more from PWSA’s newsletter, The Gathered 
View, and other sources. 79 pages (revised 2003).

Educator’s Resource Packet, including the booklet Information for School 
Staff: Children with Prader-Willi Syndrome, by Barbara Dorn, R.N., and 
Barbara J. Goff, Ph.D. This packet is a resource for educators that 
includes a teacher’s handbook for the student with PWS, an accompa-
nying worksheet about PWS-related issues and interventions for school 
staff, as well as related articles from PWSA’s The Gathered View. 
(2003).

Health and Medical Issues for the Individual with Prader-Willi Syn-
drome—A Collection of Articles. From the pages of PWSA’s newsletter, 
The Gathered View, and other sources, this booklet brings together arti-
cles on many aspects of PWS written primarily for the layperson. 
Covers management of obesity, various medical conditions associated 
with the syndrome, vision and dental issues, sexual development and 
sexuality, genetics of PWS, and more. 121 pages (revised 2004).

Prader-Willi Syndrome Medical Alerts. Important resource for parents 
to give to their child’s doctor, emergency room staff, caregiver, etc. 
Briefl y presents cautions regarding aspects of PWS that could lead or 
contribute to life-threatening situations. A useful pocket-sized hand-
book written by PWSA’s medical professionals. 20 pages (2005).

Growth Hormone and Prader-Willi Syndrome—A reference for families 
and care providers, by Linda Keder in consultation with both medical 
and parent advisors. Covers growth patterns in PWS, research on the 
effects of growth hormone treatment, and details on using GH therapy 
in children with PWS. 52 pages (2001).

Prader Willi Syndrome Is What I Have, Not Who I Am! A book of “feel-
ings” written by children and young adults with PWS, collected by 
Janalee Heinemann, Executive Director of PWSA (USA). This book 
gives insights into the lives and thoughts of people dealing with PWS 
on a daily basis. A portion of the book opens the door to journal writing 
and an opportunity for the reader with PWS to share their feelings. 
(2005).

Michael and Marie, Children with Prader-Willi Syndrome, by Valerie 
Rush Sexton and Debbie Erbe Fortin, illustrated by Bonnie Branson. 
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Written by two teachers, this storybook is designed to be read to ele-
mentary school age children to educate classmates of special needs 
children about the need to understand and help create a friendly and 
safe environment for all children. (2003).

Sometimes I’m Mad, Sometimes I’m Glad—A Sibling Booklet, written by 
Janalee Heinemann, M.S.W., in the voice of a sibling of someone with 
PWS. Recognizes the range of feelings that arise in having a brother or 
sister with the syndrome, based on the author’s observations in raising 
her son with PWS and his siblings. (1982).

Supportive Living Care Plan for an Adult with PWS in Placement. This 
comprehensive book/CD will help families create a plan that is specifi -
cally designed to help staff and supportive personnel provide predict-
able, consistent, and accountable care and advocacy for the adult with 
PWS. This is available in both a notebook format and in a changeable 
CD that can be adapted to explicitly meet the needs of each individual. 
(2002).

Video Products

“PWS—The Early Years” (42 minutes). This video offers help and prac-
tical suggestions for those families with a young child newly diagnosed 
with PWS. Genetics, medical, early intervention, and family issues are 
presented, personalized with family interviews. Although focusing on 
young children, this video is a wonderful resource for schools and 
families with children of all ages. PAL European version available. 
(2002).

“Prader-Willi Syndrome-An Overview for Health Professionals” (35 
minutes). This outstanding medical overview video is a must for all 
health care professionals who are not “experts” on Prader-Willi syn-
drome. It deals with all the major genetics and health care issues of the 
child with PWS. PAL European version available. (2002). New DVD 
version available (revised 2004).

“Understanding Prader-Willi Syndrome” (18 minutes). A profession-
ally produced video with good practical advice for individuals who 
work with persons who have PWS, designed to train service provider 
staff on the needs of individuals with PWS.

Publications in Spanish/Literatura en Español

Mi Hija tiene el síndrome de Prader-WillidY ahora qué? by Carlos Molinet 
Sepulveda. The experience from a Chilean father’s perspective of 
searching for answers about his daughter, who was born in 1988 with 
Prader-Willi syndrome in a country with no knowledge or resources 
on PWS. He tells a moving story about the power of love and persever-
ance. (2003).

Guia Para Familias y Professionales El Syndrome de Prader-Willi. Com-
prehensive book on the management of PWS, each chapter written by 
a specialist on the particular topic. Excellent reference tool. Reprinted 
thanks to Asociacion Espanola Prader-Willi. Softcover, 400 pages. Also 
available in CD format.
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Sindrome de Prader-Willi: Guia Para Los Padres, Familiares Y Profesion-
ales, by Moris Angulo, M.D. An overview of the syndrome in booklet 
form for parents and professionals. 16 pages (revised 2003).

Note: This is not a comprehensive list of PWSA’s publications and 
videos, and available titles may change over time. For a current order 
form that includes all available products contact the PWSA (USA) offi ce 
or visit the Association’s Web site: www.pwsausa.org.
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Index

A
Academic achievement, 13, 31, 

32, 254. See also 
Educational 
considerations

growth hormone therapy-
related improvement in, 
209, 233

obstructive sleep apnea-
related impairment of, 
122

relationship with genotype, 
36, 37

Acanthosis nigricans, 170
Acromicria, 13, 16, 206
Adams forward bending test, 

115
Adaptive behavior, 260
Adenomas, hepatic, 138, 163
Adenotonsillectomy, 128
Adiponectin, 170
Adipose tissue. See also Body 

fat; Fat mass
metabolism in, 20–21

Adolescents, with PWS
behavioral and psychological 

disorders in, 17, 259, 314, 
317, 320–321, 347–350, 
480–481

educational and social issues 
affecting, 314–315, 
344–355

excessive body fat in, 297
motor and developmental 

delays in, 296–299
natural medical history of, 

14–17, 99

patello-femoral syndrome in, 
297–298

physical appearance of, 297
transition to young 

adulthood, 356–369, 
437–438

Adrenal gland, hypofunction 
of, 100

Adrenarche
muscle function during, 

113
normal, 108, 169
premature, 53, 99, 108, 169, 

175, 178, 221
Adults, with PWS

behavioral disturbances in, 
17–18

growth hormone therapy for, 
220–221, 222–224, 
227–228, 229

natural medical history of, 
14–17, 99

posture in, 299
speech and language 

disorders in, 277, 
278–280

Advocacy issues
government-sponsored 

services, 446–447
national approach to, 

440–447
parental for adult services, 

365, 368
school discipline and 

expulsion, 443–444, 
448–456

sexuality, 444, 457–464

Aggression, 13, 110–111, 
347–348, 415, 
449–450

Agility, growth hormone 
therapy-related increase 
in, 208

Agouti-gene-related peptide 
(AGRP), 165, 167

Alzheimer’s disease, 136–137
Amblyopia, 134
Ambulation, onset age of

normal, 285, 293
in PWS, 11, 13, 98, 285, 293, 

294, 295–296, 479
Amenorrhea, 15, 111
Androgen replacement therapy, 

110–111. See also 
Testosterone, 
replacement therapy

Androgens, 104
Anemia, 411, 412
Anesthesia, disordered 

thermoregulation 
during, 131, 133

Angelman syndrome, 4, 6, 
34–35, 58, 59, 61, 74, 
137, 457, 458, 475

genetic tests for, 84–85, 87–88
Angiotensin-converting 

enzyme inhibitors, 407
Anthropometry, 179–180
Anticonvulsant agents, as 

behavioral disturbances 
treatment, 482

Antihypertensive agents, 
vasodilating effect of, 
409–410
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Anxiety, 320, 322, 324
Apnea, 98, 99, 119. See also 

Obstructive sleep apnea
Appetite disorder, in PWS, 

19–20, 165–166. See also 
Food-related behavior; 
Hyperphagia

Appetite-regulatory peptides, 
165, 166–168

Appetite-suppressing 
medications, 39, 174–175, 
323–324, 331, 338–340, 
482

Apraxia, of speech, 274
Arousal abnormalities, 120, 285, 

306
Asperger syndrome, 262, 263
Astigmatism, 134
Atherosclerotic heart disease, 

130
Attentional defi cits, 256, 320
Augmentative/alternative 

communication (AAC) 
intervention, 274, 277

Autism and autism spectrum 
disorders, 34, 262–264

Autonomic dysfunction, 
132–133, 160

Aversive therapy, 453–454

B
Bariatric surgery, 175, 176–177
Basal metabolic rate (BMR), 

168
Beckwith-Weidemann 

syndrome, 7, 54
Behavioral contracts, 330, 331, 

348, 349, 351
Behavioral disturbances, 7, 

32–34, 257–264, 318–323, 
347–350

in adolescents, 17, 259, 314, 
317, 320–321, 347–350, 
480–481

in adults, 17–18
age-related changes in, 11, 

13, 53, 257–260, 313–314, 
317, 362

developmental “epochs” 
in, 319–321

in the classroom, 305, 
345–346, 442–444

among preschool-age 
children, 310–311

crisis interventions for, 
442–444

legal aspects of, 443–444
management of, 305, 310, 

443, 453, 454
effect of growth hormone 

therapy on, 26, 209, 231, 
482

effect on speech and 
language, 273, 276

effect on transition to young 
adulthood, 361–363

genotypes associated with, 
35–36, 38, 321

as indication for genetic 
testing, 51

measurement of, 
inadequacies in, 247

in school-age children, 
313–314

siblings’ reactions to, 435
in toddlers, 13
variability in, 321
in the workplace, 365, 374

Behavioral management
for adolescents, 17, 348–350
behavioral change strategies 

in, 327, 328–331
environmental interventions 

in, 324–325, 327–328, 
335–336, 385–387, 481

of food-related behaviors, 
324–325

in inpatient care facilities, 
414–415, 418–419

parental confl ict about, 
432–433

with pharmacotherapy, 
39, 327, 331, 338–340, 
482

in residential care facilities, 
388–390

in schools, 305, 310, 443, 453, 
454

social workers’ assistance in, 
436

in the workplace, 375–378
Behavioral phenotype, 319, 320, 

339
Bioelectrical impedance, 184, 

188, 228
Birth weight, 11
Bisphosphonate therapy, 112, 

118, 300

Bisulfi te restriction analysis 
(BRA), 78, 85, 246

Biting behavior, 32, 33
Bladder cancer, 138
Blood glucose testing, 221–222. 

See also Glucose 
tolerance testing

Blood studies, in PWS, 28–29
Bloom syndrome, 6, 230
Body composition, 173. See also 

Body fat; Fat mass; Lean 
body mass; Muscle mass

effect of growth hormone 
therapy cessation on, 227

effect on drug therapy 
response, 339

growth hormone/insulin-like 
growth factor-1 
defi ciency-related, 202

growth hormone therapy-
related improvement of, 
224

measurement of, 22–23, 
179–188

Body fat. See also Fat mass
bioelectrical impedance 

assessment of, 184, 188, 
228

excessive. See also Obesity
detrimental effects of, 

168–171
relationship with lean 

body mass, 173
visceral, 170, 180

imaging of, 186
Body mass index (BMI)

defi nition of, 163
during growth hormone 

therapy, 227
in obesity/morbid obesity, 

23, 163, 396, 398
in overweight, 164

Body orientation, 286
Body shape, 297
Bone age, 26, 169

radiographic assessment of, 
222, 223, 226

Bone mass, peak, 116–117
Bone maturation, PWS-related 

acceleration of, 201
Bone mineral density (BMD), in 

PWS, 24–25, 116–117
in adolescents, 99
in adults, 223–224
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assessment of, 24–25, 
117–118, 185, 187, 188

effect of growth hormone 
therapy on, 206, 207, 
227

in obesity, 169
in osteoporosis, 116–117

Brain imaging studies, 22, 
29–30

Brain tumors, effect of growth 
hormone therapy on, 
230

Breast cancer, 138
Breast development, 15, 108
Bruininks-Oseretsky Test of 

Motor Profi ciency, 
298–299

C
Calcium defi ciency, as 

osteoporosis cause, 
116–117, 118

Calcium supplementation, 24, 
118, 420

Calorie requirements, 18, 325, 
396

overestimation of, 396
for weight control. See 

Calorie restriction
Calorie restriction

effect on lean body mass, 173
during growth hormone 

therapy, 233
as obesity hypoventilation 

treatment, 403, 405
for weight loss, 23, 172, 173
for weight maintenance, 

23–24, 172, 173
Cancer, 137–138. See also specifi c 

types of cancer
growth hormone therapy-

related, 230, 231
as mortality cause, 100, 

137–138
Carbamazepine (Tegretol), 

renotoxicity of, 410
Carbohydrates, 172, 173–174
Carbon dioxide narcosis, 399
Carbon dioxide retention, 399, 

403, 404
Cardiomegaly, obesity 

hypoventilation 
syndrome-related, 399, 
401, 406

Cardiovascular disease, 130, 
220

as mortality cause, 99, 100, 
122

Case management, for adult 
services, 354, 366

Catch-up growth, failure of, 
225

Celexa (citalopram), 109
Cellulitis, 18, 409
Central nervous system, 

involvement in PWS, 
246–247

Cerebrovascular disease, 122
Children’s Institute, Pittsburgh, 

Pennsylvania, 395
Cholecystokinin, 20, 166
Cholesterol levels, 28
Chromosome 15q11-q13 region, 

5, 6–7, 58–68, 74–89
cancer-associated 

chromosome 15 
abnormalities in, 138

chromosome 15 
translocations and 
rearrangements in, 59, 
61, 74–75

deletions in, 3–7, 59, 60, 61
in Angelman syndrome, 

59, 61
behavioral and cognitive 

defi cits associated with, 
35–36

DNA methylation patterns 
of, 75

frequency and recurrence 
risk of, 63

genetic testing for, 8–10, 
55, 86, 87

phenotype associated with, 
34–38

relationship to academic 
underachievement, 254

relationship to behavioral 
disturbances, 259

relationship to speech and 
language defects, 
279–280

relationship to visual 
perception, 37–38

types I and II, 38, 61, 
65–66, 254, 259

DNA replication pattern 
analysis of, 10

genes downstream from, 65
genes located in, 63–65
imprinting defects in, 3, 7, 

58–59, 62, 63–65
mouse models of, 65–68

Citalopram (Celexa), 109
Clitoris, 103, 104–105
Clomiphene citrate, 109, 110
Clotrimazole, 410
Cluttering, 275
Coenzyme Q10, 28–29, 136–137, 

209
Coercion, 328–329
Cognitive defi cits, 30, 31–32, 

246–247, 321–323, 481
effect on adaptation to 

change, 397
effect on speech and 

language, 273–274
measurement of, 

inadequacies in, 247
obstructive sleep apnea 

associated with, 122
processing defi cits, 254–256

Cognitive functioning, 30–31, 
250–253

assessment of, 251–252
effect of growth hormone 

therapy on, 233
stability of, 253

Collecting behavior, 250, 386
Community living skills, 31–32, 

260
Community services, 437
Comprehensive care guidelines, 

for PWS, 231–233, 
473–484

Compulsive behavior, 33–34, 
36, 259, 260, 262. See also 
Obsessive-compulsive 
behavior

Computer skills training, 313
Conservatorship rights, 358. See 

also Guardianship
Constipation, 161, 162
Contingent reinforcement, 

418–419
Contraception, 112, 457–458, 

460–461
Coronary artery disease, 18, 

130
Cor pulmonale, 19, 122, 127, 

128–130, 396, 399, 
403–408
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Cranial nerves, 154, 155
Craniopharyngioma, 39, 203, 

204
Craniosynostosis, 180, 225–226
Creatinine levels, 407
Creutzfeldt-Jakob disease, 205
Crisis interventions

inpatient, 395–425
for behavioral and 

psychological crises, 397, 
410–412, 414–422

for medical crises, 
397–412

therapeutic milieu in, 
416–421

for legal issues, 443–445
national approach to, 

440–447
Cryptorchidism, 12, 14, 53, 98, 

107–108
bilateral, 104, 106
evaluation of, 105–106
pathophysiology of, 102–105
treatment of, 107–108

D
Daily living skills, 260
Dating behavior, 351, 458–459
Dehydroepiandrosterone, 28
Deletion. See Chromosome 

15q11-q13 region, 
deletions in

Delivery, of neonates with 
PWS, 11

Delusions, 265
Dentition and dental health

PWS-related disorders of, 25, 
155, 156, 161

caries, 13, 156, 157
effect on speech and 

language, 273
enamel hypoplasia, 13, 25
infections, 138, 156, 157
malocclusion, 25
prevention of, 157

role in mastication, 154
Depression, 317

in adolescents, 348, 481
in adults, 220
effect of growth hormone 

therapy on, 209, 220
onset age of, 11
psychiatric hospitalization 

for, 415

Dermatofi brosarcoma, 138
Developmental delays, 11, 13, 

307, 308, 313
as indication for genetic 

testing, 51
onset age of, 52–53
physical therapy 

interventions for, 
284–301

in adults, 299–300
in infants, 285–293
in preschool children and 

adolescents, 296–299
in toddlers, 293–296

Developmental milestones
in infants with PWS, 11, 12, 

285
Diabetes mellitus

Type 1, 102, 169
Type 2

complications of, 19, 178
diagnostic criteria for, 

170–171
effect of growth hormone 

therapy on, 40, 221–222, 
230

inpatient treatment for, 409
management of, 19, 178, 

325, 409
obesity-related, 18, 19, 

169–170
obstructive sleep 

apnea-related, 122
prevalence of, 100, 161
screening for, prior to 

growth hormone 
therapy initiation, 
221–222, 224

symptoms of, 170
vascular disease associated 

with, 130
Diagnosis. See Prader-Willi 

syndrome (PWS), 
diagnosis of

Diarrhea, 161, 162
Dietitians, in residential care 

facilities, 385, 391
Diets

calorie-controlled. See Calorie 
restriction

for diabetes mellitus 
management, 178, 409

high-protein, low-
carbohydrate, 173–174

for obesity management, 
23–24, 324. See also 
Calorie restriction

Digestion, 157–158
Disomy (UPD), maternal 

uniparental, 5–6, 61–62, 
74

clinical features associated 
with

behavioral and cognitive 
defi cits, 31, 35, 259

ophthalmologic disorders, 
133

phenotype, 74
psychosis, 264–265
speech and language 

defi cits, 279–280
verbal IQ scores, 254
visual memory and 

perception, 37–38, 
255

frequency and recurrence 
risk of, 63

genetic testing for, 10, 86, 
246

heterodisomy 15, 6
isodisomy 15, 6
mouse models of, 66–67

Diuretics, as edema treatment, 
405, 407

Divalproex sodium, 482
DNA methylation, in genomic 

imprinting, 58
DNA methylation pattern, in 

PWS, 75
DNA methylation testing, 9, 10, 

55, 100
polymerase chain reaction 

(PCR), 5, 10, 76, 78, 
82–85

bisulfi te restriction analysis 
(BRA), 78, 85, 246

fl uorescence melting curve 
analysis, 78, 84

with methylation-sensitive 
restriction enzyme, 78, 
84–85

methylation-specifi c, 78, 
83–84

reverse transcriptase, 76, 
78, 85

prenatal, 87, 89
relationship with diagnostic 

criteria, 54
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Southern blot analysis, 5, 55, 
76, 77, 78, 79–80, 87–88

Dolichocephaly, 7, 12, 16
Down, J. Langdon, 3
Down syndrome, 169, 258, 357
Drug therapy. See 

Pharmacotherapy
Dual-energy x-ray 

absorptiometry (DXA), 
22–23, 25, 117, 181, 185, 
187, 188

during growth hormone 
therapy, 222, 223–224, 
226, 227

T- and Z-scores in, 117–118
Dysgeusia, 156
Dyslipidemia. See also Lipid 

profi les
obesity-related, 18

E
Edema

of the legs, 18, 398, 399, 
408–409

obesity hypoventilation 
syndrome-related, 400, 
401, 403, 404, 405, 406

peripheral, 229, 231
pulmonary, 129, 130, 399, 

407
Educational considerations, 

13–14, 302–316
for adolescents, 314–315, 

344–355
behavioral disturbances, 

347–350
transition planning and 

services, 344–351, 
352–354, 356–369

behavioral disturbances, 305, 
310–311, 345–346, 
442–444

crisis interventions, 442–444
for infants and toddlers, 

307–308
legislative basis for, 302–304
mainstreaming, 13–14, 443
medical issues, 306–307
one-on-one aides, 442
for preschool children, 

308–311
program models for, 304–306
for school-age children, 

311–314

school discipline and 
expulsion, 448–456

alternate placements and, 
453–454

functional behavioral 
assessments (FBAs) and, 
452

parents’ right of due 
process and, 452–453, 
456

social workers’ role in, 
437–438

termination of formal 
education, 17

Embolism, pulmonary, 100
Emesis (vomiting), 19, 160
Emotional lability, 259
Emotions, 322–323
Employment, 370–371

pitfalls and successes in, 
373–380

sheltered, 359, 364
transition to, 359
vocational training for, 17, 

354, 363–365, 370–380
work placement options for, 

371–373
continuum of, 372–373
sheltered workshops, 

371–372, 374, 375–376
supported employment, 

372
work enclaves, 372, 374

Energy expenditure, 20, 22, 168. 
See also Resting energy 
expenditure (REE)

growth hormone therapy-
related increase in, 478

Environmental interventions, in 
behavioral management, 
324–325, 327–328, 
335–336, 346, 385–386, 
481

Epilepsy, 137
Epiphyses, closure of, 226, 

228
premature, 99

Esotropia, 133–134, 135
Estrogen replacement therapy, 

111–112
Estrogens, 108, 110
Executive functions, 256
Exercise

in adults, 300

aerobic, 296, 300
benefi ts of, 483
for diabetes mellitus 

management, 178, 409
food-related motivation for, 

326
in growth hormone-treated 

children, 233
guidelines for, 39
in inpatient care facilities, 

418
obesity hypoventilation 

syndrome-related 
intolerance to, 401

for obesity management, 
324

in school-age children, 299, 
311–312

Exercise physiologists, 392
Exotropia, 134, 135
Extended family, 435–436

F
Facial anomalies, 7, 8, 12, 50, 

53, 54, 228
Factitious disorder, 413
Failure-to-thrive, 11, 12, 22, 25, 

98, 156, 483
Family support and advocacy, 

426–439
Family therapy, 481
Fat embolism, 168
Fatigue, 336
Fat mass. See also Body fat; 

Obesity
normal, 164
in PWS, 21

growth hormone 
defi ciency-related 
increase in, 220

growth hormone therapy-
related changes in, 206, 
207, 209, 219, 225

measurement of, 22–23
pathogenesis of, 164–168
relationship to lean body 

mass, 164, 179
relationship to physical 

activity, 113
subcutaneous pattern of, 

22–23
visceral, 23

Feeding diffi culties, 7
mouse models of, 66–67
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Feeding diffi culties (cont.):
in neonates and infants, 

12–13, 22, 52, 285–286, 
290, 318, 483

in toddlers, 294
Feet

length measurement of, 180, 
493

small, 13, 16, 297
Fenfl uramine, 323
Fertility/infertility, 15, 110, 457
Fertility testing, 110
Fetus, PWS in, 51–52, 98, 285
Fever, 412
Fluid retention. See also Edema

obesity hypoventilation 
syndrome-related, 400, 
401

Fluorescence in situ 
hybridization (FISH), 
8–9, 10, 54, 76, 81, 86, 
87–88, 458

Fluorescence melting curve 
analysis, 78, 84

Fluoxetine (Prozac), 15, 109, 
338, 482

Follicle-stimulating hormone 
(FSH), 105, 108–110

Food
acidic, 156, 157
decreased interest in, 412
regurgitated, 160–161
as reinforcer, 325–327

Food-related behaviors, 
248–250, 318–319, 397. 
See also Hyperphagia

age-related development of, 
11–14, 258, 318–319

crisis intervention for, 
441–442

effect on transition to young 
adulthood, 361–362

management of, 18, 24, 173, 
174, 307, 323–327, 
324–325, 335–336, 345, 
346, 347, 348–350, 414, 
415, 433–434, 445–446

in inpatient and residential 
care facilities, 385–386, 
387, 417–418

onset age of, 53, 483
prevalence of, 249, 320
as school suspension cause, 

443

types of, 248, 249–250, 318, 
397

in the workplace, 371, 
373–375, 376

Food security, psychological, 
324, 417–418

Fractures, 18–19, 24, 117, 118, 
169, 284

Fragile X syndrome, 431–432
Friendships, development of, 

311, 314, 351
Frustration intolerance, 319, 

320, 333–335
Fungal infections, as result of 

intertrigo, 410

G
Gait abnormalities, 293, 294, 

295
Gamma aminobutyric acid 

(GABA), 19, 22, 28, 34, 
37, 65, 121, 136, 137

Gastric dilatation. See Stomach, 
dilatation of

Gastroesophageal refl ux, 
159–160

Gastrointestinal system
disorders of, 153–200
physiology of, 153–163

Gastrostomy feedings, in 
infants, 171–172

Gender ambiguity, 417
Genetic counseling, 87
Genetic subtypes, of PWS, 58. 

See also Chromosome 
15q11-q13 region; 
Disomy, maternal 
uniparental; Genomic 
imprinting defects

Genetic tests, 3–4, 5–6, 7, 
8–9, 10, 74–93, 246, 319, 
476

for Angelman syndrome, 
84–85, 87–88

chromosomal analysis, 55
DNA methylation testing, 9, 

10, 55, 100
fl uorescence in situ 

hybridization (FISH), 
8–9, 10, 54, 76, 81, 86, 
87–88, 458

for imprinting defects, 86, 
87–88

indications for, 51, 52, 54

microsatellite analysis, 75–76, 
86

parental reactions to, 
428–429

polymerase chain reaction 
(PCR), 5, 10, 76, 78, 
82–85

bisulfi te restriction analysis 
(BRA), 78, 85

fl uorescence melting curve 
analysis, 78, 84

with methylation-sensitive 
restriction enzyme, 78, 
84–85

methylation-specifi c, 78, 
83–84

reverse transcriptase, 76, 
78, 85

prenatal, 87, 89
reference laboratories for, 

87–89
relationship with diagnostic 

criteria, 54, 55–56
reverse transcriptase 

polymerase chain 
reaction (PCR), 76, 78, 
85

Southern blot analysis, 5, 55, 
76, 77, 78, 79–80, 87–88

for uniparental disomy, 86, 
87–88

Genitalia
abnormalities of. See also 

Cryptorchidism; 
Hypogonadism; 
Micropenis

evaluation of, 105–106
in females, 103, 105
in males, 12, 14, 53, 98, 

102–104, 105–108
pathophysiology of, 

102–105
treatment of, 106–108

development of
in females, 104–105
in males, 103–104

Genomic imprinting
defects of, 3, 7, 34, 58–59, 

62–65, 76
tests for, 86, 87–88

defi nition of, 6
Genotype-phenotype 

relationships, in PWS, 
34–38
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Genotypes, of PWS. See Genetic 
subtypes, of PWS

Genu recurvatum, 297
Genu valgus, 13
Germ cell tumors, 107
Gesell and Armtruda 

Developmental and 
Neurological 
Examination, 287

“Getting stuck” behavior, 258–
259, 320

Ghrelin, 20, 29, 167
Glucose levels, 28
Glucose tolerance, 20

testing of, 40, 170–171, 
221–222, 224, 226, 228

Gonadal failure, primary, 109, 
110

Gonadal stimulation testing, 
106

Gonadarche, 108
Gonadotropin, 104, 106, 107, 

109
defi ciency of, 14, 104, 105, 

109, 110
Gonadotropin-releasing 

hormone, 108, 109
defi ciency of, 110

Group homes, 319, 360, 361, 
362–363

scarcity of, 365, 367
Group therapy, 419
Growth charts, of individuals 

with PWS, 487–503
Growth hormone, 201–241

defi ciency of, 7, 26, 28, 
201–204

growth hormone 
replacement for. See 
Growth hormone 
therapy

mechanisms of, 223
as osteoporosis cause, 116
pathophysiology of, 

201–204
relationship with obesity, 

26
respiratory effects of, 

121–122
as short stature cause, 202

receptor defects, 203
secretion of, 202–203
stimulation tests, 202–203, 

222–223

Growth hormone/insulin-like 
growth factor-I axis

assessment of, 222
defi ciency of, 40, 202–204, 

220
Growth hormone-releasing 

factor defi ciency, 223
Growth hormone therapy, 13, 

22, 26–28, 40, 97, 
204–233, 474–480

in adults, 40, 220–224
with cadaver-derived growth 

hormone, 204–205
complications of, 228–231

diabetes mellitus, 26
pseudotumor cerebri, 40
scoliosis exacerbation, 26, 

40
thyroid hormone 

defi ciency, 229–230
comprehensive care and, 

231–233
contraindications to, 122, 230
dosage, 112, 224–225, 227
effects of

behavioral and 
psychosocial, 26, 209, 
231, 482

body composition and 
metabolism, 26, 27, 
206–207

on caloric requirements, 
172, 325

on eating behavior, 174
on muscles, 207–208
on physical appearance, 

53, 232, 233, 482–483
on physical parameters, 

475–480
respiratory, 121, 128, 

207–209
on skeletal growth, 206
on voice characteristics, 

275
Food and Drug 

Administration approval 
for, 299

history of, 204–205
for hypotonia, 113
in infants, 209, 219–220
laboratory testing during, 

226, 228
non-PWS applications of, 

205, 220, 229

scoliosis monitoring during, 
114

surveillance databases on, 
205, 206, 208, 230

with synthetic growth 
hormone, 205–206, 
224–225

testing prior to, 221–224
transition to adult therapy 

regimen in, 226–227, 228
Growth rate, in PWS, 25, 

201–202
Growth regulation, role of 

imprinted genes in, 7
Growth retardation, 13

prenatal, 11
Growth spurt, 16

absence of, 25
Growth standards, for PWS, 

15–16
Guardianship, 18, 358, 438

H
Hallucinations, 264, 415
Haloperidol, 338, 482
Hand-eye awareness, 286
Hands, length measurement of, 

180, 492
small, 13, 16, 297

Head banging, 32
Head circumference 

measurement, 180, 219, 
225–226, 491

Health insurance coverage, 
366

Heartburn, 159, 160
Heart failure

obesity-related, 18
right-sided. See Cor 

pulmonale
Height, genetic factors in, 26
Height growth, measurement 

of, 179
Height velocity, 16

effect of growth hormone 
therapy on, 225, 226, 477

Hematocrit levels, 399
Hemoglobin levels, 399
Hepatoblastomas, 138, 163
Hernia, 103, 107–108
Heterodisomy 15, maternal, 6
Hip dysplasia, 118–119
Hoarding behavior, 35, 259, 

261, 386, 481
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Hormone replacement therapy
in females, 111–112
in males, 14, 106, 110–111, 

112, 113
for osteoporosis prevention, 

118
Hospitalization, crisis 

interventions during. See 
Crisis interventions, 
inpatient

Hunger, 165. See also Appetite 
disorder; Hyperphagia

Huntington’s disease, 136–137
Hydrocele, 107–108
Hydrocephalus, 226
Hyperglycemia, 409
Hyperphagia, 7, 245, 320. See 

also Food-related 
behaviors

behavioral disturbances 
associated with, 257

characteristics of, 248–249
effect on insulin-like growth 

factor-1 levels, 203, 204
etiology of, 165, 250, 323
lack of control of, 307
management of, 323–324

among preschool-age 
children, 311

in the classroom, 311
onset age of, 11, 12–13, 53

Hypersomnia, 414
Hypertension, 18, 128–130, 229, 

231, 409–410
Hyperthermia, 12, 131, 133–134

malignant, 133, 134
Hypocretins (orexins), 166–167
Hypoglycemia, 221, 409
Hypogonadism, 3, 7, 11, 14, 98, 

99, 108–112. See also 
Cryptorchidism; 
Micropenis

as diagnostic criteria, 50
evaluation of, 110
hypogonadoptropic, 14, 108, 

109, 110, 475
hypothalamic, 417
in males vs. females, 53
treatment of, 110–112

Hyponatremia, drug-related, 
420

Hypopigmentation
Angelman syndrome-related, 

65

PWS-related, 4–5, 8, 12, 13, 
34–35, 65, 134–135, 374

Hypopituitarism, 104, 221, 
229

Hypospadias, 102–103
Hypothalamic-pituitary-

gonadal axis 
dysfunction, 28

Hypothalamus
injury to, 53–54
PWS-related dysfunction of, 

14, 22, 29, 30, 39, 165, 
246, 247, 250

role in autonomic nervous 
system, 132

role in respiratory disorders, 
120–121

Hypothermia, 11, 12, 131–132, 
133–134, 413–414

during anesthesia, 131
Hypothyroidism, 13, 162, 229
Hypotonia, 112–113

effect on participation in 
school-related activities, 
307

effect on speech and 
language development, 
273, 274

etiology of, 112
fetal, 98, 104, 112
histopathological studies of, 

112–113
as indication for genetic 

testing, 51, 55
in infants, 7, 276–277

growth hormone therapy 
for, 207

in mice, 68
in neonates, 11–12, 52, 98, 

105, 112–113, 285, 318
differential diagnosis of, 52
as indication for genetic 

testing, 55
relationship to 

gastroesophageal refl ux, 
159

of the ocular muscles, 135
oropharyngeal, in neonates, 

155, 156
as physical inactivity risk 

factor, 22
of the respiratory muscles, 

121, 138
in toddlers, 98–99

treatment of, 113
Hypoventilation, 17, 18–19, 99, 

119, 120, 121, 396. See 
also Obesity 
hypoventilation 
syndrome

Hypoxemia, 129, 130, 401
Hypoxia, 398, 400, 402, 403, 

404, 407

I
IGF-I. See Insulin-like growth 

factor-I (IGF-I)
Imprinting. See Genomic 

imprinting
Impulsivity, 347–348
Individual Family Service Plan 

(IFSP), 302–303
Individual Habilitation Plan 

(IHP), 325
Individualized Education Plan 

(IEP), 303, 304, 309, 310, 
311, 325, 357–358, 437, 
442–443

Individuals with Disabilities 
Education Act (IDEA) 
and amendments, 
302–304, 437, 442, 449, 
451

Manifestation Determination 
Review requirement of, 
451–452

transition planning mandate 
of, 357, 358

Infants, with PWS
behavioral and personality 

characteristics of, 
257–258, 319

clinical features in, 11–12, 52, 
98

developmental delays in, 
307–308

excessive fat mass in, 22
feeding diffi culties in, 12–13, 

22, 52, 98, 156, 276, 
285–286, 290, 483

growth hormone therapy in, 
225–226

”honeymoon” period in, 52
motor skills defi cits in, 

287–293
nutritional management in, 

171–172
speech delay in, 277
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underweight in, 12, 164
Infections, 138–139

cutaneous, 32, 138–139, 411
dental, 138, 156, 157

Infertility/fertility, 15, 109–110, 
457

Insulin, 28
as growth hormone 

provocative agent, 222
resistance, 19, 108, 169, 170, 

178, 230, 231, 479
therapy, 178, 409

Insulin-3 (descendin), 103, 104
Insulin-like growth factor-I 

(IGF-I), 227, 228, 476, 480
defi ciency of, 26, 113, 121, 

202, 476, 480
Insulin-like growth factor 

binding protein-3 
(IGFBP-3), 202

Intelligence quotient (IQ) 
scores, 13, 30–32, 247, 
250–254, 255, 309, 
321–322, 481

relationship with behavioral 
disturbances, 348

relationship with genotype, 
13, 36, 37

Intelligence tests, 251–252, 309
inadequacy of, 247

International Prader-Willi 
Syndrome Organization 
(IPWSO), 514–528

Intertrigo, 410
Intestines

functions and physiology of, 
153, 158

PWS-related pathology of, 
161–162

Iris transillumination defects, 
134

Irritability, 259
Ischemic heart disease, 130
Isodisomy 15, maternal, 6

K
Keyboarding, 313
Kyphosis, 16, 114, 115

L
Labhart, Alexis, 467–472
Labia

development of, 104–105
hypoplasia of, 103, 105

Laboratory tests. See Genetic 
tests

Language. See Speech and 
language

Larynx, PWS-related disorders 
of, 273, 274

Lean body mass, in PWS
effect of caloric restriction on, 

173
effect of dietary protein on, 

173–174
effect of growth hormone 

therapy on, 206, 207–208, 
209, 219, 477–479

proportionate relationship 
with fat mass, 164, 168, 
179

Learning disabilities, 246–247, 
254, 309, 397, 481

Learning strengths, of children 
with PWS, 312

Learning weaknesses, of 
children with PWS, 
312–313

Legal issues
guardianship, 18, 358, 438
in the public arena, 444–445
school-related, 443–444
wills, 438

Leptin, 20, 165, 167–168
Leukemia, 137, 138
Level systems, in behavioral 

reinforcement, 389
Leydig cells, 14, 110
Life expectancy

in Down syndrome, 357
in PWS, 18, 99–100, 319, 357, 

381
Life-sequence photographs, of 

PWS patients, 210–219, 
232

Lifestyle changes, 484
Linear growth. See also Height 

growth; Height velocity
age-related deceleration in, 16
growth hormone therapy-

related increase in, 
476–477

negative correlation with 
weight gain, 99

Lipid metabolism, 479
Lipid profi les, 20, 21, 28, 228
Liver enzyme assays, 222, 228
Liver tumors, 163

Living arrangements, for 
individuals with PWS, 
438. See also Residential 
care

Lordosis, 114, 115
Luteinizing hormone, 104, 105, 

108–109, 110
Lying, 13, 320
Lymphoma, 138

M
Malingering, 412–413
Manipulative behavior, 13, 404, 

405
Marital relationship, of parents 

of children with PWS, 
431–432

Marriage, of individuals with 
PWS, 458, 459, 461

Mastication, 154
Mathematical ability, 14, 31, 254
Medicaid, 446
Medicaid Waiver programs, 

371–372
Medical care, in residential care 

facilities, 390–392
Medical considerations, in 

PWS, 97–152. See also 
Gastrointestinal system; 
Growth hormone

cardiovascular and 
cerebrovascular 
disorders, 128–130

crisis intervention for, 396, 
397–414, 440–442

disorders of sexual 
development and 
maturation, 102–112

musculoskeletal disorders, 
112–119

respiratory disorders, 
119–128

special considerations
hypersomnia and daytime 

sleepiness, 414
thermoregulatory 

disorders, 413–414
unreliable self-reports, 

412–413
Medication seeking, 413
Memory

growth hormone therapy-
related improvement in, 
209, 233
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Memory (cont.):
long-term, 14, 31, 255, 312
short-term, 247, 254–255, 

481
auditory, 312–313
visual, 31, 255

visual-spatial, 37–38
Menarche/menstruation, 15, 

99, 109, 228
induction of, 15, 109–110

Mental retardation, 3, 7, 309, 
481

as indication for genetic 
testing, 51

self-injurious behavior 
associated with, 33

severity of, 30, 250–251, 
252–253, 321–322

Metabolic rate, 168
growth hormone therapy-

related improvement of, 
206

studies of, 20–22
Metabolic syndrome, 169
Metacognitive defi cits, 256, 

481
Metformin, 174–175, 178
Microdontia, 155
Micrognathia, 155, 273, 274
Micropenis, 12, 53, 102, 104, 

106–107
Microsatellite analysis, 61, 

75–76, 86
Mineral supplementation, 175
Mitochondrial DNA disorders, 

136–137
MKRN3 gene, 6, 63–64
Molecular genetics, of PWS. See 

Genetic subtypes, of 
PWS

Molecular genetic tests. See 
Genetic tests

Monosomy 15, 6
Mood disorders, 264–265, 348, 

415
Mortality causes, in PWS, 18, 

99, 100, 122, 128, 130, 
137–138, 361

Motor skills
delays in. See Developmental 

delays
genetic factors in, 14
of school-age children, 313

Mouse models, of PWS, 66–68

Muscle function, in growth 
hormone therapy, 
207–208, 209, 219, 226

Muscle mass, in PWS, 17, 20
growth hormone therapy-

related increase in, 
207–208, 478–479

as hypotonia cause, 112
physical therapy-related 

increase in, 113
in toddlers, 98–99

Muscle tone, low. See 
Hypotonia

Musculoskeletal disorders, 
112–119. See also 
Hypotonia; Kyphosis; 
Osteoporosis; Patello-
femoral syndrome; 
Scoliosis

Myocardial infarction, as 
mortality cause, 100

Myopia, 13, 134

N
Naloxone, 323
Narcolepsy, 120, 414
Narrative skills, defi cits in, 273, 

275–276, 279
Nasogastric tube feedings, in 

neonates and infants, 
156, 157, 171–172, 483

National Cooperative Growth 
Study (NCGS), 205

National Dissemination Center 
for Children with 
Disabilities (NICHCY), 
304, 442

NECDIN (NDN) gene, 6, 63, 64, 
67

in mouse (Ndn), 64, 67, 68, 
110, 121, 135

Neonates, with PWS
clinical features in, 11–12, 52, 

285–286
feeding diffi culties in, 12–13, 

22, 52, 285–286, 318
growth hormone therapy in, 

221
motor skills defi cits in, 

285–287
nasogastric tube feedings in, 

156, 157, 171–172, 483
natural medical history of, 

98

obesity in, 98
sucking refl ex in, 12, 155, 

171–172, 285, 318, 483
underweight in, 153

Neurobehavioral symptoms, of 
PWS, 257–265, 481. See 
also Behavioral 
disturbances

Neurodevelopmental aspects, 
of PWS, 245–271

Neuroleptic malignant 
syndrome, 133, 134

Neuroleptics, 338, 414, 420
Neuropsychological testing, 

419
NIPA1 gene, 38, 65
No Child Left Behind Act of 

2001, 302, 303–304
Nonalcoholic fatty liver disease 

(NAFLD), 163
Noncontingent reinforcement, 

418
Non-steroidal anti-

infl ammatory drugs, 407
Nurses, in residential care 

facilities, 391
Nurturing behavior, 351, 354
Nutritional management, of 

PWS, 16, 171–175, 324–
325. See also Diets

effective strategies for, 
433–434

parental confl ict about, 
432–433

in residential care facilities, 
385–386, 391

Nystagmus, 13
Nystatin, 410

O
Obesity, 3, 7, 8, 18–24, 98, 

163–178
causes of, 19
complications of, 18–19, 

168–171, 396–397, 
398–410

cellulitis, 409
growth hormone 

defi ciency, 202, 203–204
hypertension, 409–410
hypoventilation, 398–408
insulin resistance, 178
intertrigo, 410
leg edema, 408–409
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obstructive sleep apnea, 
121

premature adrenarche, 175, 
178

crisis intervention for, 
441–442

defi nition of, 98, 163
differentiated from 

overweight, 163, 164
life-course photographs of, 

210–219
measurement of, 22–23
metabolic studies of, 20–22
morbid

defi nition of, 398
inpatient interventions for, 

396
non-PWS-related, 24, 54
onset age of, 18, 22, 53
physical therapy 

interventions for, 299
relationship to intelligence 

scores, 30
weight management in, 

23–24, 39, 174–175, 
176–177, 482

Obesity hypoventilation 
syndrome, 398–408

clinical presentation of, 
400–403

as excessive daytime 
sleepiness cause, 414

management of, 403–408
as mortality cause, 18
pathophysiology of, 399–400, 

405–406
Obsessions, 17, 313, 317, 362, 

363, 481
Obsessive-compulsive disorder, 

13, 17, 33–34, 36, 260–
264, 347. See also 
Hoarding behavior; Skin 
picking

Obstructive sleep apnea, 12, 
120, 121–122, 125–127, 
168–169

evaluation of, 122–128
growth hormone therapy’s 

effect on, 221
onset age of, 11
treatment of, 128

Occupational therapy
in educational setting, 305, 

310

for oropharyngeal hypotonia, 
156

with toddlers, 296, 308
Olanzapine, 482
Ophthalmologic disorders, 

133–135
Opioids (endorphins), 167
Oppositional behavior, 319, 419
Oral contraceptives, as 

hypogonadism 
treatment, 111–112

Oral motor impairment, 
285–286

effect on speech and 
language development, 
272, 273–274, 308

Oral pathology, 155–156. See 
also Dentition and dental 
health, PWS-related 
disorders of

effect on speech and 
language, 273, 274

onset age of, 11
Orchiopexy, 106, 107, 108
Ordering behavior, 35, 261
Oromotor therapy, 156, 157
Oropharynx

functions and physiology of, 
153, 154–155

PWS-related pathology of, 
155–157

Orthopedic disorders. See also 
Fractures; Kyphosis; 
Lordosis; Patello-
femoral syndrome; 
Scoliosis

obesity-related, 18
Orthophoria, 134
Orthopnea, 408
Orthotics, for feet and ankles, 

295
Osteomyelitis, 139
Osteoporosis, 116–119, 475

in adults, 99, 220
as fracture cause, 24, 117, 118, 

284
growth hormone defi ciency-

related, 220
implication for physical 

therapy, 300
scoliosis-exacerbating effects 

of, 114
treatment and prevention of, 

111, 112, 118, 220

vitamin D defi ciency-related, 
175

Ovarian failure, primary, 110
Overweight

body mass index in, 164
childhood, defi nition of, 

164
differentiated from obesity, 

163, 164
Oxcarbazepine (Trileptal), 

renotoxicity of, 410
Oxygen saturation, in obesity 

hypoventilation 
syndrome, 398, 399, 401, 
402, 405, 406–407

Oxygen therapy, 129, 403, 
405–407

Oxytocin, 22, 29

P
Pain sensitivity, PWS-related 

decrease in, 11, 12, 14, 
118, 135–136, 229, 412

Panhypopituitarism, 221
Parents, of children with PWS

parenting styles of, 432
social work interventions 

with, 426–439
transitions-related 

experiences of, 363–368
Parkinson’s disease, 136–137
Patello-femoral syndrome, 

297–298
Penis

hypoplastic (micropenis), 12, 
53, 102, 104, 106–107

length measurement of, 
106–107

Peptides, appetite-regulatory, 
165, 166–168

Perseveration, 17, 311
Personality traits, 11, 17, 

257–258, 259, 260, 319
Pfi zer, 205
P gene, 12, 34–35, 61
Pharmacotherapy. See also 

names of specifi c drugs
appetite-suppressing 

medications, 39, 174–175, 
323–324, 331, 338–340, 
482

for behavioral management, 
39, 327, 331, 338–340, 
482
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Phenotype-genotype 
relationships, in PWS, 
34–38

Phenotype variability, in PWS, 
245

Phentermine, 323
Physical activity. See also 

Exercise
as obesity hypoventilation 

treatment, 403, 405
Physical appearance. See also 

Facial anomalies
effect of growth hormone 

therapy on, 232, 233, 
482–483

Physical education programs, 
adaptive, 299, 347

Physical inactivity
effect on energy expenditure 

requirements, 22
in school-age children, 

298–299
Physical performance, growth 

hormone therapy-related 
improvement in, 479

Physical therapy, 99, 313
in growth hormone-treated 

children, 233
for hypotonia, 113
for motor and developmental 

dysfunctions, 284–301
in adults, 299–300
in educational setting, 305, 

310
in infants, 285–293
in preschool children and 

adolescents, 296–299
in toddlers, 293–296

for respiratory disorders, 
127–128

Pica, 19
“Pickwickian syndrome,” 400
Pivoting, in behavioral 

management, 329, 331
Play, repetitive, 311
Plethysmography, air-

displacement, 182, 187, 
188

Pneumonia, 122, 139, 441
Point systems, in behavioral 

reinforcement, 389–390
Polymerase chain reaction 

(PCR), 5, 10, 76, 78, 
82–85

bisulfi te restriction analysis 
(BRA), 78, 85

fl uorescence melting curve 
analysis, 78, 84

with methylation-sensitive 
restriction enzyme, 78, 
84–85

methylation-specifi c, 78, 
83–84

reverse transcriptase, 76, 78, 
85

Polypharmacy, 413
Polysarcia, 3
Polysomnography, 126, 227
Positioning, during sleep, 

407–408
Positioning devices, for infants 

with PWS, 288
Posture, 13, 168–169, 286–287, 

299
Prader, Andrea, 467–472
Prader-Willi psychiatric 

syndrome, 264
Prader-Willi syndrome (PWS)

clinical features of, 7, 8, 9, 
474

clinical stages of, 11–18, 22, 
51–53

comprehensive care 
guidelines for, 231–233

comprehensive team 
treatment approach in, 
475, 476, 483–486

defi nition of, 3
diagnosis of, 7–10

average age at, 7, 428–429
parental reactions to, 

428–431
diagnostic criteria for, 7–8, 

49–57, 246
fi rst published report of, 

467–472
frequency of, 9
genotype subtypes of. See 

Genetic subtypes, of 
PWS

”honeymoon” period of, 52
incidence and prevalence of, 

3, 272, 475
multidisciplinary approach 

to, 39, 483–486
natural medical history of, 

98–99
recurrence of, 3

symptoms, onset age of, 9
Prader-Willi Syndrome 

Association (USA), 381, 
421, 449, 529–534

caloric requirements 
guidelines, 172, 175

cancer survey study, 
137–138

Clinical Advisory Board 
recommendations on 
sleep-disordered 
breathing, 122, 123–125, 
127

Crisis Intervention Program, 
440–447

information sources, 364
parent mentoring program, 

430
Prader-Willi syndrome 

organizations, 309
Prader-Willi syndrome patients, 

life-sequence 
photographs of, 210–219, 
232

Pregnancy. See also Fetus
in women with PWS, 15, 109, 

351, 457, 458
Prenatal diagnosis, of PWS, 87, 

89
Primitive refl exes, 285. See also 

Sucking refl ex
Privacy, in inpatient care, 417
Problem-solving ability, 414
Progestin, as hypogonadism 

treatment, 111–112
Prolactin, 28
Prosody, 272
Protein, dietary, 173–174
Prozac (fl uoxetine), 109
Pseudotumor cerebri, 40, 229, 

231
Psychiatric disorders, 264–265, 

397. See also Psychosis
in adolescents, 481
as crises, inpatient treatment 

for, 415–416
relationship with body 

weight, 362
stress-induced, 397

Psychological therapies, 
inpatient, 419

Psychomotor development
developmental delays in, 

11
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growth hormone therapy-
related improvement in, 
209, 219, 479

Psychosis, 17, 36, 317, 348, 481. 
See also Psychiatric 
disorders

Psychotropic medications, 331, 
338–340, 415, 419–421. 
See also names of specifi c 
medications

as behavioral disturbances 
treatment, 17, 482

as food-foraging behavior 
treatment, 174

inpatient administration of, 
419–420

as neuroleptic malignant 
syndrome cause, 133

as photosensitivity cause, 374
renotoxicity of, 410

Puberty. See also Adolescents; 
Adrenarche; 
Gonadarche; 
Menarche/menstruation

delayed or absent, 14
growth spurt of, 16, 25, 99

Pulmonary function testing, 
126, 227

Pulse oximetry, 401, 402
Puzzle-solving ability, 14, 

30–31, 36, 255, 256
PW71B probe methylation test, 

79, 80–81, 87–88
PWS. See Prader-Willi 

syndrome (PWS)

Q
Quality of life

assessment of, in growth 
hormone-treated 
patients, 224, 226

strategies for improvement 
of, 483–484

R
Rashes, 18
Reading skills, 14, 31, 312
Rectal picking and digging, 32, 

162, 397, 411–412, 415
Red, Yellow, Green Diet, 418
5α-Reductase, 103, 104
Rehearsal strategies, 313
Reinforced practice, 329–330, 

331

Reinforcers, in behavioral 
management, 330

food as, 325–327
non-food, 325

Renal dysfunction, 204, 225, 
410

Repetitive behavior, 259, 260, 
261, 262

Residential care for adults, 
381–394

advantages of, 306
behavioral management in, 

388–390
environmental factors in, 

385–387
food-related behavior 

management in, 385–386, 
445–446

least restrictive environment 
in, 445–446

medical and ancillary care 
services in, 390–392

options for, 392–393
parental experiences with, 

365, 367–368
planning for, 352
provider agencies’ 

philosophies about, 
382–385

sexuality issues in, 459–461
skill development programs 

in, 390
staffi ng and staff training for, 

383, 384, 387–388
supervisory approaches in, 

387–388
transition to, 359–361

Respiratory disorders, 18–19, 
119–128

etiology of, 208
evaluation of, 122–128
growth hormone therapy 

and, 122, 208, 221, 
230

infections, 99, 100, 138
insuffi ciency/failure, 99, 100, 

398, 400, 403
prevalence of, 161
respiratory compromise, 122, 

420
scoliosis-related, 114–115
sleep-disordered breathing, 

120, 122–128, 396
treatment of, 127–129

Respiratory quotient (RQ), 
growth hormone 
therapy-related decrease 
in, 207

Response cost systems, in 
behavioral management, 
389, 419

Resting energy expenditure 
(REE), 20, 21, 207, 208, 
233

Reverse integration, in special 
education, 305–306

Rigidity, behavioral, 17, 
258–259, 319, 320

Risperidone, 338–339
Ritualistic behavior, 259, 260, 

261, 262, 320, 321, 373
Role-playing, 350–351
Routines, need for, 39, 258, 310, 

320, 321
Rules of conduct, in inpatient 

care facilities, 417
Rumination, 11, 160–161
Russell-Silver syndrome, 7

S
Saliva and salivation, 11, 25, 50, 

138, 154, 155–156, 157
Salt retention, 229, 231
Sarcoma, pseudo-Kaposi, 139
Satiety, 165

control of, 165
duration of, 249

Schedules
diffi culty in following, 322
in inpatient program, 417, 

418
school, 346

School buses, 345, 347
School discipline and 

expulsion, 443, 448–456
alternate placements and, 

453–455
functional behavioral 

assessments (FBAs), 452
parents’ right of due process 

and, 452–453, 456
Scoliosis, 16, 99, 113–116, 297

in adults, 99
bone mineral density in, 

117
diagnosis of, 115
fat mass-related exacerbation 

of, 169



548  Index

Scoliosis (cont.):
growth hormone therapy 

and, 114, 226, 227, 
228–229, 477

in utero, 98
neuromuscular, 298
non-PWS-related, 114–116
onset age of, 11
prevalence of, 100
radiographic assessment of, 

222, 223, 298
relationship to height 

growth, 179
treatment of, 115–116, 128, 

298
Scooter boards, 294
Scratching, 337
Scrotum, hypoplasia of, 102
Seizures, 137
Selective serotonin reuptake 

inhibitors (SSRIs)
action mechanisms of, 109
as behavioral disturbances 

treatment, 13, 482
as food-related behavior 

treatment, 338
menses-inducing activity of, 

109–110
as obsessive-compulsive 

disorder treatment, 33
side effects of, 133, 134, 339, 

420
as skin picking treatment, 

339
as temper tantrum treatment, 

39
Self-advocacy, 365
Self-endangerment, 397
Self-esteem, development of, 

311
Self-injurious behavior, 11, 

32–33, 35–36, 397, 
411

psychiatric hospitalization 
for, 415

rectal, 32, 162, 397, 411–412, 
415

Seminomas, 107, 138
Sensory function, in PWS, 

135–136
Sensory integration 

dysfunction, 296
Sequential processing defi cits, 

255–256, 322, 481

Serotonin, hormone-regulating 
activity of, 109–110

Serotonin syndrome, 133, 134
Sertoli cells, 14, 110
Sertoli cell tumors, 107
7B2 gene abnormalities, 29–30
Sex education, 112, 233, 351, 

457–458, 459, 463
Sexual abuse, 461–463
Sexual behavior, effect of 

growth hormone 
therapy on, 233

Sexual development and 
maturation

disorders of, 14–15, 99, 
102–112, 417

normal
in females, 104–105
in males, 103–104

Sexuality issues, in PWS, 351, 
457–464

contraception, 111–112, 
457–458, 460–461

dating behavior, 351, 458–459
legal issues related to, 443, 

444
Sexually transmitted diseases, 

112, 459
Short stature, 3, 15–16, 25–26, 

297
as diagnostic criteria, 50
environmental 

accommodations for, 
386

as fi nal adult height, 201
growth hormone therapy for. 

See Growth hormone 
therapy

idiopathic, 204
insulin-like growth factor-I 

levels in, 203
obesity-associated, 201–202
premature adrenarche and, 

175, 178
relationship to midparental 

height, 201
“Shutdowns,” 347
Siblings, of children with PWS, 

435
Sibutramine (Meridia), 323
“Simultaneous processing,” as 

a learning strength, 312
Skinfold thickness 

measurement, 22–23, 180

Skin infections, 32, 138–139, 411
Skin picking, 32, 135, 245, 259, 

321, 410–411
in adolescents, 314
age-related development of, 

259
as diagnostic criterion, 50
genotype associated with, 35
management of, 39, 331, 337, 

339, 411
prevalence of, 9, 32, 161, 320
rectal, 162
in school-age children, 311
as skin infection cause, 32, 

138, 411
testosterone patches and, 111

Sleep, positioning during, 
407–408

Sleep-disordered breathing, 
120, 396. See also 
Obstructive sleep apnea

evaluation of, 122–128
Sleep disorders, 17, 119, 120

evaluation of, 122
excessive daytime sleepiness, 

11, 17, 122, 259, 414
prevalence of, 100, 161

Slipped capital femoral 
epiphysis (SCFE), 40, 
229, 231

Small-for-gestational age, 204, 
225

Snoring, 19, 126
snoRNA gene, 6, 68
SNRPN gene, 6, 10, 29, 59, 61, 

67, 68
SNRPN probe methylation test, 

76, 79–80, 81–82, 83–85, 
86, 87–88

SNURF gene, 6, 59, 61, 67, 68
Social skills, 337

defi cits in, 263, 322–323
age-related increase in, 

258–259
facilitation, in the classroom, 

305
growth hormone therapy-

related improvement in, 
209

training, 39, 310, 315, 350–351
Social Security Administration 

(SSA) benefi ts, for 
individuals with PWS, 
366, 446, 504–513
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Social services interventions, 
426–439

Somatic complaints, 412–413
Somatotropes, 202
Somatotropin. See Growth 

hormone
Southern blot hybridization 

analysis, 5, 55, 76, 77, 78, 
79–80, 87–88

Special Olympics, 299, 300, 311, 
437

Speech and language
disorders of, 31, 247, 256, 

272–283, 285, 290, 292, 
321, 481

characteristics of, 272–276
clinical research study of, 

277–280
cognitive function effects 

of, 322–323
developmental course of, 

276–277
fl uency disorders, 275
genetic factors in, 277–278, 

279–280
glossary of terms related 

to, 281–282
interventions for, 308
neonatal, 98
poor speech development-

related, 273–274
in school-age children, 

312–313
treatment of, 274, 277, 280
verbal language defi cits, 

275–276
voice characteristics, 273, 

274–275, 279
written language defi cits, 

276
normal development of, 285, 

286, 289, 290
Speech therapy, 156, 296, 308, 

309, 310, 313
Sports participation, 299, 

311–312, 437
Special Olympics, 299, 300, 

311, 437
Starvation syndrome, 250
Steatosis, 163
Stereoscopic vision impairment, 

13
Stomach

dilatation of, 161

functions and physiology of, 
153, 157–158

overeating-related rupture of, 
396

PWS-related pathology of, 
159–162

Stop-redirect-reinforce 
technique, 330, 331

Strabismus, 4–5, 7, 11, 13, 98, 
134, 135

Strength, growth hormone 
therapy-related increase 
in, 207–208

Stress responses, in PWS 
families, 429

Stress vulnerability, 321, 322, 
397, 414–415

Strokes, as mortality cause, 
100

Stubbornness, 13, 245, 258, 317, 
319, 320, 347–348, 
442–443

Stuttering, 275
Sucking refl ex, 12, 155, 171–172, 

285, 318, 483
Sudden death, 159, 230–231, 

399
Suggestibility, 413
Suicidality, psychiatric 

hospitalization for, 415
Swallowing, process of, 

154–155
Syndrome of inappropriate 

antidiuretic hormone 
(SIADH), 410

T
Taste, 154, 156
Teeth. See Dentition and dental 

health
Telecanthus, 134
Temper tantrums, 17, 33, 245, 

259, 308–309
in adolescents, 17, 314, 

347–348
age-related development of, 

53, 258, 319
in the classroom, 310
effect on transitions in young 

adults, 362, 363
in residential care facility 

residents, 387
in school-age children, 311
in toddlers, 13

treatment of, 34
vocational training and, 364
in the workplace, 365

Teratomas, ovarian, 138
Testes

descent of, 103–104
development of, 103
retractile and gliding, 102
small, 102
spontaneous ascent of, 107
undescended. See 

Cryptorchidism
Testicular carcinoma, 107
Testicular torsion, 107
Testosterone

fetal defi ciency of, 104
as genital abnormalities 

indicator, 105, 106
replacement therapy, 14, 106, 

110–111, 112, 113
role in male sexual 

development, 103, 104
stimulation test, 106

Theft, 13, 443, 444–445
Therapeutic milieu, 414–421, 

422
Thermoregulatory disorders, 

12, 130–134, 413–414
Thinking

abstract, 256, 322–323
rigid, 332–333

Thioridazine, 338, 482
Thromboembolism, 409
Thyroid function testing, 221
Thyroid hormone monitoring, 

during growth hormone 
therapy, 229

Thyroid-stimulating hormone 
(TSH) defi ciency, 229

Thyroxine defi ciency, 229–230
Time-out, 330, 331
Toddler Infant Motor 

Evaluation (TIME), 219
Toddlers

behavioral and personality 
characteristics of, 
257–258

food-related behaviors in, 
318–319

motor and developmental 
delays in, 293–295, 
307–311

natural medical history of, 
98–99
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Toddlers (cont.):
personality traits in, 12–13, 

257–258, 319
Topiramate, 174, 339, 405
Tourette’s syndrome, 34
Tracheostomy, 128, 407
Transition

to community living, 
359–361, 365, 367–368

diffi culty with, 320
to employment, 17
to middle or high school, 

344–351
to work, 359
to young adulthood, 

356–369
parental experiences with, 

363–368
timetable for, 353, 354

Triglycerides, 21
Trisomy 15, 6, 35, 62, 87
Trisomy 18, 11–12
Turner syndrome, 169, 204, 225, 

230

U
Ulcers, 100

cutaneous, 18
rectal, 32, 162, 412
treatment of, 410

Undernutrition
growth hormone therapy-

related, 233
in neonates, 98

Underweight, in neonates and 
infants, 12, 164

Uniparental disomy. See 
Disomy (UPD), maternal 
uniparental

United States Department of 
Education, 303, 304

United States Department of 
Vocational 
Rehabilitation, 372

United States Social Security 
Administration, 446, 
504–513

Uvulo-palato-pharyngoplasty, 
128

V
Vasodilators, 129
Ventilation, effect of positioning 

on, 407–408
Ventilator dependence, 

173
Verbal skills, 14, 275–276
Visual evoked potentials, 5
Visual perception, 30, 31, 37, 

255
Vitamin B12, absorption of, 

158
Vitamin D defi ciency, 116, 118, 

175
Vitamin supplementation, 24, 

118, 175
Vocational training, 17, 314, 

354, 370–380
continuum of, 372–373
parental experiences with, 

363–365
Vomiting (emesis), 160

W
Waist circumference, 180
Walking. See Ambulation
Walking programs, 113, 300, 

404, 418
Water retention, 229, 231
Weight gain

negative correlation with 
linear growth, 99

onset age of, 53
during psychiatric 

hospitalization, 
416

Weight management, 23–24, 
319, 482

with bariatric surgery, 175, 
176–177

in hypertension, 409
with pharmacotherapy, 39, 

174–175, 323–324, 331, 
338–340, 482

in respiratory disorders, 
128

Werdnig-Hoffman syndrome, 
11–12

Wheelchair-dependence, 99, 
168–169

Willi, Heinrich, 467–472
Williams syndrome, 263, 276, 

431–432
Wills, 438
Wrightslaw, 304

X
Xerostomia (“dry mouth”), 25, 

156–157



Figure 1.3. Frontal and profi le views of two males (patient A is 8.5 years of age, with the chromosome 
15q11–q13 deletion [seen in Figure 1.1]; patient B is 11 years of age, with maternal disomy 15) 
with Prader-Willi syndrome. Note the typical facial appearance (e.g., narrow bifrontal diameter, 
almond-shaped eyes, triangular mouth), small hands and feet, characteristic obesity, and hypopig-
mentation (seen in patient A with the 15q11–q13 deletion). Modifi ed from Butler, American Journal of 
Medical Genetics 1990;35:319–332.17

A B

Color Plate I

Figure 1.4. Representative fl uorescence in situ hybridization (FISH) using a 
SNRPN probe from the chromosome 15q11-q13 region (red color), a centro-
meric probe from chromosome 15 (green color), and a distal control probe from 
chromosome 15q (red color) showing the absence of the SNPRN signal close 
to the centromere on the deleted chromosome 15 from a subject with Prader-
Willi syndrome.



Color Plate II

Figure 1.5. Five-year-old boy with Prader-Willi syndrome before (top) and after 3 months of growth 
hormone (GH) treatment (bottom). Note the improved body habitus, muscle bulk, and reduced fat. The 
patient was able to increase total caloric intake, and he had increased activity and wakefulness. Reprinted 
with permission from S.B. Cassidy, “Prader-Willi syndrome in the new millennium: introduction,” 
The Endocrinologist 2000;10(4) Suppl 1: 1S–2S. Copyright©2000 by Lippincott Williams & Wilkins.
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