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Preface

In today’s world of ever-increasing publications, research papers, opinion
leaders, and conferences, one is at loss on what to follow in terms of best
practice. The treatment recommendations in guidelines do not work for all
patients, and the clinician is left with few options to help the patient. While
some access web forums and others call a friend at the university, most are
unable to access information that is put together in a concise manner to help
navigate challenging cases.

The authors who wrote the book, after years of work as clinicians and
researchers in different countries, with the aim of giving their patients the
best evidence-based care. However, it became abundantly clear that the evi-
dence available often fell short of getting the desired results for patients in our
care. To add to this was the ever-increasing number of publications with rec-
ommendations that were at times contrary to one another. This book is made
up of several chapters written by leading experts from across the globe, cov-
ering a range of topics from conditions in adolescence to those in the elderly.

This book seeks to bridge the gap between theory and clinical application
with a view to help clinicians use a combination of evidence, experience, and
practical solutions. While the authors advice that one follows the existing
guidelines to the best of the clinician’s ability, this book offers options based
on the experience of the authors from diverse backgrounds with a common
interest in patient well being. There are certain conditions where treatment
resistance poses a unique challenge and will require the readers to look at
emerging best practice and experience; moreover, it is always important to
include the patient and where possible the family in decision making.

We are delighted at the support we got from various authors across the
globe; despite their busy clinical schedules, they stuck to our deadlines and
our comments. We are also grateful to our mentors, colleagues, and graduate
students for their editorial support.

Nadina Persaud and her team at Springer have been supportive beyond the
call of duty. Thanks to all of them. Finally, there are those who may not
respond to the treatments we propose, but this subgroup of nonresponders is
the reason for medicine advances. We owe it to them to try our best. We hope
you enjoy this book and that it benefits those who need it the most.

Sudbury, ON, Canada K. Shivakumar

Woodstock, ON, Canada S. Amanullah
April 2018
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Abbreviations

Ap42 42-amino acid beta-amyloid

AD Alzheimer’s disease

ADLs  Activities of daily living

APOE  Apolipoprotein E

APP Amyloid precursor protein

CSF Cerebrospinal fluid

CT Computed tomography

DSM Diagnostic and Statistical Manual

MAPT  Microtubule-associated protein tau

MCI Minimal cognitive impairment

MRI Magnetic resonance imaging

NFT Neurofibrillary tangles

NP Neuritic plaques

PIB Pittsburgh compound B

PSEN  Presenilin

SPECT Single photon emission computed
tomography
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Major Neurocognitive Disorder (MND) is a term
that has been incorporated in DSM-5 to replace
the term dementia. MND is a clinical syndrome
characterized by global cognitive decline from
the previous level of functioning as evidenced in
loss of one or more cognitive domains (complex
attention, executive function, learning and mem-
ory, language, perceptomotor or social cogni-
tion). Occurring in clear sensorium, this decline
interferes with the individual’s ability to be inde-
pendent. MND is a public health issue with sig-
nificant impact on patients, their families, and the
community. Dementia is already an epidemic in
developed countries (Murray and Lopez 1997).
In more than 50% of cases of Major
Neurocognitive Disorders, Alzheimer’s disease
is the cause (Alzheimer’s Association, 2011).
The pathology of AD is clearly defined to consist
of Neuritic Plaques (NP), Neurofibrillary Tangles
(NFT) and subsequent neuronal loss, which is
present in a typical distribution in the brains of
the afflicted patients. The two most common risk
factors for AD are advanced age and family his-
tory of dementia.

1.1 Case History

A 52-year-old married female presented with her
husband for a geriatric assessment, with concerns
about her memory. Over the previous 3 years, her

© Springer International Publishing AG, part of Springer Nature 2018 1
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husband noticed that she was repeating the same
question, having forgotten that she had asked the
same question a number of times previously. This
repetition has increased in intensity while wait-
ing for this consult. In the months before the
assessment, she started forgetting events. She
started misplacing things around the house. In
one instance, she forgot where she parked the car
and required her husband’s help. She frequently
forgot her appointments. She did not have any
word finding difficulty and was able to recognize
people without difficulty. She continued to drive
to work, and there were no reports of her losing
her way around. She seemed to be more forgetful
when she was nervous. She was attending to all
her activities of daily living (ADLs). She main-
tained meaningful employment in the family
business — a local shoe store. She was able to
handle the customers and the cash register. She
did not have any mood changes nor experience
incontinence.

Her medical history was positive for lupus,
diagnosed about 4 years ago. She also had non-
ulcerative dyspepsia. There was no history of dia-
betes, hypertension, or hypercholesterolemia.
She was taking hydroxychloroquine 200 mg P.O.
daily. There were no allergies to medication. Her
maternal grandmother had a history of
Alzheimer’s disease at a later age. Her mother
died of cancer at 65. Her premorbid personality
indicated an outgoing, happy, and jovial person
of average intelligence. She liked to sing while at
home. She liked cooking and baking.

In her personal history, there is evidence of
physical, emotional, and sexual abuse by family
members. She completed grade 8 education and
later worked as a waitress after moving out of her
family home. She got married at 21 and had three
children. There is no history of alcohol or sub-
stance abuse.

Her physical and neurological examinations
were within normal limits. She scored 21/30 on
MMSE, but otherwise her mental state examina-
tion was normal.

Her CT scan and hematological exam were
within normal limits. Her B12 was 229 pico-
grams/ml, TSH 1.10 milli-IU/ L. She was diag-

nosed as having Major Neurocognitive
Disorder-Alzheimer’s Disease. Given the early
age of onset, she was referred for further testing
for confirmation of diagnosis.

1.2  Genetic Factors Contributing
to the Onset of Alzheimer’s

Disease (AD)

Between 50% and 70% of patients with MND are
diagnosed to have the Alzheimer’s disease (AD)
subtype [26]. A major risk factor for AD is
genetic, with 70-80% of cases being hereditary.
This is supported by twin studies [7]. AD is a het-
erogeneous condition involving the interaction of
genetic, environmental, and personal factors.
Given that the etiology is polygenetic, a predomi-
nance of certain gene types may increase the risk
of AD, while some genes may be protective [5].
The most well-known gene is the APOE gene.
The €4 allele of APOE gene is a risk factor for
AD. Heterozygous €4 carriers have three times,
and homozygous carriers have 15 times the risk
of non-e4 carriers. The APOE €4 gene is proba-
bly involved in the age of onset of the AD [8].
The APOE gene has low penetrance, thus
implicating the involvement of other genes
involved in the phenotypic expression of AD.

There are two types of expression of AD,
familial and sporadic. Among the familial
expression, there are two patterns: early-onset
and late-onset familial patterns. Late-onset
familial AD is the more common form, which is
seen in individuals over age 65. Genetic risk
decreases with advancing age in some studies
[30]. Late-onset familial AD is mediated through
several susceptibility genes, including APOE.
There are three allelic variations of APOE: €2,
€3, and e4. The €2 allele is relatively rare and
may provide protection against the onset of
AD. The €3 allele is most common in the west-
ern European population and may be neutral in
its effect. However, those individuals who are
homozygous for the APOE €4 allele have the
much higher burden of amyloid plaque than
those with other genotypes [13].
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Genetic Factors Involved
in the Early Onset
of Alzheimer’s Disease

1.3

About 30-40% of early-onset MND-AD has
been shown to be due to familial autosomal
inheritance pattern. Other genes are probably
involved as risk factors (Table 1.1).

The autosomal dominant inheritance pattern
of genes shows high penetrance with more severe
neuropathological changes. It is also found that
the age of onset in these individuals is in the
range of 30-50 years. All the genetic forms of
MND-AD result in overproduction of the AB42
amyloid peptide. The extra chromosome 21 in
Down’s syndrome with an additional APP gene
accelerates the onset of AD by about 30 years
earlier than in patients without an extra chromo-
some 21. PSEN-I mutations are by far the most
common gene involved in early-onset AD. The
PSEN-II gene is less common and is seen most
often in those of German descent living in North
America. As noted before, the APOE €4 gene
probably modifies the age of onset of AD by
uncertain molecular mechanisms [8]. Other
genes may be involved, but their relationship to
AD susceptibility or protection is not yet clearly
understood (Table 1.2).

1.4  Pathological Effects
of the Genetic Factors

in an Alzheimer’s Disease
The genetic effect of various genes in the patho-

logical process of producing the neurodegenera-
tive changes seen in MND-AD is unclear. The

Table 1.1 Genes implicated in early-onset AD [5]

Protein Chromosome | Inheritance pattern

Amyloid 21 Autosomal

precursor dominant

Presenilin I 14 Autosomal
dominant

Presenilin I 1 Autosomal
dominant

APOE 19 Risk factor

Table 1.2 Other genes with possible implications in
early-onset AD [5]

ACE MTHFR
CHRNB2 NCSTN
CST3 PRNP
ESRI GAPDHS
TF IDE
TFAM TNF

most common histological changes seen in
MND-AD are neuritic plaques (NP) and neurofi-
brillary tangles (NFT). Other less conspicuous
findings are granulovacuolar degeneration,
Hirano bodies, and amyloid angiopathy. The
neuritic plaques primarily contain amyloid pro-
teins, particularly the AP42 peptide in patients
with MND-AD. Those individuals who are
homozygous for APOE &4 allele have much
higher plaque burden than those who do not.
This suggests a pathological effect of APP in
persons with MND-AD. APP is cleaved by three
secretases: alpha, beta, and gamma. Mutations in
PSEN genes lead to an alteration in gamma-
secretase, generating higher loads of Ap42. One
hypothesis is that Ap42 induces an inflammatory
response in the brains of patients with MND-AD
and promotes oxidative injury to the neurons.
The deposit of amyloid in NP may be fairly
extensive by the time early symptoms of
MND-AD appear [24].

NP are found in the posterior neocortex,
especially in the temporal and parietal regions
of the brain and, less abundantly, in the frontal
regions [2]. Diffuse plaques containing Ap2
peptide are common in brains without cognitive
impairments. In patients with dementia, there is
a negligible correlation between NP counts and
the degree of cognitive impairment. NP burden
does not change even in the progression of
symptoms. This is shown by PIB PET imaging
studies, where amyloid burden reaches the
maximum by the time patients reach the mini-
mal cognitive impairment (MCI) stage in
MND-AD.

NFT are primarily intraneuronal. The burden
of NFT is better correlated with disease severity
than NP count [6]. The NFT formation and neu-
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ronal damage progress during MND-AD. The
neurotransmitter changes primarily in acetyl-
choline and other neurotransmitters such as
dopamine, serotonin, norepinephrine, and glu-
tamine occur as epiphenomenon due to the dis-
ruption of neural pathways. In combination
with the inflammatory processes, this leads to
neuronal death and disconnections between the
neurons by disrupting the dendrites and axons.
These changes lead to the cognitive, behav-
ioral, and psychological symptoms in the
MND-AD.

NFT are primarily composed of microtubule-
associated proteins, tau MAPT [15]. In
MND-AD, the tau is excessively phosphory-
lated. This excessively phosphorylated tau can-
not be degraded by the neurons, and it
accumulates in the neurons. The genes for differ-
ent isoforms of tau are located on chromosome
17. It is not clear what induces the hyper-phos-
phorylation of tau. It is suggested that AB42 pep-
tide may induce this process. NFT are initially
seen around middle age, starting in the transen-
torhinal area of the brain [6], and then it pro-
gresses to entorhinal and hippocampal (CAI)
regions. Finally, this progresses to other neocor-
tical association areas. Increased brain volume
loss is correlated with the involvement of neo-
cortical regions by NFT.

The hippocampal and medial temporal areas
affected are consistent with early anterograde
amnestic symptoms in the initial stages of
MND-AD. Amyloid angiopathy is commonly
found in the brain in patients with MND-AD
[14]. However, the presence of amyloid angiopa-
thy does not appear to have a clinical correlate.
Other age-related changes in the brain also have
a cumulative effect on the pathology of
MND-AD.

Loss of memory occurs fairly early with the
development of agnosia, apraxia, and aphasia.
Patients have gradual deterioration of their func-
tional abilities in the middle stage. In the terminal
stages, problems develop with mobility and con-
tinence. With good health and good care, patients
with MND-AD may live a long time, even in
near-vegetative states. Death usually occurs due

to frailty resulting from intercurrent infection or
other medical causes.

1.5 Continuation of the Case

Four years later, the patient’s husband brought
her back to the emergency department of the
local hospital. Her memory had worsened to the
point that she was unable to take care of herself.
Her husband and her daughters were providing
care along with the support of community ser-
vices. She was unable to attend to her activities
of daily living (ADLs). She had difficulty rec-
ognizing familiar people in her life, including
her family members. She had difficulty main-
taining her sleep. She lost her appetite and
dropped 6 pounds in weight. She was often irri-
table in her mood. Her speech was reduced to
simple words, spoken out of context. She was
unable to communicate her thoughts coherently.
Later, she stopped communicating with her
family. Occasionally, she was incontinent of
urine.

Over the last 4 years, she was assessed at the
tertiary care hospital. She underwent neuropsy-
chological testing after her clinical assessment.
Based on the discrepancy of her neuropsycho-
logical test scores for her age and the history of
sexual abuse, she was diagnosed to have conver-
sion disorder with amnestic symptoms. She was
recommended to have psychological counseling
and started on a trial of sertraline medication. She
was advised to follow up with her primary care
physician.

In spite of these interventions, her memory
and capacity to function continued to deteriorate.
The family was concerned for her safety. They
could not leave her at home as she could not live
unsupervised. She was deemed incompetent
1 year ago for both personal care and finances,
and her husband was appointed substitute
decision-maker.

A CT scan and hematological exam done at
the second presentation were reported to be nor-
mal. She was admitted to the psychiatry unit for
further assessment and care planning. A SPECT
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scan and EEG were performed along with cogni-
tive and functional assessments. The SPECT
scan showed a surprisingly abnormal scan for her
age of 57 years. She had worse uptake in parietal
areas in comparison to the frontal areas. There
were decreased uptake in temporal areas, more so
on the left side, and only mild decreased uptake
in occipital areas. There was a normal uptake in
the basal ganglia. Her EEG was abnormal, with
slow background activity. There was a persistent
mixture of delta and theta wave activity. These
findings were consistent with advanced
Alzheimer’s disease. Her MMSE was 3/30, com-
pared to 21/30 4 years earlier. She showed severe
functional impairment. She needed assistance
with her ADLs. She was diagnosed to have a
major neurocognitive disorder of early-onset
Alzheimer’s disease, moderate in severity. She
was started on galantamine 4 mg P.O. twice daily,
gradually to be increased up to a maximum of
24 mg daily. Her antidepressant medication was
stopped. Her husband wanted to provide care at
home with community supports. Thus, she was
discharged back to her home.

1.6  Natural History

of Alzheimer’s Disease?

It has been shown that the pathological process
of MND-AD begins several years before the
onset of clinical and functional changes of the
individuals with MND-AD [3]. It is possible to
have imaging studies for amyloid deposition by
Pittsburgh compound B (PIB), PET, and SPECT
studies [21]. The natural history of Alzheimer’s
dementia has been well-described. Time from
diagnosis to death in the tertiary centers is on
the order of 1012 years. The median time from
onset of symptoms to death is around 3-5 years
[20]. Most patients exhibit slow progression. In
Cache County Study, a quarter of the patients
showed limited progression from milder stages
of MND-AD, even after 3-5 years of onset
[18]. The presence of psychosis and extrapyra-
midal symptoms is associated with faster pro-
gression, along with the presence of

hypertension, diabetes, hyperlipidemia, and
atrial fibrillation.

1.7  Investigations Used

to Establish the Diagnosis?

After completing a comprehensive history and
physical exam, most cases of MND-AD are diag-
nosed clinically. Obtaining baseline labs and
electrocardiograms is the first step in the investi-
gation. Less than 1% of the dementias are truly
reversible, even with intervention. Less than 10%
of patients with dementia may show a reversible
cause by the laboratory investigations [11].
Additional lab evaluation workup can be done if
other risk factors are identified in the patient’s
history. Lumbar puncture (LP) and electroen-
cephalograph (EEG) are done in patients where
diagnosis is unclear. The American Academy of
Neurology recommends either computed tomog-
raphy (CT) or magnetic resonance imaging
(MRI) [19]. Other methods of assessment include
PET, SPECT, genetic testing, and brain biopsy.
Some examples are given below (Figs. 1.1, 1.2,
and 1.3).

MND-AD like the case presented: typical pos-
terior temporoparietal predominant hypometabo-
lism with hypometabolism more prominent in the
left hemisphere and lesser involvement of the
frontal lobes. Behavioral bifrontal (could be
asymmetric) predominant FTD with little or no
posterior temporoparietal hypometabolism.

F18-fluorodeoxyglucose positron emission
tomography (FDG-PET) in patients with
autopsy-confirmed Alzheimer’s disease (AD,
rows 3 and 4) frontotemporal degeneration with
ubiquitin inclusions (FTD, rows 5 and 6). Scan
data are displayed using three-dimensional ste-
reotactic surface projection (3D-SSP) maps
from six perspectives, illustrated in a reference
image of the brain surface (row 1). These refer-
ence images show regions of the brain typically
most affected in AD in shades of orange and
most affected in FTD in blue, purple, and aqua.
Local cerebral metabolic rates for glucose
(LCMRGlIc) relative to the pons are displayed
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Fig. 1.1 Typical brain magnetic resonance imaging
(MRI) findings in a patient with autopsy-confirmed fron-
totemporal degeneration with TDP-43-positive inclu-
sions. The MRI obtained when the patient had only mild
symptoms shows the characteristic focal pattern of atro-
phy (arrows). There is symmetric widening of sulci and

shrinkage of gyri in the anterior temporal regions (top
row) and in the bilateral frontal cortex (bottom row).
These regional changes are easy to overlook and best rec-
ognized when compared in the same scan with the size of
sulci in posterior regions of the cerebral cortex (bracket)
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Fig. 1.2 Typical MND-AD gMRI NeuroQuant and MRI
selection of horizontal slices — CACIR 06379. Illustrate
selective hippocampal atrophy in MND-AD (Figure pro-

using a color scale shown below the images
with the hotter colors representing higher rates
of glucose metabolism (rows 2, 3, and 5).
Statistical maps also can be constructed with
z-scores of metabolic rates for each patient
(rows 4 and 6) compared to 27 cognitively nor-
mal elderly individuals (row 2) using the same
color scale. The patient with AD had symptoms
similar to the case presented in the text and
shows typical posterior temporoparietal hypo-
metabolism, with hypometabolism more promi-
nent in the left hemisphere corresponding to the
patient’s prominent language deficits, whereas a
patient with FTD with behavioral symptoms

vided Courtesy of Norman L. Foster, MD; Richard
D. King, MD, PhD; and Yao He, Center for Alzheimer’s
Care, Imaging and Research, University of Utah)

shows bifrontal and left anterior temporal pre-
dominant hypometabolism (Fig. 1.4)

Amyloid PET imaging of Alzheimer’s disease
neuritic plaque pathology with AV-45 (florbeta-
pir) in two elderly individuals with dementia in
the Alzheimer’s Disease Neuroimaging Initiative
(ADNI). Scan data are displayed using 3D-SSP
as in Fig. 1.4. Semiquantitative values of tracer
binding in the brain surface relative to the cere-
bellum are shown in standard uptake value ratios
(SUVr). Average values in 168 ADNI elderly
control subjects (row 2) only show expected non-
specific binding in white matter tracts in the
brainstem and corpus callosum. This same pat-
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Fig. 1.3 FDG-PET: typical single-case stereotactic surface projection image presentation

tern is seen in the patient in row 3, who has a
negative scan. The patient in row 4 shows the
typical diffuse pattern of increased binding seen
in Alzheimer’s disease dementia. In this patient,
the visual cortex is the only cerebral cortical
region spared. Note that the distribution of amy-
loid plaque is not limited to regions of the brain
that are typically hypometabolic on FDG-PET
and that binding is minimal in the cerebellum of
all cases, including those with Alzheimer’s dis-
ease dementia (Fig. 1.1).

(Figure) provided Courtesy of Norman
L. Foster, MD; Richard D. King, MD, PhD; and
Yao He, Center for Alzheimer’s Care, Imaging
and Research, University of Utah).

1.8 Making a Diagnosis

of MND-AD

In general, making a diagnosis of MND is a
two-step process. In the first step, determine if
there is a dementia process. Second, proceed
with the inquiry of the type of MND. The most
common clinical conditions to be ruled out are
cognitive changes due to depression or chronic
delirium. Secondary medical conditions such as
normal pressure hydrocephalus (a triad of
dementia, ataxia, and urinary incontinence) and
hypothyroidism should be ruled out. Confirm
if the criteria for MND are fulfilled (Table 1.3
and 1.4)
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Fig. 1.4 Positive AV-45 amyloid case typical single-case SSP image (Figure provided Courtesy of Norman L. Foster,
MD; Richard D. King, MD, PhD; and Yao He, Center for Alzheimer’s Care, Imaging and Research, University of Utah)

Table 1.3 Cognitive domains and relevant neuropsychological tests

Cognitive domain Neuropsychological test

Complex attention Trail Making Test A, Digit Span

Learning and memory California Learning and Memory Wechsler’s Memory Scale
Perceptual motor Finger-tapping test

Language Boston Naming, verbal fluency

Executive function Wisconsin Card Sorting, Trail Making Test B

Social cognition Thematic Apperception Test

Table 1.4 Differences between mild neurocognitive disorder, major neurocognitive disorder, and major neurocognitive
disorder due to Alzheimer’s disease

Major neurocognitive disorder due to

Mild neurocognitive disorder Major neurocognitive disorder Alzheimer’s disease

Modest decline in one or more Significant decline in 1 or > Significant decline in 1 or >

cognitive domains cognitive domains cognitive domains

Person is concerned of the change Usually, family are concerned of the | Usually, family are concerned of the
change change

Cognitive deficits do not interfere Significant interference of ADL or Significant interference of ADL or

with ADL or IADLs IADLs IADLs

Cognitive deficits are not due to Cognitive deficits are not due to Cognitive deficits are not due to

delirium or other mental disorders delirium or other mental disorders delirium or other mental disorders

Progression is variable Variable depending on the type Insidious onset and gradual

5-10% may convert to Alzheimer’s progression over years

disease
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Most cases of MND are due to Alzheimer’s
disease. The next most common cause is a mix-
ture of vascular and Alzheimer’s disease (refer-
ence for epidemiological studies latest).
Vascular dementia and DLB are the next most
common causes. FTD is more common in ear-
lier ages of onset (30-64 years) and decreases as
age advances. It is rarely seen after 70 years of
age. In one community study in the UK [27],
frontotemporal dementia (FTD) was 15.7% and
Alzheimer’s dementia (AD) was 25% in people
with dementia between the ages of 30 and
64 years.

With available clinical investigations, the
Alzheimer’s dementia is classified as probable,
possible, and definite.

According to McKhann’s criteria, the diag-
nostic certainty of AD has three levels: definite,
probable, and possible. A definite diagnosis can
only be done by brain biopsy. A probable diagno-
sis is done when the dementia syndrome has
insidious onset and gradual progression, with
cognitive deficits in multiple domains and at least
basic cognitive testing (MMSE). When these cri-
teria are not completely met (e.g., a fluctuating
course, sudden onset), then a diagnosis of possi-
ble AD should be made [23].

About a week later, the patient was brought
back to the hospital as she was becoming more
aggressive with family members. The family was
unable to manage her at home. Her husband was
not able to sleep and was feeling helpless. She
was admitted to the medical unit to rule out acute
medical conditions and to make an appropriate
care plan. Galantamine, which had been initiated
earlier, was continued.

In the hospital, she was started on (SSRIs)
escitalopram 10 mg P.O. daily along with ris-
peridone, 0.25 mg twice daily. Her medical
investigations were negative. Her agitation
increased, and she was given frequent doses of
haloperidol for management of her agitation.
Three weeks later, she was noted to be walking
around naked and sexually disinhibited in the
hospital. She also had decreased sleep and was
found to talk loudly when awake. She was
euphoric in her mood. She was wandering into
other patients’ rooms. Occasionally, she was irri-

table and impulsive in her behavior. She was
noted to be talking to herself. The nursing staff
was unable to redirect her behavior. She needed
assistance with all her ADL care.

Her risperidone was gradually increased and
escitalopram was discontinued; memantine was
added with the family consent, and they visited
often. They declined genetic testing for the
patient owing to cost. Her daughters also refused
genetic testing for themselves. The poor prog-
nosis was discussed with the family. There were
no advanced directives from the patient. The
family decided to keep her comfortable and
safe, agreeing to long-term care in a supported
environment.

1.9  The Cognitive
and Behavioral Symptoms

in MND-AD

The central feature of Alzheimer’s disease is the
gradual progression of multiple neurocognitive
dysfunctions, initially starting as difficulties in
new learning and recent memory. Amnestic
patients often repeat themselves in conversation,
ask the same question repeatedly, or forget recent
conservations. Family members often ignore
symptoms as these are misinterpreted as “normal
aging.” Symptoms are typically present before
family members bring the patient for medical
attention. The loss of ability to carry on activities
such as shopping, driving, handling money, or
doing chores around the house is more frequently
the reasons than forgetfulness for such presenta-
tions. Sometimes getting lost while driving or
accidents while driving may bring the patient
medical attention. Neuropsychiatric symptoms
are more likely to bring the patient for evaluation
than forgetfulness.

Deficits in frontal executive function are
noted in the difficulty in planning the meal for
dinner, organizing the kitchen, or following a
recipe. Other changes include difficulty in
recognition of people (agnosia), difficulty in
cutting the vegetables or difficulty in dressing
(apraxia), and difficulty in naming or finding the
right word to speak (aphasia). Other cognitive
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deficits include difficulties in reading (dyslexia)
or writing (dysgraphia) and difficulties in doing
simple calculations (acalculia). In moderate
to severe stages, patients may have right/left
disorientation.

Behavioral symptoms are often due to delu-
sions, hallucinations, or mood changes. Common
mood changes are anxiety, depression, irritabil-
ity, anger, and elation. Other behavioral symp-
toms are apathy, hyperactivity, and aggression.
Sometimes the behavioral changes occur due to
the personality changes.

In some patients, changes in biological func-
tions such as sleeping, eating, and sexual disin-
hibition occur in all stages of AD. Other
physical symptoms such as swallowing, conti-
nence, and gait difficulties occur as the disease
progresses.

As the dementia progresses, difficulties in
day-to-day functioning and behavioral symptoms
become more common. Misidentification syn-
dromes occur commonly. The patient may com-
plain that someone else has been in the house.
Sometimes they identify the family members as
someone else in the disguise of other family
members (Capgras syndrome). Sometimes they
misidentify their own image in the mirror as
someone else.

1.10 General Principles
of Management of a Patient
with Alzheimer’s Disease

Management of Alzheimer’s disease follows the
general four pillars of dementia care. The first
pillar is to modify the aspect of the disease. Only
a few therapies such as choline esterase inhibi-
tors are available at this time. The approved med-
ications are donepezil, rivastigmine, and
galantamine. The second pillar is to manage the
symptoms of AD. These are the cognitive, neuro-
psychiatric, and functional symptoms.

The third pillar is to provide supportive care
for the patient with AD. The final and fourth pil-
lar is to support the caregivers for the dementia
care. These interventions should be evidence-
based approaches.

Effects of MND-AD
on the Family Caregivers

1.11

Prolonged activity of providing care for a family
member with Alzheimer’s disease will fre-
quently lead to chronic stress in one or several
members of that family. The caregiver’s burden
is the subjective perception of that burden of
providing care. This stress may interfere with
physical, social, emotional, and financial func-
tioning of the family care providers. Several
scales can subjectively or objectively measure
the caregiver’s burden. The Caregiver Self-
Assessment Questionnaire is a 16-item scale that
can be answered yes/no. This can be used in an
office setting for rapid screening of caregiver
burden. Anxiety and depressive symptoms are
common, while some families express pride in
providing care for their loved ones. Successful
family caregivers are flexible in adjusting the
expectations of themselves and the older adult.
The primary caregiver at home needs occasional
breaks, respite, backup, and services to support
them [12].

Sometimes interpersonal difficulties arise
when siblings attempt to divide the responsibili-
ties of caregivers. Families face the realities of
loss and grief during the process of caregiving.
Sleep quality can be affected significantly in
caregivers. The Pittsburgh Sleep Quality Index
can measure this more reliably [10]. Primary care
physicians must be aware of these factors in the
family when they are planning the care for
MND-AD patients. Physical symptoms such as
hypertension, diabetes, and coronary artery dis-
eases are also higher in the family care providers
than the general population [29]. Premature death
is associated with spousal caregiver strain [28].

1.12 Legal and Ethical Encounters
when Managing a Patient
with MND-AD

As the major neurocognitive disorder of
MND-AD has a prolonged course of 8—10 years,
families face various legal and ethical issues dur-
ing its course. Retrospectively, in the early stages



12

P.M. Krishna et al.

after the diagnosis, the family is better served
when an open discussion occurs with the family
members, including the patient and their primary
care physician [9]. Advanced directives are
sought and recorded by the family members.
Prior wishes of the patient are respected through-
out the course of MND-AD. It is wise for the
family to discuss the patient’s wishes in a sensi-
tive manner. This discussion may include end-of-
life issues as well.

Capacity assessment in regard to driving will
be encountered in moderate stages of
MND-AD. Given the possibility that the patient
may lose their ability to take reasonable deci-
sions toward their personal treatment, care
choices, and ability to manage her finances, a
power of attorney might be chosen by the patient.
Ideally, such advanced directives and the power
of attorney papers are kept with the patient’s law-
yer and documented with their physician. Patients
sometimes may make advanced directives to par-
ticipate in the research [16].

In most of the cases, the patient presents to
the physicians in moderately advanced stages of
MND-AD. There may not be any documenta-
tion of their advanced directives, including their
resuscitation status. In these situations, appro-
priate substitute decision-makers for the patient
need to be identified and documented to make
decisions on behalf of the patient [4]. In those
situations where there is no responsible substi-
tute decision-maker from the family, an official
of the government or court-appointed guardian
needs to be appointed. The management of the
patient’s care should proceed in collaboration
with the substitute decision-maker. Several clin-
ical dilemmas occur in taking the treatment,
care decisions, and end-of-life issues during the
management of the patient as the disease pro-
gresses toward the terminal stages. Patients and
their families” wishes must be respected
throughout the course of MND-AD. Several of
these issues related to capacity are discussed by
Hope et al. [17].

In terms of the case presented here, the ethical
questions mainly pertain to genetic testing as a
method of establishing the cause of her major

neurocognitive disorder. Genetic testing, though
available to rule out some known familial vari-
ants, may not be conclusive. Also, the lack of
ready availability in the local hospitals and cost
must be considered along with the family’s
wishes. Once the genetic variant is identified to
be of a familial variety correlated with early-
onset MND-AD, the family must understand the
implications for themselves. Such testing must
be performed only if pretest and posttest counsel-
ing and support are available for the family mem-
bers. Finally, the definitive diagnosis of MND-AD
in this case can only be made by brain biopsy,
either antemortem or postmortem. The family’s
wishes either for personal or academic reasons
must be sought in all such diagnostic dilemmas
[24]. Invasive procedures such as a lumbar punc-
ture for CSF analysis can be discussed with the
family to improve diagnostic accuracy. CSF can
be analyzed for proteins. Total tau (T-tau) in com-
bination with neurofilament light (NFL) has
potential for biomarkers for prediction of
MND-AD [22].

Ethical issues will arise around the sexual
behaviors noted in moderate and severe stages of
dementia. In North American and Scandinavian
countries, physician-assisted deaths are seri-
ously considered in advanced stages of the dis-
ease. These are complicated with several
controversies, and careful decisions must be
taken within the legal realities of those
countries.

Conclusion

As the world’s population continues to age, the
prevalence of major neurocognitive disorders
will increase. Molecular genetics is furthering
our understanding both in early diagnosis and
research in new pharmacological interven-
tions. Despite this, families and communities
will likely experience more caregiver burden.
Future planning and management of persons
with Alzheimer’s disease are fraught with sev-
eral ethical and legal issues.

Disclosure Statement “The authors have nothing to
disclose.”
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A Complex Case of Delirium:
From Theory to Clinical

Management

Tim Lau and Sarah Russell

2.1 Case Presentation: Part|

Mr. D is a 78-year-old retired physician who was
diagnosed with Parkinson’s disease 7 years ago.
He was taking Sinemet 100/250 two tablets TID
and entacapone 200 mg TID to manage his motor
symptoms which consisted of a resting tremor,
rigidity, and shuffling gait. His Parkinson’s medi-
cation was managed by his family physician
under the guidance of his neurologist.

Three years ago, he was started on divalproic
acid 500 mg BID after it was discovered he was
experiencing absence seizures. His dose and level
had been stable and his seizures diminished in
frequency.

He had been doing very well, going out with
his wife several times a week to see movies and
to the theater. Although he had a pronounced
tremor, he enjoyed going for walks and playing
Scrabble with his wife. His ability to form new
memories at the time was intact.

He was found to have a large basal cell carci-
noma on his scalp which was removed by surgi-
cal excision under local anesthetic. He developed
a cellulitis and subsequently required hospitaliza-
tion after he became acutely confused over the
course of 2 days. His wife noted that he started
having visual hallucinations and became

T. Lau, MD, FRCP(C), MSc (<))  S. Russell, MD
Department of Psychiatry, University of Ottawa,
Ottawa, ON, Canada

e-mail: tim.lau@theroyal.ca

convinced that people were trying to hurt him.
A CAM screening was positive for delirium, and
his severity using the CAM-S scores was 9 out of
a possible 19. His mini mental status exam score
was 7/30.

While hospitalized he became combative. The
internal medicine service where he was admitted
diagnosed him with dementia of unclear etiology,
possibly Alzheimer’s disease or Parkinson’s
disease dementia. It was suspected that his symp-
toms were related to a superimposed delirium in
someone with a decreased cognitive reserve. He
was treated with cephalexin without any change
improvement in his confusion. His entacapone
was discontinued. His Sinemet was reduced.
Despite these interventions, his delirium wors-
ened. A further medical workup was unremark-
able. His white count normalized, and his
bloodwork remained otherwise unremarkable. A
CT scan of his head was read as nil acute. His
chest X-ray, abdominal X-ray, and urine cultures
were unremarkable during his admission.

Mr. D was frequently somnolent in a hospital
gown during the day, having a clear day-night
reversal. He was unable to walk safely but kept
trying to get up. He was put into a wheelchair
with a safety belt to prevent rising. He subse-
quently became even more agitated. His agita-
tion was severe at times as evidenced by extreme
aggression during care. He received regular low
doses of Haldol to manage his behaviors, but
this seemed only to worsen his agitation and had
little effect on his psychotic symptoms.
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Trazodone was also added to help both with
sleep and provide some sedation during the day.
It seemed inevitable that he would require
admission to a long-term care facility, but his
care needs at the time exceeded what a nursing
home could provide. The question of a Lewy
body dementia was raised despite him having
the motor symptoms of Parkinson’s for more
than 1 year.

After 4 weeks, there was no improvement in
his fluctuating level of consciousness, his agita-
tion, and his psychosis. He was transferred to a
geriatric psychiatry unit. The severity of his
delirium was measured using the CAM-S. He
scored 19 out a possible 19. His MMSE was
5/30. He was given adequate hydration, and a
regular bowel pattern was ensured over the
course of the first week.

We gradually reduced the dose of the anti-
psychotic that he was regularly getting and
stopped all PRN antipsychotics and benzodiaz-
epines which internal medicine had been using
to manage his behavior. We further examined
his medications to see if there was something
that could be discontinued. We tried holding his
Sinemet without any real change in his motor
symptoms or his agitation. Next we tried to
remove the trazodone which had been added in
an effort to calm him. There was not a notice-
able effect when it was stopped. Later dival-
proic acid was stopped. A remarkable
improvement was seen when divalproic acid
was discontinued. Over the course of 3 days,
his sleep normalized and his confusion
improved. His wife was able to spend more
time with him and was able to comfort him.
Two weeks after his divalproic acid was dis-
continued, he was walking again, was able to
feed himself, and was much clearer cognitively.
His MMSE at that time was 25/30. His Sinemet
but not his entacapone was restarted to help
with his mobility. He continued to improve and
was able to regain the full function he had prior
to having his basal cell carcinoma resected. He
returned home with his wife and continues to
enjoy going to the theater, exercising, and play-
ing Scrabble. His MMSE when he returned
home was 27/30.

2.2  Whatls Delirium?

Delirium is an acute-onset confusional state that
is characterized by a loss of function, fluctuating
consciousness, disturbances in attention, and dis-
organization. The presentation can be extremely
variable person to person but typically is associ-
ated with other cognitive deficits; changes in
arousal; perceptual disturbances including hallu-
cinations, delusions, and paranoia; and an altered
sleep-wake cycle. Disturbances in affect can be
seen with depression, irritability, and fear [1, 2].

Delirium can also be classified into hypoac-
tive and hyperactive delirium. Hypoactive delir-
ium is more common in the elderly with
symptoms of sedation and psychomotor retarda-
tion with slowed physical movements and verbal
response. By contrast, hyperactive delirium is
characterized by increased activity, agitation, and
hypervigilance. Mixed picture states also exist
with both hypoactive and hyperactive symptoms
seen.

Delirium is not a disease but a clinical diagno-
sis based upon a collection of symptoms. The
Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition (DSM-5), has the fol-
lowing diagnostic criteria:

1. Disturbance in attention (i.e., reduced ability
to direct, focus, sustain, and shift attention)
and awareness.

2. Change in cognition (e.g., memory deficit,
disorientation, language disturbance, percep-
tual disturbance) that is not better accounted
for by a preexisting, established, or evolving
dementia.

3. The disturbance develops over a short period
(usually hours to days) and tends to fluctuate
during the course of the day.

4. There is evidence from the history, physical
examination, or laboratory findings that the
disturbance is caused by a direct physiologic
consequence of a general medical condition,
an intoxicating substance, medication use, or
more than one cause.

The DSM-5 includes several specifiers related
to delirium including substance intoxication
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delirium, substance withdrawal delirium, and
medication-induced delirium. This highlights
how important it is to identify and examine sub-
stance- and medication-induced causes of delir-
ium. These causes often have a clear treatment
plan. There are also a specifier regarding length
of diagnosis, acute vs. persistent, and a specifier
looking at activity level, hyperactive, hypoactive,
and mixed level of activity [1].

The International Statistical Classification of
Diseases and Related Health Problems (ICD) is a
medical classification system put out by the World
Health Organization. The latest iteration, the
ICD-10, has the following diagnostic criteria [3]:

2.3 FO5 Delirium, Not Induced
by Alcohol and Other

Psychoactive Substances

A. Clouding of consciousness, i.e., reduced clar-
ity of awareness of the environment, with
reduced ability to focus, sustain, or shift
attention.

B. Disturbance of cognition, manifest by both:
1. Impairment of immediate recall and recent

memory, with relatively intact remote
memory

2. Disorientation in time, place, or person

C. At least one of the following psychomotor
disturbances:

1. Rapid, unpredictable shifts from hypoac-
tivity to hyperactivity

2. Increased reaction time

3. Increased or decreased flow of speech

4. Enhanced startle reaction

D. Disturbance of sleep or the sleep-wake cycle,
manifest by at least one of the following:

1. Insomnia, which in severe cases may
involve total sleep loss, with or without
daytime drowsiness, or reversal of the
sleep-wake cycle

2. Nocturnal worsening of symptoms

3. Disturbing dreams and nightmares which
may continue as hallucinations or illusions
after awakening

E. Rapid onset and fluctuations of the symptoms
over the course of the day.

F. Objective evidence from history, physical and
neurological examination, or laboratory tests
of an underlying cerebral or systemic disease
(other than psychoactive substance-related)
that can be presumed to be responsible for the
clinical manifestations in AD.

2.4  Prevalence of Delirium

Overall prevalence of delirium is low in the com-
munity, with an estimated rate of 1-2% [1].
Delirium is very commonly seen in hospital and
nursing home settings. It’s estimated that 6-56%
of hospitalized patients will experience delirium at
one point during their admission [2]. In special
populations, this number rises even higher. A study
that looked strictly at ICU patients found rates of
delirium in 44.4%. In patients who were mechani-
cally ventilated, this number rose to 62.5% [4].
Hip fractures are also commonly associated with
delirium. A study involving patients aged 65 and
over with a hip fracture found that 58% of patients
had delirium preoperatively and 42% had delirium
postoperatively [5]. Higher rates of delirium are
also seen in stroke patients, postoperative patients,
and patients approaching end-of-life [2].

2.5 Typical Course of Delirium
Delirium was long thought to be an acute,
reversible condition with return to function once
the reversible cause has been treated. However,
clinical experience shows us that delirium often
persists and is associated with decreased func-
tional status. Delirium is also associated with
increased mortality with a 1-year mortality of
35-40% and is considered a life-threatening
emergency [2]. In ICU settings, it’s associated
with increased length of ICU admission and total
hospital days, increased time spent on mechani-
cal ventilation, and increased institutionalization.
It’s the most common complications of hospital-
ized elderly. Long-term outcomes show increased
risk of functional disability and cognitive impair-
ment and increased risk of dementia with delirium
independent of previous dementia status [6, 7].
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2.6 Causes of Delirium

The pathophysiology of delirium is poorly under-
stood but several theories exist. It develops when
noxious stimuli are imposed on vulnerable brain
structures. Precipitating causes are vast and
include infection, metabolic disturbances, and
medications. Cholinergic deficiency is one theory
based on the fact that anticholinergic medications
are frequently the cause of delirium. In addition,
the cholinergic system is thought to be a key
mediator in attention which is heavily affected in
delirium. Dopamine is also listed as a potential
contributor based on the propensity of psychotic
symptoms in delirium and symptom reduction
with use of antipsychotic medications which
block dopamine in the brain. Further support for
this theory is that Parkinson’s medications are
also known to precipitate delirium. Other neu-
rotransmitters that are thought to be involved in

delirium include glutamate, gaba-aminobutyric
acid, 5-HT (5-hydroxytryptamine), and norepi-
nephrine. Inflammation, aberrant stress response,
and neuronal injury are also thought to contribute
[2,8,9].

The workup for causes of delirium is broad.
The emphasis has shifted in recent years to
looking at medications first, both started and
stopped, as well as drug interactions. This may
be because both the prognosis is more favorable
if the confusion is drug induced and the inter-
vention more obvious and successful. Even
with this in mind, the causes of delirium are
broad and can include almost any organic etiol-
ogy. Several mnemonics exist to help provide a
systematic approach to remembering the differ-
ent causes of delirium. | WATCH DEATH looks
at common causes of delirium, whereas
WHHHHIMPS looks at potentially deadly
causes [10].

I WATCH DEATH

Infection Urinary tract infection, pneumonia, cellulitis, wound infection, endocarditis, septicemia,
osteomyelitis, gastroenteritis, septic arthritis, HIV, syphilis

Withdrawal Alcohol, benzodiazepine, opioid, typical neuroleptics, barbiturates, and anticholinergics

Acute metabolic

Metabolic acidosis and alkalosis, renal failure, hepatic failure, electrolyte
disturbances(ca, mg, Ph, K, Na), hyper- and hypoglycemia, pancreatitis

Trauma

Head injury (subdural or subarachnoid hemorrhage), pain, burns, postoperative, fracture,
concealed bleed, urinary retention, fecal impaction, electrocution

Central nervous system

Seizures, status epilepticus, infection (abscesses, encephalitis, meningitis), stroke, tumor,
arteriovenous malformation, CNS vasculitis

Hypoxia Cardiac and pulmonary failure, COPD, severe anemia, carbon monoxide poisoning,
shock/hypotension, pulmonary embolism
Deficiencies B12, folate, malnutrition, dehydration, thiamine, niacin, hypovitaminosis

Endocrinopathies/
environment

Hyperparathyroidism, hypoparathyroidism, hypothyroidism, hyperthyroidism, adrenal,
hypothermia, hyperthermia

Acute vascular

Hypertensive emergencies, stroke, intracerebral bleed, myocardial infarction, sagittal
vein thrombosis

Toxins or drugs

Medications, pesticides, solvents (gasoline, kerosene, turpentine), drugs of abuse,
industrial poisons, cyanide

Heavy metals

Lead, arsenic, mercury

WHHHIMPS—life-threatening causes of delirium

Treatment
Wernicke’s Thiamine 500 mg IV TID for 2 days and then 200IM or IV daily for several days)
encephalopathy
Withdrawal Depends on substance from which they are withdrawing, for alcohol withdrawal—

Benzodiazepines, monitored setting, protocol such as CIWA also exist

Hypertensive crisis

Slow reduction in blood pressure
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WHHHIMPS—life-threatening causes of delirium

Hypoperfusion/
hypoxia of the brain

Treat underlying cause, oxygen

Hypoglycemia

Glucagon IM/SC 0.5-1 mg if no IV access, if IV access then 25grams of 50% glucose
IV. Monitoring may require glucose drip

Hyper—/hypothermia

Treatment depends on severity; resuscitation and air support may be necessary. Cooling
and rewarming techniques based on clinical situation

Intracranial process/

Antibiotics for infection, surgical vs. nonsurgical management of elevated intracranial

infection pressure
Metabolic/meningitis Depends on poison (e.g., flumazenil for benzodiazepine overdose, naloxone for opioid),
poisons antibiotics/antivirals for meningitis

Status epilepticus

Supportive management, benzodiazepines, and an antiepileptic medication for longer-
term control (e.g., fosphenytoin)

Medications are a very common cause of
delirium. Many classes of medications can con-
tribute to or cause delirium. Frequent offenders
are Parkinson’s medications and anticholinergic
medications such as diphenhydramine and
dimenhydrinate. Steroids and opioid pain medi-
cations are other common offenders [11].

A mnemonic exists for identifying frequent
medications that cause delirium called ACUTE

Drug class (10)

Examples

NSAIDS

Ibuprofen, celecoxib, naproxen,
indomethacin

Muscle relaxants

Baclofen, cyclobenzaprine

Seizure medicines

Barbiturates, valproic acid

2.7

Risk Factors for Delirium

CHANGE in MS [10].

Drug class (10) Examples

Antibiotics Cefepime, penicillin,
metronidazole, sulfonamide

Cardiac drugs Antiarrhythmics, digoxin,
antihypertensives

Urinary Oxybutynin, tolterodine,

incontinence solifenacin, darifenacin

drugs

Theophyilline Theophylline

Ethanol Ethanol

Corticosteroids Prednisone, prednisolone,
dexamethasone

H2 blockers Ranitidine, famotidine

Antiparkinsonian | Carbidopa-levodopa, amantadine,

drugs pramipexole, bromocriptine,
ropinirole

Narcotics Morphine, hydromorphone,

meperidine, codeine, methadone

Non-prescription

Antihistamines, antiemetic
medications, medication
containing alcohol, mandrake,
henbane, jimsonweed, atropa
belladonna extract

Geriatric TCAs, lithium, antipsychotics
psychiatric drugs
ENT drugs Betahistine

Insomnia drug

Zopiclone, eszopiclone

There are many modifiable and non-modifiable
risk factors for delirium. The non-modifiable risk
factors include older age, preexisting cognitive
impairment such as dementia, previous episodes
of delirium, history of stroke, and male sex and
hepatic and renal failure. Other risk factors
include choice of medications; opioids, benzodi-
azepines, and anticonvulsants are all associated
with increased risk of delirium. Pain, new pres-
sure ulcers, sleep disturbance, emotional distress,
malnutrition, constipation, immobilization, phys-
ical restraints, and depression can increase the
risk. Sensory impairment such as uncorrected
impaired vision and hearing deficits also increases
the risk. In patients with cancer, brain cancer/
metastases, malnutrition constipation, and
decreased PPS (palliative performance scale)
were all associated with increased risk of delir-
ium [2, 4,9, 11, 12].

2.8 Diagnosis of Delirium

Several tools exist to help diagnose delirium. The
CAM (Confusion Assessment Method) is one of
the most commonly used tools. It looks at four
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separate features: (A) acute onset and fluctuating
course, (B) inattention, (C) disorganized think-
ing, and (D) altered level of consciousness. In
order to make a diagnosis of delirium, both A and
B need to be present and one of C or D. The
CAM also exists in format for ICU use called
CAM-ICU. The CAM-S can be used to monitor
the severity of delirium. The MMSE (mini men-
tal status exam) is another cognitive tool fre-
quently used to follow the course of delirium. It
tests orientation, memory, attention, delayed
recall, language, and visual-spatial skills. The
MoCA (Montreal Cognitive Assessment) is
another bedside tool that tests cognition across
several domains. Asking a patient to recite the
months of the year backward is another method
to quickly assess attention with no equipment
necessary [13-16].

2.9  Mimetics of Delirium

Overlapping symptoms that occur among delir-
ium, dementia, depression, and psychosis can
make a diagnosis of delirium challenging.
Dementia increases an individual’s risk for delir-
ium. Dementia is a usually irreversible condition
which results in progressive changes in memory,
personality, and executive function. The onset of
dementia is often subacute, and progression is
usually gradual or stepwise in nature. Level of
consciousness is generally normal. Changes are
seen in mood and sleep. Agitation, delusions, and
hallucinations can occur. Lewy body dementia
can be especially difficult to differentiate, as fluc-
tuating consciousness and hallucinations can
commonly occur. Depression is characterized by
changes in mood and interest with a subacute
onset, variable duration, and propensity recur-
rence. The level of consciousness and orientation
is generally preserved. Similarly, patients with
psychosis usually present with predominant
symptoms of hallucinations and delusions, and
typically orientation is maintained. Finally, cata-
tonia may have symptoms that overlap with
delirium including the apparent confusion associ-
ated with catatonic excitement, stupor as well as
mutism, and extreme negativism [17]. Key

features that characterize delirium include acute
onset, fluctuating attention and consciousness,
and abrupt cognitive changes [1, 9, 18].

2.10 Treatment of Delirium

Finding the cause, if possible, is the first goal of
treatment for delirium. Once a cause is deter-
mined, hope of reversibility improves; however,
oftentimes no precipitating cause is found even
after a battery of tests.

Initial workup often includes CBC, electro-
lytes (Na, CI, K) and extended electrolytes (Ca,
Ph, Mg), urea, creatinine, glucose, liver function
tests, TSH, B12, folate, urinalysis and urine cul-
ture, and chest X-ray. CT of the head is also fre-
quently done.

In addition to trying to reverse the cause, the
main components of delirium management
include supportive therapy and pharmacologic
management. Supportive therapy includes trying
to facilitate an environment that is stable, quiet,
and well-lit during the day. Additionally, facili-
tating a normalized sleep cycle and allowing
family members to be present are interventions
that are now recognized to be extremely helpful.
Reorientation techniques or memory cues such as
calendars, clocks, and family photos may also be
helpful. Finally, maintaining adequate fluid
intake and minimizing the use of Foley catheters
and restraints are important [18].

Pharmacologic management includes the
removal of medications that may be contributing
to confusion if possible. Common culprits
include benzodiazepines, opioids, and anticon-
vulsants. These medications may need to be
gradually discontinued. It is important to keep in
mind that the effect of medications that cause
cognitive impairment may be additive, particu-
larly in the case of anticholinergic medication. In
patients where alcohol withdrawal is suspected,
thiamine can be beneficial. As a recent Cochrane
review suggests, cholinesterase inhibitors and
melatonin have not proven to be effective treat-
ments for delirium [19].

Depending on the behaviors that accompany
the delirium, medications may be required to
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promote the safety and well-being of patients
and staff. Low-dose antipsychotics are the most
commonly used medications for this indication.
Haldol has historically been the most com-
monly used antipsychotic for use in delirium.
Doses of Haldol used in the management of
delirium are generally much lower than those
used for antipsychotic purposes or in acute agi-
tation. Typically, doses of 2—-5 mg are used in
divided doses. Side effects of Haldol include
QTc prolongation, extrapyramidal symptoms,
and akathisia. When used intravenously, there
is greater risk for QTc prolongation but less so
for EPS. Other medications used include sec-
ond-generation antipsychotic such as risperi-
done, quetiapine, and olanzapine.
Second-generation antipsychotics have similar
efficacy to Haldol in the management of delir-
ium. These medications have greater propen-
sity for metabolic side effects, orthostatic
hypotension, and sedation, and they can all
increase the QTc as well. All antipsychotics are
associated with increased risk of death in the
elderly, and informed consent should be
obtained and documented prior to the use of
these medications [18, 20].

Benzodiazepines often are used for with-
drawal states but otherwise can make delirium
worse and should be avoided.

2.11 Non-pharmacologic
Strategies in the Management

of Delirium

Intervention Examples of strategies

Family
involvement

Allow family members to visit
frequently and often

This includes IV and Foley tubes

Remove lines if
possible

Clocks and calendars in the
room

Re-orient

Correct day-night | Leave lights on during the day

reversal

Nutrition Ensure adequate PO intake
Decrease Try to reduce noise, evaluate
environmental need for noisy monitors
stimuli

Mobility Mobilize out of bed early if

possible

Intervention Examples of strategies

Review
medication list

Try to reduce or stop
medications associated with
delirium if safe to do so

Correct sensory
impairment

Glasses and hearing aids should
be brought in and be available at
the bedside

2.12 Case Presentation: Partll

As evidenced by the case discussed above, delir-
ium may have psychosis as a feature. The diagno-
sis of delirium in this case is complicated by the
patient’s previous diagnosis of Parkinson’s dis-
ease and the concurrent presence of medications
that are known to induce confusion and psycho-
sis. It is important to note that Parkinson’s dis-
ease has moved from being conceptualized as a
motor disease to being a disease of three areas:
motor, cognitive, and emotions/behavior. Lewy
body dementia, which is characterized by visual
hallucinations, fluctuations, and parkinsonism, is
widely thought to be on a continuum with
Parkinson’s disease dementia. When the patient
in the case developed hallucinations, it could
have theoretically been a symptom of Parkinson’s
disease or an adverse side effect of his Parkinson’s
medications. Currently, when psychosis is pres-
ent in Parkinson’s disease, the recommendations
advise removing all Parkinson’s medications,
sparing Sinemet for the last. In this case, these
strategies were tried and patient’s confusion
persisted. Ultimately, discontinuation of dival-
proic acid resulted in the patient’s clinical
improvement.

Supportive therapy in this case included trans-
ferring the patient to a geriatric psychiatry unit
that specializes in trying to create a more stable,
quiet environment.

2.13 Key Points

1. Delirium is a severe illness with many nega-
tive consequences.

2. Although potentially reversible, it is very
rarely completely recoverable.
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The most effective approach is prevention,
including caution with medications, focusing
on frail patients as the most important popula-
tion of interest (less frail patients are more
likely to recover).

. In the presence of delirium, your most impor-

tant job is to identify and address treatable
causes.

When using medications to manage behavior,
use very low-dose neuroleptics, so the under-
lying causes can be addressed.
Always use environmental
including involving families.

modifications

Disclosure Statement “The authors have nothing to
disclose.”
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START  Screening Tool to Alert doctors to
Right Treatment

STOPP  Screening Tool of Older Person’s
Prescriptions

TNFa Tumor necrosis factor alpha

3.1 Introduction

Geriatric mental health care has assumed great clin-
ical importance as our aging population has been
consistently increasing over the last six decades.
According to the US Census Bureau, the growth of
elderly people over the age of 65 has gone up from
7% in 1940 to nearly 13% in 2010 [1]. Geriatric
pharmacology is a delicate and complex subject that
has been gaining importance over the last few years.
Given the likelihood of multiple comorbidities and
prescribers in this population, individuals on pre-
scription and over-the-counter non-prescription
medications have increased disproportionately [2].
A survey done in the USA found that 87% of the
population over the age of 65 used at least one pre-
scription medication, while 36% used at least five or
more prescription medications. In the same survey,
it was found that approximately 38% of the respon-
dents used over-the-counter medications [3]. The
incidence of adverse effects in individuals over the
age of 65 has been increasing. Hence, physicians
are often faced with the challenge of striking the
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right balance between the dose of medications pre-
scribed and their possible side effects. The benefits
should outweigh the risks in this calculation.

With the improvement in the standard of living
and accessibility to mental health care, the number
of older individuals seeking treatment for psychi-
atric disorders has also increased. The likelihood
of older individuals over the age of 70 being admit-
ted to a hospital for management of adverse drug
reactions from psychotropic drugs is 3.5 times
higher than in young individuals [4]. This has led
to a greater interest in the research and publication
of material in geriatric psychopharmacology. This
chapter reviews the age-related changes in the
pharmacokinetic and pharmacodynamic func-
tions, commonly used psychotropic drugs, as well
as the negative influence of multiple comorbidities
and polypharmacy on the health of the elderly.

3.2  Case Presentation

The importance of pharmacodynamic and kinetic
effects in the elderly is illustrated through the fol-
lowing case vignette:

A 7T7-year-old male was brought to the ER
after striking out at his wife following an argu-
ment. Upon further questioning, his wife stated
that he had been getting increasingly agitated, for-
getful, and dependent on her for activities of daily
living like self-care, transportation, and managing
finances. His past medical history was significant
for hypertension, diabetes, osteoarthritis, depres-
sion, and coronary artery disease. His medica-
tions included captopril, metformin, fluoxetine,
acetaminophen, and aspirin. His wife stated that
she had been giving him ginkgo biloba, as she was
told that it improves memory. The patient had a
one pack/day smoking history for 30 years but
quit 6 months ago. He did not drink alcohol or use
illicit drugs.

His blood pressure in the ER was 136/86,
heart rate 90/min, temperature 37.2 °C (99° F),
and respiration rate 14/min. Examination
revealed a disheveled man with dry mucus mem-
branes and a S3 murmur. The rest of the physical
examination was unremarkable. Mental status
exam revealed an agitated and confused elderly
gentleman. His labs revealed the following:

Serum chemistry | Reference range

Serum sodium 140 mEq/L 136-146 mEq/L
Serum potassium | 4.5 mEq/L 3.5-5.0 mEq/L
Chloride 108 mEq/L 95-105 mEq/L
Bicarbonate 28 mEq/L 22-28 mEq/L
BUN 35 mg/dL 7-18 mg/dL
Creatinine 1.4 mg/dL 0.6-1.2 mg/dL
Calcium 9.5 mg/dL 8.4-10.2 mg/dL
Blood glucose 148 mg/dL 70-110 mg/dL
Liver function test (LFT)

Total bilirubin 1.8 mg/dL | 0.1-1 mg/dL
Direct bilirubin 0.4 mg/dL. | 0.0-0.3 mg/dL
Alkaline phosphatase | 120 U/L 30-100 U/L
AST 65 U/L 40-80 U/L
ALT 75 U/L 40-80 U/L

The patient was started on I'V fluids. As he was
restless and pulling out the tubes, he was adminis-
tered haloperidol 5 mg intramuscularly. 24 h later
he appeared confused and diaphoretic. He devel-
oped cogwheel rigidity, which did not respond to
benztropine 2 mg IM. His vitals revealed a blood
pressure of 162/98, heart rate of 110/min, respira-
tory rate of 22/min, and temperature of 38.6 °C
(101.5 °F). CT of the brain ruled out any intracra-
nial pathology. His metabolic panel revealed:

Reference range
Serum sodium 145 mEq/L 136-146 mEq/L
Serum potassium | 5 mEq/L 3.5-5 mEq/L
Chloride 110 mEq/L | 95-105 mEq/L
Bicarbonate 30 mEq/L 22-28 mEq/L
BUN 38 mEq/L 7-18 mEq/L
Creatinine 1.6 mg/dL 0.6-1.2 mg/dL
Calcium 9.5 mg/dL 8.4-10.2 mg/dL
Blood glucose 160 mg/dL | 70-110 mg/dL
Creatine kinase 710 U/L 25-90 U/L

Within a time span of 24 h, the patient had devel-
oped a high fever, heart rate (above 25% of baseline),
and respiratory rate (above 50% of baseline) along
with a significant change in blood pressure (systolic
BP above 25% baseline). A rapid increase in BUN
and creatine also signified worsening renal function.
Furthermore, his creatine kinase was nearly eight
times the normal value. A diagnosis of neuroleptic
malignant syndrome was suspected, and neurology
was consulted. He was transferred to a medical floor
for further investigations and management.
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3.2.1 Pharmacokinetics

Aging leads to a loss of functional units along
with dysregulation of various processes in the
body. This can often lead to inadequate homeo-
stasis as the pharmacokinetics and pharmaco-
dynamics of the psychotropic drugs in the body
are altered [5]. The pharmacokinetic implica-
tions of a drug include its absorption, distribu-
tion, metabolism, and elimination. So far,
studies on geriatric pharmacology have not pro-
vided any conclusive evidence that the physio-
logical changes in older individuals that affect
drug absorption would necessarily lead to a
higher incidence of adverse side effects [5, 6].
However, the remaining components of phar-
macokinetics seem to play a role in increased
drug sensitivity. Aging results in reduction of
first-pass metabolism due to reduced blood flow
to the liver and also decreased liver mass. This
increases the bioavailability of drugs undergo-
ing first-pass metabolism [7]. Polar, hydrophilic
drugs have a small volume of distribution,
which increases the drug serum levels in older
individuals. The content of body water drops
around 10-15% until the age of 80 [8]. So, the
volume of distribution of hydrophilic drugs will
result in a higher plasma concentration in
elderly individuals as compared to younger
individuals. On the other hand nonpolar, hydro-
phobic drugs have a higher volume of distribu-
tion, thus prolonging the half-life of the drug
[9]. Renal clearance also plays a key role in the
drug toxicity in the elderly. Glomerular filtra-
tion rate linearly decreases by age 40 and by
age 60; this decline is exponential [10]. This
physiological loss of renal function decreases
the rate of elimination, especially for medica-
tions like lithium that are primarily excreted
through the kidneys. Recent studies have shown
that a decline in renal function can also affect
drug metabolism in the liver, thus enhancing
the drug toxicity in the body [11]. The integrity
of the liver and kidneys is therefore vital to the
tolerance of drugs prescribed.

Aging also causes a loss of cell integrity,
especially between the tight junctions in the
blood-brain barrier [12]. This leads to an
increased access of the brain to certain medica-

tions like antipsychotics and antidepressants.
Changes in central pharmacokinetics such as
increased sensitivity to drugs and decreased
dopamine levels make the elderly more suscep-
tible to antipsychotics. It is predicted that a
young patient would experience extrapyramidal
effects when antipsychotics occupy over 80%
of the dopamine D2 receptors in the brain.
However, this threshold is lowered in the
elderly as symptoms manifest when there is
even less than 80% occupancy of D2 receptors.
This threshold might also be much lower in
patients with behavioral and psychological
symptoms [13].

All the above changes in the physiological and
biochemical mechanisms, as well as impairment
of the liver and renal functions, behoove the cli-
nician to be vigilant and judicious in their pre-
scribing habits.

3.2.2 Pharmacodynamics

Pharmacodynamics refers to the effects of a drug
on the body. The effect of a drug depends on the
number of receptors in the target organ, signal
transduction, and counter-regulatory processes
that maintain a functional equilibrium. A decrease
in all these factors is postulated to cause a decline
in the dopaminergic system. There is an overall
decline in the number of dopamine D2 receptors
in the striatum [7]. Postmortem studies have
shown that aging causes a decrease in the number
of dopaminergic binding sites in the basal ganglia
by at least 10% per decade [14]. A few other age-
related changes include a decrease in the number
of synapses, counter-regulatory measures, and
also a decline in brain weight [8, 15]. These phar-
macodynamic changes increase the sensitivity of
drugs in the elderly.

Age-related pharmacodynamic changes also
include a decrease in the cholinergic receptors
[7]. This combined with reduced homeostasis
makes them susceptible to anticholinergic effects
[16, 17]. These side effects can be quite disabling
and may include peripheral effects such as uri-
nary retention, dry mouth, constipation, blurred
vision, and increased frequency of falls and risk
of infection. Central cerebral effects may include
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memory impairment, confusion, agitation, anxi-
ety, and even severe cognitive impairment with
increased risk of Alzheimer’s dementia. Among
the antipsychotics, olanzapine has the greatest
binding affinity to M1 receptors and is thus
known to have a higher risk of causing anticho-
linergic side effects. Risperidone in comparison
causes relatively less anticholinergic side effects
[18]. An increase in sedation secondary to CNS
medications can be explained by a decrease in
GABAminergic receptors resulting in a higher
plasma drug concentration [19]. These central
and peripheral anticholinergic effects can result
in an overall decrease in the activities of daily
living [20].

3.2.3 Polypharmacy

In addition to the age-related changes, another
variable that profoundly affects the tolerance
and safety of medication use is polypharmacy.
Multiple prescribers prescribe multiple medica-
tions in a system of care that is often not coordi-
nated. The prevalence of multiple medication
use among patients with schizophrenia and
other psychotic disorders is between 3% and
71% [21]. This polypharmacy has been associ-
ated with an increased incidence of adverse side
effects. Some of the most common adverse
effects associated with combination antipsy-
chotic therapy include increased sedation, anti-
cholinergic side effects, hyperprolactinemia,
and an overall increase in metabolic and cardio-
vascular risk. Polypharmacy also increases the
risk of drug interactions. For example, it is
reported that nearly 50% of geriatric patients
suffer from varying forms of depression for
which many are prescribed selective serotonin
reuptake inhibitors (SSRI) [22]. Fluoxetine and
paroxetine are potent inhibitors of CYP2D6 iso-
enzymes, and these medications are often con-
comitantly used with antipsychotics for
treatment of depressive psychosis or for the
treatment of negative symptoms of schizophre-
nia [23, 24]. In vitro studies have shown that
such combinations can cause a remarkable
increase in plasma concentrations of drugs.

First-generation antipsychotics like haloperidol
and fluphenazine when combined with fluox-
etine could possibly lead to increase in inci-
dence of CNS adverse effects, including but not
limited to NMS [22]. Fluoxetine also interferes
with the elimination of second-generation anti-
psychotics like clozapine and olanzapine by
inhibiting CYP3A4 and CYP2D6 isoenzymes.
The same study also mentions that fluoxetine
increases the concentration of clozapine by two-
fold and fluvoxamine, another SSRI, increases it
by nearly five- to tenfold. This results in an
increased incidence of adverse effects like
agranulocytosis and metabolic syndrome. Since
SSRIs inhibit CYP isoenzymes, it can also cause
drug interactions with some of the most com-
mon medications used in the geriatric popula-
tion such as beta-blockers, digoxin, oral
anticoagulants, and also other psychotropic
drugs.

3.3  Neuroleptic Malignant
Syndrome (NMS)
3.3.1 Neuroleptic Malignant

Syndrome (NMS)

Neuroleptic malignant syndrome is a rare but
potentially lethal form of drug-induced hyper-
thermia. First described in 1960 by Delay et al.,
the overall incidence of NMS ranges between
0.02% and 3.23% [25]. NMS affects patients of
all ages, while men have a higher reported inci-
dence than women. This may be because young
adult males may be receiving higher doses of
neuroleptics. The four principal symptoms of
NMS are hyperthermia, rigidity, mental status
changes, and autonomic dysfunction. This is usu-
ally characterized by rigidity unresponsive to
anticholinergic medications, hyperthermia of
unknown cause, diaphoresis, dysphagia, changes
in level of consciousness ranging from confusion
to coma, and elevated creatine phosphokinase
(CPK) levels [25]. Studies suggest that the symp-
toms of NMS might progress in a predictable
manner. It has been observed that mental status
changes and muscle rigidity precede hyperthermia
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and autonomic dysregulation [26, 27]. The pre-
sentation and course of NMS can be variable.
NMS usually develops within 4 weeks of starting
an antipsychotic treatment, while two-thirds of
cases develop within the first week [25, 26].
Caroff and Mann reported that 16% of patients
developed signs of NMS within 24 h of adminis-
tration of antipsychotics, with 66% within the
first week and 96% within the 4 weeks of anti-
psychotic therapy [28]. In some individuals,
NMS also develops after having taken the same
dose of antipsychotic medication for several
months.

3.3.2 Pathophysiology

Central dopaminergic systems are involved in
temperature regulation, muscle tone, and move-
ment. Blockade of these systems offers the
most compelling evidence for causation of
NMS. Neuroleptic-induced dopamine blockade
in the nigrostriatal pathway is said to cause
rigidity, and blockade in the hypothalamus may
explain the impairment of the autonomic as
well as central thermoregulation. Alteration of
dopamine neurotransmission in the brain stem
reticular activating system may be responsible
for the alterations in consciousness like mut-
ism, coma, and other disturbances in arousal.
Other cofactors may include imbalance of nor-
epinephrine, GABA, and serotonin systems.
Dysregulated sympathoadrenal hyperactivity
has also been postulated as a likely explanation
in the etiology of NMS [29]. The hypermeta-
bolic state is possibly a result of excess
noradrenaline relative to dopamine when indi-
viduals are on dopamine antagonist therapy.
Recent studies in pharmacogenetics implicate a
role for genetic predisposition as well in the
causation of NMS [30].

3.3.3 Diagnosis
The four principal symptoms of NMS are

hyperthermia, rigidity, mental status changes,
and autonomic impairment. NMS is generally

characterized by the presence of rigidity and
hyperthermia following antipsychotic adminis-
tration, as well as other symptoms which may
include profuse sweating, tremor, incontinence,
mental status changes, changes in heart rate and
blood pressure, leukocytosis, and CPK elevation.
The medical workup is usually negative.

There is however a lack of general agreement
among experts about the significance of these
items. This impedes research and clinical man-
agement of patients. While classical full-blown
forms are recognized, diagnosed, and treated,
partial or milder forms may be missed. This het-
erogeneity in presentation, course, and response
to treatment warrants development of specific
criteria that can be applied uniformly across
varying clinical presentations with confidence.
An international multispecialty expert panel
(including psychiatrists, neurologists, emergency
medicine specialists, and anesthesiologists) con-
verged to establish critical values and offer guid-
ance regarding the relative importance of
individual diagnostic elements [27]. The table
below represents the findings of the panel of
experts based on a formal consensus procedure
(Table 3.1).

The consensus study criteria have been vali-
dated recently in a study accepted for publication
[31]. The latest edition of DSM 5 makes refer-
ence to the abovementioned consensus diagnos-
tic criteria in the general clinical review of NMS
under the heading of diagnostic features [32].
This will hopefully advance research in the field,
as well as the clinical management of patients
with NMS.

The criteria of negative medical workup are
critically important in the elderly in view of the
presence of concomitant medical disorders and
morbidities. Laboratory abnormalities in NMS
generally include elevated creatine kinase levels
as stated above, leukocytosis, metabolic acidosis,
elevated catecholamines, and electrolyte changes
[25, 33]. A prospective study revealed that
patients with NMS have a low serum iron level
by as much as 10 pmol/l or lower in 96% of the
cases analyzed [34]. This suggests that iron defi-
ciency may possibly have a role in NMS as a risk
factor.
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Table 3.1 Neuroleptic malignant syndrome diagnostic
criteria: expert panel consensus

Priority
Diagnostic criterion score
Exposure to dopamine antagonist, or 20
dopamine agonist withdrawal, within past
72h
Hyperthermia (>100.4 °F or 38.0 °C on at 18
least 2 occasions, measured orally)
Rigidity 17
Mental status alteration (reduced or 13

fluctuating level of consciousness)

Creatine kinase elevation (at least four times 10
the upper limit of normal)

Sympathetic nervous system lability, defined | 10
as at least two of the following:

Blood pressure elevation (systolic or
diastolic >25% above baseline)

Blood pressure fluctuation (>20 mmHg
diastolic change or >25 mm hg systolic
change within 24 h)

Diaphoresis

Urinary incontinence

Hypermetabolism, defined as heart rate 5
increase (>25% above baseline) and
respiratory rate increase (>50% above

baseline)

Negative workup for infectious, toxic, 7
metabolic, or neurological causes

Total 100

Reproduced with permission from “An international
consensus study of neuroleptic malignant syndrome
diagnostic criteria using the Delphi method”

3.3.4 Differential Diagnoses

NMS is a diagnosis of exclusion; it is therefore
important to rule out various medical and neuro-
logical conditions that may mimic this condition.
Sewell and Jeste, in their 1992 study of 34 hospi-
talized patients with suspected NMS, found that
24 of those patients had NMS, while the symp-
toms of the remaining 10 patients were more
likely attributable to other acute medical condi-
tions. A stroke, especially involving the brain
stem and basal ganglia, can simulate NMS. Recent
studies have indicated that elderly patients under-
going treatment with second-generation antipsy-
chotics are at an increased risk of stroke [35].
Another important condition to consider while
diagnosing NMS is parkinsonism-hyperthermia
syndrome seen in patients with Parkinson’s

disease and other disorders of the basal ganglia
[36]. These patients can develop rebound parkin-
sonian symptoms resembling NMS such as hyper-
thermia and rigidity due to abrupt withdrawal of
dopamine agonist treatment. This, according to
Caroff et al., is analogous to inhibiting dopamine
activity with antipsychotics. Another possible dif-
ferential diagnosis to consider is neuroleptic sen-
sitivity syndrome in patients with Lewy body
dementia. In these patients, any exacerbation of
psychotic symptoms is often managed with mul-
tiple antipsychotics. Over a period of time,
repeated use of these antipsychotics can sensitize
the patients to neurological side effects of medi-
cations [37, 38]. Like NMS, neuroleptic sensitiv-
ity syndrome if not managed could be fatal as the
patient can rapidly deteriorate with increased con-
fusion, rigidity, fixed flexion posture, and dehydra-
tion. It is important to note that anticholinergic
agents do not reverse these symptoms and might
actually make it worse [39]. Heatstroke and sero-
tonin syndrome are also confused with NMS as
the clinical presentations may be similar. However,
there are important differences. Patients with heat-
stroke present with hyperthermia but with a dry
skin and loss of muscle tone. Hyperthermia in
NMS on the other hand is usually associated with
muscle rigidity and diaphoresis [37]. The use of
polypharmacy in geriatric patients, especially a
combination of SSRIs and other medications, can
cause the serotonin syndrome. Although they
present with hyperthermia and autonomic changes
as seen in NMS, they also manifest gastrointesti-
nal symptoms, myoclonus and hyperreflexia,
which are not characteristic of NMS [25].

Given the common prevalence of the use of
anticholinergic agents, the elderly are also sus-
ceptible to atropinic poisoning, which presents
with hyperthermia and mental status changes
along with autonomic signs similar to NMS
[37, 40]. Some of the other disorders to con-
sider and exclude for the differential diagnosis
of NMS in the elderly include infectious causes
like meningitis, encephalitis, brain abscess or
sepsis, toxic effects from salicylate poisoning
and substance abuse, and endocrine causes
like thyrotoxicosis and pheochromocytoma
[29, 41].
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3.3.5 Risk Factors

NMS can occur across the life span in children,
adults, as well as the elderly. However, geriatric
patients are more susceptible due to their comor-
bidities and other risk factors associated with
age. These may include polypharmacy, dehydra-
tion, malnutrition, rapid or parenteral administra-
tion of antipsychotics, ethanol intoxication, and
adjunctive use of anticholinergic medications
and lithium. Alzheimer’s dementia and, espe-
cially, Lewy body dementia are predisposing fac-
tors for NMS [28, 42]. Certain conditions such as
organic brain syndrome and mood disorders, as
well as agitation and exhaustion, can cause vul-
nerability to NMS [43].

3.3.6 Management

The most important aspect of treatment is pre-
vention. This includes taking necessary precau-
tions to reduce possible risk factors, early
recognition of suspected cases, and prompt dis-
continuation of the offending agent. Specific
treatment should always be based empirically
on the duration and severity of the symptoms.
For mild cases, treatment should mainly be con-
servative. Supportive management should start
with fluid replacement, correction of electrolyte
and acid-base imbalance, reduction of body
temperature by active cooling measures, and
monitoring of cardiac, respiratory, and renal
functions [25, 38]. Woodbury and Woodbury
suggested that benzodiazepines and anticholin-
ergic agents can be used for catatonia and extra-
pyramidal symptoms [44]. A trial of lorazepam
0.5-1 mg IM g4-6 hourly has been found to be
quite effective as an initial approach. Several
case studies have reported the complete resolu-
tion of NMS symptoms with high divided doses
of benzodiazepines [45, 46]. A similar case
report by Francis and Yacoub showed a resolu-
tion of muscle rigidity and fever within 24-72 h
after the initiation of lorazepam [47]. However,
one needs to be cautious about respiratory
depression due to benzodiazepine use, espe-
cially in the elderly.

Severe cases may warrant dopamine agonist
drugs to correct the hypodopaminergic state. In
patients with muscle rigidity and a body tempera-
ture ranging between 38.3 and 40.0 °C, treatment
with a dopamine agonist should be considered.
Treatment should start with bromocriptine
2.5 mg every 8 h or amantadine 100 mg every 8 h
[25]. This dosage may be continued over the next
10 days and gradually tapered thereafter.

If the body temperature is greater than 40 °C,
IV dantrolene 2 mg—3 mg/kg body weight should
be considered. Dantrolene is a muscle relaxant
and hydantoin derivative and acts centrally by
blocking specific receptors responsible for cal-
cium release in the skeletal muscles. This in turn
decreases the excitation-contraction mechanism
of the muscles, reducing spasticity [48]. It is
especially indicated in NMS patients with refrac-
tory hyperthermia. It lowers the temperature by
reducing muscle rigidity, muscle metabolism,
and heat generation [38]. Once the symptoms are
controlled, the medication can be switched to
oral dantrolene 1 mg/kg every 6 h for another
10 days and then gradually tapered off.

Bromocriptine and dantrolene significantly
reduce the mortality rate in patients with severe
hyperthermia caused by cardiorespiratory failure,
myoglobinuric renal failure, arrhythmias, sei-
zures, etc. A combination of bromocriptine and
dantrolene, however, has not proven to be supe-
rior to either one or the other drug used alone
[38]. Once the patients are initiated on either a
dopamine agonist or dantrolene, physicians
should monitor for the most common side effects
associated with these drugs. Both these drugs can
cause drowsiness, dizziness, and overall weak-
ness along with some nausea and headaches [49].
Dantrolene can be toxic to the liver. In patients
with NMS who are refractory to pharmacother-
apy, ECT may be considered. ECT is the treatment
of choice for patients in whom the hypermeta-
bolic state has resolved but without the resolution
of catatonia [38].

Following a drug-free clearance period of at
least 2 weeks following the complete resolution
of NMS symptoms, treatment of ongoing psy-
chosis may be attempted. This may be done by
rechallenging the patient with a neuroleptic class
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of drug other than the one that caused the epi-
sode. A low-dose atypical antipsychotic like
aripiprazole, a partial dopamine antagonist and
agonist, may be considered. Alternative medica-
tions (if still sensitive to neuroleptics) may
include mood stabilizers (low-dose lamotrigine,
divalproex, or lithium) and cautious use of ben-
zodiazepines. Serial monitoring of creatine
kinase levels may be helpful in warning us of fur-
ther episodes of NMS. Education of the patient
and family, as well as the importance of thorough
documentation, cannot be overemphasized.

3.3.7 Case Progression

Two weeks after the resolution of NMS, the patient
was initiated on olanzapine, an atypical antipsy-
chotic at 5 mg bedtime for agitation and labile
mood secondary to dementia. The dose was
titrated up over the next few months to 15 mg
daily. In addition, he was continued on captopril,
metformin, aspirin, acetaminophen, and fluoxetine
for his other comorbidities. The patient missed
two follow-up appointments with the psychiatrist
and did not see his primary care physician. Five
months after starting therapy with olanzapine, the
patient returned with his wife. She stated that
although he remained confused, there had been an
improvement in his mental status with very few
episodes of agitation. However, she was concerned
about his physical health as he was experiencing
shortness of breath and a noticeable increase in
weight. He had gained 20 lbs. in weight uninten-
tionally since his last visit, and his blood pressure
had increased to 160/105. His labs revealed:

Reference range
Creatinine 1.5mg/dL | 0.6-1.2 mg/dL
High-density 28 mg/dL | 30-70 mg/dL
lipoprotein
Low-density 140 mg/dL. | < 160 mg/dL
lipoprotein
Triglycerides 220 mg/dL | 101-150 mg/dL
Hemoglobin Alc 8.2% < 6%

Based on ATP III guidelines, a diagnosis of
olanzapine-induced metabolic syndrome was
made.

3.4 Metabolic Syndrome

3.4.1 Metabolic Syndrome

Atypical antipsychotics have become the main-
stay in the management of psychosis, in both the
young and elderly patients. They are preferred
over the older typical antipsychotics like halo-
peridol, as they are known to cause fewer extra-
pyramidal symptoms. However, these
antipsychotics are associated with a few side
effects of their own, of which metabolic syn-
drome is most concerning. Referred to as
syndrome X when it was first described in 1988
by Reaven, it has since been mainly associated
with atypical antipsychotics [21, 50]. Metabolic
syndrome (MetS) is a culmination of metabolic
disturbances, which include weight gain, hyper-
triglyceridemia, increased insulin, blood glucose,
and low-density lipoprotein cholesterol levels.
The current definitions used for MetS are pro-
posed by the Adult Treatment Panel IIT (ATP III),
American Heart Association (ATP III A), and the
International Diabetes Federation (IDF) [51]
(Fig. 3.1).

ATP 1l A2
Waist > 102 (M), 88
(F)

BP° > 130/85
HDL < 40 (M), <50

ATP 112 IDF®
Waist > 94 (M), 80 (F)
BP°> 130/85
HDL < 40 (M), <50

TG > 150

Waist > 102 (M), 88 Glu® > 100

(F)
BP°>130/85
HDL < 40 (M), <50 (F)
TG > 150
Glu?>110

Glu?> 100

Fig. 3.1 Definitions for metabolic syndrome. “Diagnosis
if three of five criteria are met. "Diagnosis if waist plus
another two criteria are met. “Or if treated with antihyper-
tensive medication. ‘Or if treated with hypoglycemic
agent or insulin. Waist (cm); HDL (mg/dL) high-density
lipoprotein, TG (mg/dL) triglycerides, Glu (mg/dL) glu-
cose, M male, F female
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Fig. 3.2 The pathophysiology of metabolic syndrome.
AMPK Adenosine monophosphate-activated protein
kinase, PPAR a Peroxisome proliferator-activated recep-
tor alpha, TNFa Tumor necrosis factor alpha

3.4.2 Pathophysiology

Adipose tissue plays a key role as the regulator
of many endocrine functions in the body.
Adipocytes produce many biologically active
molecules known as adipokines such as adipo-
nectin, leptin, and tumor necrosis factor o
(TNFa) [52]. Dysregulation of these adipokines
is directly linked to metabolic disturbances.
Adiponectin is known for its antidiabetic activity
by increasing insulin sensitivity. Studies have
shown that hypoadiponectemia is independently
associated with MetS [52, 53]. Adiponectin
stimulates adenosine monophosphate-activated
protein kinase phosphorylation and also the acti-
vation of peroxisome proliferator-activated
receptor alpha (PPAR o), which directly regulate
glucose metabolism [54]. Obesity and accumu-
lation of visceral fat reduce the expression of
adiponectin, which further decreases AMPK and
PPAR «a activity [54, 55]. This in turn leads to
hyperglycemia, insulin resistance, diabetes mel-
litus, and hypertriglyceridemia. In contrast to
adiponectin, high TNFa levels are directly linked
to insulin resistance [56] (Fig. 3.2).

Weight gain is a common side effect of most
atypical antipsychotics. These medications bind
multiple neurotransmitters including histaminer-
gic, serotonergic, dopaminergic, and cholinergic
receptors at varying degrees. Blocking of hista-
mine H1 receptors by atypical antipsychotics is
found to cause metabolic disturbances [57].
These receptors are implicated in weight regula-
tion through HI1 receptor-linked activation of
hypothalamic AMPK [58]. Similarly, atypical
antipsychotics also block 5-HT2C receptors,
which cause further weight gain [59]. In addition,
blockade of muscarinic M3 receptors and
5-HT1A receptors causes desensitization of the
pancreatic beta cells leading to insulin dysregula-
tion. Impaired glucose uptake can be attributed to
antagonism of SHT2A receptors [57]. Certain
antipsychotics are also implicated in impairing
the effect of insulin on adipocytes, causing lipid
accumulation and dyslipidemia [60].

3.4.3 Risk Factors

The prevalence of MetS is twice as high in
patients suffering from a mental illness when
compared to the general population. In a study of
patients with schizophrenia and bipolar disorder,
they were found to have glucose dysregulation
and diabetes even before they were treated with
any antipsychotic medications [61]. A pattern of
insulin resistance is also suspected in these
patients. Weight gain is another important risk
factor, perhaps the most bothersome for some
patients. Studies have shown that clozapine and
olanzapine are associated with the most signifi-
cant weight gain, especially within the first
6 months of initiating atypical antipsychotic ther-
apy. In their review, Newcomer and Haupt found
that patients on olanzapine reported a mean
weight gain of 6 kg, while it was over 10 kg for
patients on a dose higher than 12.5 mg. Studies
have also shown that the risk of both short- and
long-term weight gain is highest for clozapine,
while it was reported to be the lowest for patients
taking ziprasidone [62]. Individual case studies
have also shown a marked increase in blood glu-
cose levels in patients treated with clozapine and
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olanzapine [61]. Approximately two-thirds of all
the studies done to identify the role of antipsy-
chotics in MetS found that drugs such as olanzap-
ine were also associated with an increased risk
for diabetes. A meta-analysis on published cases
regarding new onset of diabetes showed that the
incidence of new-onset diabetes was 45% within
the first 3 months of antipsychotic treatment [63].

3.4.4 Management

While clozapine and olanzapine are associated
with the highest incidence of metabolic syndrome,
it is relatively less to none with ziprasidone and
aripiprazole [64]. If the patient has considerable
risk factors for metabolic syndrome, a low initial
dose of either ziprasidone or aripiprazole may be
considered. Optimal medical monitoring and
management of the elderly on psychotropic medi-
cations are of paramount importance. However,
elderly patients with mental illnesses often do not
receive optimal attention for their medical con-
cerns like cardiovascular or metabolic illness
[63]. Once antipsychotic therapy is initiated, it is
important to regularly monitor the patient so as to
keep track of any metabolic changes. The psy-
chiatrist or the primary care physician should get
a baseline fasting glucose level along with lipid
profile, BMI, and EKG before initiating the anti-
psychotic therapy. If the patients begin to exhibit
abnormal glucose levels, they should be referred
for medical management promptly. Similarly,
these patients should be closely monitored for
diabetic ketoacidosis (DKA), especially the more
vulnerable elderly population. The mortality risk
from DKA increases from 2% in the general pop-
ulation to 20% in the elderly [65]. Metformin
therapy along with lifestyle modifications like
diet regulation and exercise has shown to signifi-
cantly improve the quality of life in patients with
metabolic syndrome [66].

Collaboration between psychiatry and primary
care is critically essential in the psychiatric and
medical management of the elderly. Effective com-
munication between the primary care physician
and the psychiatrist is key to good outcome [67].
This will not only improve the quality of monitor-
ing of the patient but also help in early detection

and management of metabolic abnormalities.
Educating the patient, their family members, and
also other health-care providers involved in the
care of that patient will help to optimize treatment,
improve compliance, and facilitate prompt discon-
tinuation of unnecessary medications [68].

3.4.5 Case Disposition

The patient was discharged to the care of his fam-
ily physician on aripiprazole 2 mg daily for man-
agement of psychosis and quetiapine 25-50 mg
orally PRN up to twice daily to be used sparingly
for severe agitation. Reliance on behavioral and
environmental interventions such as low stimula-
tion, calming techniques, orientation training, as
well as counseling and support for his wife was
emphasized.

3.5 Discussion and Conclusions

3.5.1 Discussion

Comorbid medical conditions, pharmacokinetic
and pharmacodynamic changes of aging, drug
interactions associated with polypharmacy, and
compliance issues to medications are some of the
most common and interlinked factors that affect
the response to medications in geriatric patients.
Medications are prescribed to manage many
psychiatric disorders. The most common disor-
ders are new-onset psychosis later in life, demen-
tia-related syndromes with psychosis, delirium- or
drug-induced psychosis, and primary psychiatric
disorders especially depression [69]. Dementia is
the greatest risk factor for the development of
psychotic symptoms in geriatric patients [43].
According to the Lewy Body Dementia
Association, more than 50% of the patients with
Lewy body dementia treated with antipsychotics
may also develop NMS.

In the case of our 77-year-old patient, there
was an interplay of all the above mentioned
(age-related) factors. Pharmacokinetic and phar-
macodynamic changes along with polyphar-
macy could have led to an increase in plasma
haloperidol to toxic levels triggering an episode
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of NMS. Specifically as haloperidol is mainly
biotransformed in the liver, pharmacokinetic
changes could have caused the increase in plasma
haloperidol levels [70]. As hepatic mass and
blood flow to the liver decrease with age, halo-
peridol is not metabolized at the same rate as in a
young patient. In a comparison study, it was
reported that plasma levels of haloperidol were
twice as high in older patients for the same oral
dose as in younger patients with schizophrenia.
Reduced haloperidol, a metabolite of haloperidol,
has also been reported to be five times higher in
elderly patients [71]. Abnormal liver enzyme lev-
els in this patient prior to admission would con-
firm hepatic dysfunction, which can decrease the
rate of drug metabolism. However, impaired halo-
peridol metabolism alone may not induce a toxic
increase in blood level. An additional factor that
may occur with aging is an increase in peripheral
fat stores in the body, which causes an increase in
the bioavailability of lipophilic drugs like halo-
peridol [70]. Even though these changes in
peripheral pharmacokinetics play a role in
increased drug sensitivity in older individuals,
explanation for the full panoply of adverse effects
to antipsychotics is not fully understood [13].

As in this case, antipsychotic therapy increases
the risk for metabolic syndrome in older patients.
Olanzapine is well known to be the offending agent
in weight gain. Patients who are on two or more
second-generation antipsychotics are more likely
to have a higher BMI than patients on antipsychotic
monotherapy [21]. Similarly, these patients have a
poorer metabolic health. They are found to have
significantly higher rates of lipid markers of insulin
resistance and metabolic syndrome. All the symp-
toms that define metabolic syndrome such as
hyperglycemia, hypertension, increase in triglycer-
ides and overall adiposity are also significant risk
factors for cardiovascular disease.

3.5.2 Recommendations

3.5.2.1 Collaborative Care

Management
The interface between psychiatry and primary
care is becoming critically important in deliver-
ing timely and efficient care to the elderly.

Despite access to mental health, only 20% of
patients seek help from a mental health-care spe-
cialist, as they prefer to see their primary care
physician [67]. Unfortunately, patients who seek
help from a mental health-care provider have
limited access to medical care. This in turn has
increased the mortality rate in these patients. As
many as 70 randomized control trials have con-
firmed that collaboration between psychiatry and
family medicine, especially for common psychi-
atric conditions like depression, anxiety, schizo-
phrenia, etc., is more effective and efficient than
conventional models of care that operate in isola-
tion. In another exhaustive review of the evi-
dence base for collaborative mental health care in
the primary care setting, it was concluded that
collaboration makes intuitive sense and is sup-
ported by promising results, especially for man-
agement of depressive disorders [72]. Both
psychiatry and family medicine should monitor
the patients regularly for extrapyramidal side
effects, tardive dyskinesia, anticholinergic toxic-
ity, and metabolic changes following the initia-
tion of an antipsychotic. Patients should be
screened for hyperglycemia, hyperlipidemia, and
any weight changes to forestall the development
of a metabolic syndrome. If the patient exhibits
symptoms, the primary care physician should
educate the patient about this condition and
recommend lifestyle changes. If indicated, symp-
tomatic treatment with hypoglycemic agents and
lipid lowering drugs may be prescribed [65]. The
patient should also be carefully monitored for
any electrolyte or EKG abnormalities as well as
screened for orthostatic hypotension and risk of
falls. We should always be vigilant for occur-
rence of adverse drug reactions as a result of
polypharmacy.

3.5.2.2 Criteria and Guidelines

Physicians may consult Beers Criteria for the list
of medications that are contraindicated, relatively
contraindicated, or avoided in conjunction with
other medical conditions before prescribing a
new psychotropic drug to geriatric patients. Since
its inception in 1991, the Beers Criteria for
Potentially Inappropriate Medication Use in
Older Adults has been constantly updated with
the recommended list of medications that are
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deemed appropriate and inappropriate in the
elderly population over the age of 65 [73]. Other
screening tools such as Screening Tool of Older
Person’s Prescriptions (STOPP) and Screening
Tool to Alert doctors to Right Treatment (START)
are helpful in decreasing the incidence of hospi-
talization due to inappropriate medications in the
elderly population [74].

3.5.2.3 Management of Risk Factors

Both NMS and metabolic syndrome are prevented
by attending to risk factors. As the risk for NMS
increases with certain factors including the
administration of high-potency neuroleptics such
as haloperidol, rapid increase in dosage, paren-
teral administration, dehydration and high ambi-
ent temperature, multiple medications, withdrawal
of parkinsonian medications, and medical comor-
bidities especially in the elderly, great care and
caution should be exercised in their prevention
and management. The Adult Treatment Panel
Guidelines are helpful in the prevention and man-
agement of metabolic syndrome and other medi-
cal conditions. They report that a decrease in
cholesterol levels by 10% will result in a 30%
reduction in cardiovascular disease risk. Similarly,
lowering blood pressure by 4-6% will decrease
the CVD risk by 15%, and this risk is lowered to
35-55% if the BMI is maintained below 25 [75].
Increasing intake of fiber, reducing fat and choles-
terol consumption, smoking cessation, and an
overall increase in physical activity can signifi-
cantly lower the risk of cardiovascular disease.

3.5.2.4 Drugs of Choice and Dosage

When initiating the patient on a psychotropic
drug, the initial dosage should be low. Two cross-
sectional prescription surveys conducted in
Pittsburg and Tokyo, respectively, demonstrated
that older patients received 50-75% of the mean
daily dose of antipsychotics prescribed to young
patients to avoid adverse side effects [13]. The
Expert Consensus Guidelines recommends ris-
peridone 1.25 mg —3.25 mg/day as the first line
of treatment for late onset schizophrenia. If
aripiprazole is considered as the second line of
treatment, a dose 15-30 mg/day is recommended
[76-78]. Ziprasidone (20-40 mg bid) may be

another option. It is prudent to always order an
EKG prior to prescribing antipsychotic or antide-
pressant medications to rule out QT and other
abnormalities. When considering an antidepres-
sant, citalopram and sertraline may be preferred
over fluoxetine due to their low CYP inhibitory
effects. Atypical antipsychotics may be added as
useful adjuncts in the management of anxiety and
mood disorders. For the management of acute
agitation, the suggested initiation dose for halo-
peridol is between 0.25 and 0.5 mg per day and a
maintenance dose of 0.25-4 mg per day [4]. If
quetiapine is used for agitation, PRN doses of
25-50 mg, 2-3 times daily, may be considered. If
olanzapine is prescribed for agitation or mood
stability, the dosage should be as low as 2-5 mg
to start with and titrated up gradually to a total of
15 mg daily. With both quetiapine and olanzap-
ine, we should be mindful of their propensity to
cause weight gain.

Conclusion
Geriatric psychopharmacology is a complex
and intricate science that informs physicians
about the unique pharmacokinetic and
pharmacodynamic considerations relevant to
the use of psychotropic medications in the
elderly. This enables the prescribing of
the right type of drug, in the right dosage,
for the appropriate psychiatric condition.
Polypharmacy in medically compromised and
physiologically challenged older individuals
can lead to disabling and life-threatening toxic
effects. Rare but serious conditions like neu-
roleptic malignant syndrome can follow from
indiscriminate use of antipsychotics in the
treatment of psychosis. This can be avoided
by awareness of the condition and prevention
of the risk factors. Morbidity and mortality in
NMS can be significantly reduced by early
recognition and prompt management.
Psychotropic medications can also cause
the metabolic syndrome in the elderly. This
can cause type 2 diabetes with critical eleva-
tions in weight, sugar, cholesterol, and lipid
levels. This can be prevented by careful selec-
tion of drugs, avoidance of unnecessary
medications and polypharmacy, monitoring of
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dosage and side effects, active surveillance of
the biochemical parameters, and education of
patients regarding lifestyle issues of diet,
exercise, and nutrition. Providing integrated
patient-centered care in a culture of collabora-
tion with primary care providers, allied health-
care professionals, and mental health-care
specialists working harmoniously can lead to
very positive health outcomes.

Disclosure Statement “The authors have nothing to
disclose.”
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A Complex Case of Obsessive-
Compulsive Disorder (OCD)

Lynne Drummond and Andrew Roney

4.1 Case History
Joyce is a 32-year-old single woman with two
children. Her problems had started 10 years ago
during her pregnancy with her oldest child. Her
symptoms consisted of fear of contamination by
dirt and germs. Although realising her worries
were “out of proportion”, she was concerned that
she may lead to one of her children becoming
seriously ill. Consequently she was extremely
careful and meticulous in her everyday life. She
also exhibited a number of compulsions includ-
ing extensive handwashing, bathing and house-
cleaning compulsions. Handwashing would
occur anything between 50—100 times a day and
would be performed until she “felt clean”.
Bathing would take up to 2 hours, and she ensured
she washed her entire body “properly”. Indeed,
more recently she had been adding antiseptic to
her bath which had resulted in a widespread skin
rash. In addition, she cleaned the kitchen on a
daily basis using a dilute bleach solution for
2-3 hours per day. Despite this, she still would
rewash kitchen items several times when prepar-
ing food for the children.

Joyce had visited her GP on several occasions
over the last 10 years but had not always told her
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the complete story. More recently however the
headmistress of her children’s school had asked
to see her as they were concerned that the chil-
dren were very cautious in certain outside activi-
ties and seemed unduly worried about getting
“dirty”. This time on visiting the GP, she told her
the complete story and broke down in tears as she
was concerned she may be “passing the OCD on
to her children”.

The GP listened to her story and prescribed
her the selective serotonin reuptake-inhibiting
drug, fluoxetine. This was to be taken initially in
a dose of 20 mg a day, increasing by 20 mg at
weekly intervals up to a dose of 60 mg a day. In
addition, she was referred for some psychologi-
cal therapy.

The medication did not seem to have any
effect on Joyce’s symptoms. She was seen by the
Psychological Therapy Service who started her
on some individual treatment involving graded
exposure and self-imposed response prevention
(ERP). Unfortunately, however, unlike most
people with OCD, Joyce did not seem to be
responding to this regime. Her GP became con-
cerned about her lack of progress, and she was
referred to secondary care services in her local
hospital.

Whilst under the psychiatric services, she
underwent a physical examination, blood tests
and an electrocardiogram. A comprehensive his-
tory was taken at consultation in which she dis-
closed the true extent of the impact her OCD was
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having on her daily life and her children. Overall,
she was in good health, although she had severe
eczema over her body. Her children were assessed
by the local children’s team, and Joyce and the
children were to attend family meetings to
encourage the children to engage in normal child-
hood activities.

It was decided to switch her medication from
fluoxetine to sertraline. Fluoxetine has a long
half-life, and so this transition needs to be done
carefully. The fluoxetine was reduced by 20 mg
every week. After her dose of fluoxetine had been
reduced to 20 mg a day, sertraline was introduced
initially at a dose of 50 mg a day. This was then
titrated up to 200 mg a day which is the recog-
nised effective dose for OCD.

Once the sertraline was at 200 mg, further
ERP treatment was started. Gradually Joyce
found her condition improving and her mood
lifting. She engaged well in ERP treatment
even though she found the exposure exercises
demanding. After she had, with the therapist’s
help, devised a hierarchy of feared situations
concerning her obsessive fear, she would per-
form an exposure exercise 1 week with the ther-
apist without performing any of her compulsive
behaviours. Following on from the session with
the therapist, she would practise the same expo-
sure episodes three times a day at home.
Whereas initially her anxiety would be high
and would last for 2-3 hours, once she had
practised the behaviour, she found that the anx-
iety began to reduce and did not last as long.
From time to time, she would find herself per-
forming her handwashing compulsions. She
had been advised that, if this did occur, she
should “recontaminate” herself with her expo-
sure programme. Because everyone washes
their hands, it is important to ensure that the
person with OCD is taught a new way to wash
their hands different to that of their compul-
sions. In Joyce’s case, she was always washing
her hands under running water, using antibacte-
rial liquid soap and being meticulous about
every area. Instead of this she was asked to only
wash her hands immediately before meals and
cooking, and after using the toilet. She was to
place the plug in the handbasin and wash with

normal soap for no longer than 30 sec (or the
time it took her to sing “happy birthday to you”
in her head). There was to be no washing of the
taps afterwards and no washing further up her
arms than to her wrists. Similarly she was to
bath using soap only and was to take no longer
than 5 min. The timing was done by setting her
mobile phone and leaving it outside the bath-
room door. If she had not “completely” bathed
at 5 min, she was to get out of the bath and to
“take the risk” of leaving part of herself
unwashed. She was allowed no more than 1
bath a day.

4.2 Psychopharmacological

Management of OCD

First-line psychopharmacological treatment of
OCD involves drugs which act on the serotonin
system. Clomipramine, a tricyclic antidepres-
sant, was the first drug which was reported to
have a beneficial effect on OCD [1]. Further
observations led to the development of the
serotonin  theory for the genesis for
OCD. Although clomipramine is an effective
drug for the treatment of OCD, its side effects
are burdensome, and it should rarely be used as
a first-line treatment these days [2]. The selec-
tive  serotonin reuptake-inhibiting  drugs
(SSRIs) are much better tolerated with far
fewer side effects than clomipramine. The dos-
ages of SSRI needed to treat OCD are generally
higher than those used to treat depression [3].
Although it has previously been thought that
the speed of response of OCD to SSRIs was
much slower than that seen in depression, a
recent meta-analysis demonstrated that most
patients showed a significant reduction in
symptoms after 2 weeks of treatment and that
this improvement then continued over the fol-
lowing weeks [4]. Accumulated beneficial
effects of SSRIs or clomipramine can continue
up to 2 years [5]. The serotonin reuptake-inhib-
iting drugs which have been shown to be useful
in OCD are shown in Table 4.1.

All patients receiving a high-dose SSRI of any
type should receive an annual ECG.
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Table 4.1 SSRIs used in OCD

Maximum daily | Occasionally
adult dosage for | prescribed maximal
Drug OCD (mg) daily dosage (mg) | Notes
Sertraline 200 400
Fluoxetine 60 120 Has a longer half-life than other SSRIs
Paroxetine 60 100
Fluvoxamine 300 450 One of the older SSRIs and may have more side effects
Citalopram 40 Although evidence suggested citalopram was effective
in OCD in dosages of 60 mg, fears of QT prolongation
mean that doses >40 mg (>20 mg in those aged over
60 years) can no longer be prescribed in many countries
Escitalopram 20 Although evidence suggested escitalopram was effective
in OCD in dosages of 40 mg, fears of QT prolongation
mean that doses >40 mg can no longer be prescribed in
many countries
Clomipramine | 250 Should not be prescribed in higher doses due to toxicity,
including cardiotoxicity

If a patient does not respond to an SSRI at
maximal dosage for 3 months, it is worthwhile
switching to an alternative drug. This is shown by
the case history above. Joyce failed to respond to
fluoxetine but responded much better to
sertraline.

SSRIs have been shown to be efficacious in
treating OCD in multiple studies [2, 6].

4.3 Psychological Treatment

of OCD

The psychological treatment of choice for OCD
is prolonged graded exposure in real life to the
feared situation combined with self-imposed
response (or ritual) prevention (ERP). This treat-
ment was first demonstrated to be effective by
Marks et al. [7]. An early study of this therapy by
Foa and Goldstein suggested that 66% of patients
treated as inpatients were greatly clinically
improved using ERP [8].

In more recent years there have been
attempts to replace ERP with more cognitive
treatments. However, ERP has stood this test of
time. Cognitive behaviour therapy (CBT) has
been used but with no clear evidence that it has
any advantage over ERP [9, review in [10-12].
ERP as treatment of choice is supported by
multiple studies — McLean et al. [13] demon-

strated significantly better results in the use of
ERP over CBT, and Drummond [14, 15]
suggests that for severe, chronic OCD patients,
ERP should be treatment of choice but CBT
may be of use for specific difficulties. A meta-
analysis of studies examining the use of ERP
and CBT in OCD concluded that ERP is the
first-line psychotherapeutic treatment for OCD
but use of cognitive therapy at the same time to
target specific symptom-related problems
could improve tolerance and adherence to
treatment [16].

Approximately half of patients treated with
serotonin reuptake inhibition for obsessive-com-
pulsive disorder do not respond fully and con-
tinue to experience distressing symptoms [17,
18]. Thus augmentation strategies will often need
to be considered using either pharmacological or
psychological approaches.

Augmentation with the use of psychological
therapy with SSRIs has shown to be of benefit
with up to 70% of patients showing a response
[19-21]. Many studies are now of patients under-
going combination therapy with the use of ERP
along side pharmacological treatments [20, 22,
23]. A systematic review and network meta-
analysis by Skapinakis et al. concluded that
combination treatment was efficacious and likely
better than monotherapy in the treatment of
patients with a severe illness presentation [2].
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4.4 Treatment of Refractory OCD
If a person with OCD has tried good-quality ERP
treatment from a therapist experienced in deliver-
ing the therapy and they have failed to respond to
this in addition to two trials of SSRI treatment or
clomipramine in recommended dosages for at
least 3 months each, then they can be considered
treatment refractory.

There are two main approaches to treatment
refractory OCD which are:

e Addition of a low-dose dopamine-blocking
agent to the SSRI or clomipramine

e Trial of above usual SSRI dosages (not clo-
mipramine due to toxicity).

It is preferable to use the term “dopamine
blocker” rather than “antipsychotic” as the dosage
used in augmenting serotonin reuptake-inhibiting
drugs in OCD is far lower than that used in psy-
chotic disorders. Dopamine blockers act on the
basal ganglia and reduce the effect of dopamine in
these areas. It has long been recognised that cer-
tain abnormalities of the basal ganglia and their
connections can result in obsessions and compul-
sions. Examples include some movement disor-
ders including chorea, and it also worth noting that
sometimes the medicines used to treat Parkinson’s
disease can result in obsessions and compulsions.

Side effects with dopamine blockers at low
doses are much less frequently seen than with the

Table 4.2 Antipsychotics used in OCD

much higher doses used for schizophrenia. Most
of the dopamine blockers also have the ability to
cause prolongation of the QT interval and are
another reason why at least annual ECG monitor-
ing is worthwhile in OCD. Aripiprazole is and
exception, and is not recognised to have an effect
on the QT interval. Some of the drugs used in
OCD are listed below in Table 4.2.

In general, studies of the use of dopamine
blockers for OCD are small, and thus the evi-
dence of their efficacy is patchy. Overall, there is
probably more positive evidence for risperidone
than the others.

In total about 1/3 of people who have not
responded to an SSRI or clomipramine will
experience improvement with the addition of a
dopamine blocker [18]. A large study also found
that the addition of psychological therapy for
OCD which comprises a form of treatment
known as cognitive behaviour therapy (CBT)
was more effective than adding in a dopamine
blocker. [24].

The use of above normal dosages of SSRIs has
been mentioned above. Again there are relatively
few studies with small numbers. A retrospective
study by Pampaloni et al. [25] demonstrated that
this was generally well tolerated and effective. A
more recent study has examined patients on high
doses of sertraline and demonstrated that despite
dosages up to 400 mg sertraline a day, all patients
had blood levels within therapeutic range. This
suggested that patients refractory to SSRIs may

Usual dose for
Drug name OCD Common side effects Notes
Risperidone | 0.5 mg up to Drowsiness. Dizziness. Can This is the atypical drug with the
1-2 mg if occasionally cause weight gain greatest number of studies to
helpful demonstrate its effectiveness in OCD
Aripiprazole |2.5-5 mg Can cause an increase in activity and Does not have any effect on the heart
even anxiety. Drowsiness is less
common. Can cause loss of appetite.
Olanzapine 2.5-5mg Drowsiness. Dizziness. Weight gain is Weight gain is common with
common olanzapine and is therefore not
advisable for those who are
overweight
Quetiapine 25 mg Drowsiness. Dizziness. Difficulty Weight gain is generally less than
sleeping. Increased appetite and weight | with olanzapine
gain
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either have abnormalities in absorbing the drug
or they may metabolise it rapidly [26].

Other agents have also been examined, but
again the numbers in studies are too small to
come to definitive conclusions. These have
included some studies on serotonin- and norepi-
nephrine-inhibiting drugs, drugs which act on
pleasure centres in the brain such as morphine
derivatives and mood-stabilising agents. Recently
there has been increasing interest in the possible
adjunctive use of drugs acting on the glutaminer-
gic system in OCD. So far all of these studies are
small and the results speculative.

Disclosure Statement “The authors have nothing to
disclose”.
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Clinical Conundrum: A Complex
Case of Postpartum Depression

Prabha S. Chandra, Sundarnag Ganjekar,
and Soumya Parameshwaran

5.1 Objectives

1. To use a biopsychosocial approach in the eval-
uvation and understanding of postpartum
depression (PPD)

2. To consider the role of medical comorbidity in
the etiology and course of PPD

3. To discuss social and cultural issues such as
income, gender disadvantage, trauma, and
violence in PPD

4. To highlight the role of personality factors as
a contributing factor in PPD and in mother-
infant attachment issues due to PPD

5. To discuss the current evidence related to
pharmacological management of PPD espe-
cially in the context of breastfeeding

6. To discuss the current evidence on psycho-
logical management of PPD and the role of
the partner and family

The Case

Ms. Vwas a 29-year-old lady who was brought to
the emergency room 3 weeks after delivering a
healthy female infant by cesarean section. During
the first week postpartum, she had difficulty in
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breastfeeding and reported feeling helpless and
inadequate as she had less milk. These feelings
gradually increased, and she was often found cry-
ing and trying to feed the infant repeatedly. When
the infant cried, she would get extremely anxious.
She felt she was not a good mother as she did not
have enough milk to satisfy the needs of her infant.
By the third week postpartum, the family noticed
that she had stopped taking care of the infant and
would avoid being with her. She appeared
depressed and expressed her wish to give away
her daughter for adoption. She reported feelings
of helplessness and expressed suicidal thoughts.
On the day that she was brought to the emergency
room, she had tried to take her own life by hang-
ing. During the evaluation at the emergency room,
her eyes were downcast; she was weeping and
appeared depressed. She said she heard a voice in
her head telling her that she was the worst mother
in the world and she had no right to live.

Her medical history revealed hypothyroidism
prior to and during pregnancy for which she had
been on 50mcg of thyroxine supplementation.
However, she had stopped thyroxine supplemen-
tation during her last few weeks of pregnancy.

Clinical Issues and Challenges

*  What is the prevalence of PPD?

*  What are the psychosocial, obstetric, and bio-
logical risk factors for PPD?

e Which medical conditions can complicate the
clinical picture of PPD?
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Table 5.1 Prevalence of PPD in different time frames of
the postpartum period—a comparison between developed
and developing countries using EPDS [2]

Duration of Prevalence of

postpartum PPD (%)
Developed <4 weeks 5.5-34.4
countries 4-8 weeks 2.6-35

8 weeks—6 months | 2.9-25.5

6—12 months 6-29
Developing <4 weeks 12.9-50.7
countries 4-8 weeks 4.9-50.8

8 weeks—6 months | 8.2-38.2

6—12 months 21-33.2
5.2  Prevalence of PPD

Postpartum depression is usually a nonpsychotic
depressive episode which is mild to severe in
nature, seen during the first 12 months following
childbirth [1]. There are variations in the reported
prevalence of PPD across various countries and
across various studies. The difference in rates is
due to two factors: (1) assessment tools used and
(2) time frame of postpartum period [2]. Self-
reported tools, diagnostic clinical interviews, or
both have been used to measure the prevalence of
PPD [2]. The Edinburgh Postnatal Depression
Scale (EPDS) is the most commonly used self-
reported instrument [2]. Table 5.1 shows a com-
parison of the prevalence of PPD in developed
and developing countries using EPDS. A system-
atic review of the prevalence of PPD in high-
income countries has shown a prevalence rate of
around 10% [3]. The prevalence of PPD is higher
in middle- and low-income countries as com-
pared to high-income countries (see Table 5.1)
[4]. Two systematic reviews have shown that in
middle- and low-income countries, one in five
women may experience PPD within the first year
after childbirth [5, 6].

5.3  Risk Factors for PPD (Fig. 5.1)

5.3.1 Sociodemographic Factors

Maternal Age Studies exploring the significance
of lower maternal age as a risk factor for PPD

have been inconclusive. While some studies have
shown that lower maternal age is a risk factor for
PPD, there have been other subsequent studies
that have shown no correlation or a reverse cor-
relation between the two [2, 7-11].

Economic Status Social and economic status can
be indicators of the risk of PPD. Poor educational
backgrounds, low income or unemployment, and
being unmarried are all factors that increase the
risk of PPD [12]. This is especially true in low-
income settings where financial strain is a signifi-
cant risk factor for PPD [13-15]. Irrespective of
the economic status, however, a lack of social
support for the mother is a significant risk factor
for PPD [2].

Partner Violence Partner violence has been con-
sistently found to be a strong predictor of PPD
irrespective of economic status [16—18].

5.3.2 Obstetric Factors

Several studies have investigated the association
of PPD with factors such as unwanted or
unplanned pregnancies and pregnancy-related
complications such as emergency cesarean sec-
tion, physical illness in the newborn, and absence
of breastfeeding. While the findings have been
inconsistent for pregnancy-related complications
[20, 21], a few studies have found a significant
relationship between unplanned pregnancy and
postpartum depression [19].

5.3.2.1 Cesarean Section

Studies conducted in the past found that women
who undergo an emergency cesarean section are
more at risk of developing PPD compared to
women who undergo spontaneous vaginal
delivery or forceps delivery [22, 23]. However,
recent studies haven’t replicated these findings
[19, 21, 24], so the association is inconclusive.

Medical Illness in the Newborn When a new-
born has a medical illness or a neonatal intensive
care unit admission, there is an increased risk of
the mother developing PPD [25, 26].
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Fig. 5.1 Risk factors
for postpartum
depression
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Socio-demographic factors
Young maternal age
Unmarried
Low education
Low income, unemployed
Migrant status
Poor social support
Interpersonal violence
Partner use of substance

~

Obstetric factors
Unwanted/unintended pregnancy
Hyperemesis gravidarum
Previous pregnancy loss
Preeclampsia
Premature delivery
Emergency ceasearen section
Instrumental delivery
Intrapartum excessive bleeding
Physical iliness in the mother

Physical illness in the infant
Lack of breastfeeding

Anemia

-

Physical and biological factors

Vit B12 deficiency
Vit D deficiency
Deficiency of omega-3 FA
Autoimmune disorder
eg.Thyroid, SLE, RA

Psychological factors
Prenatal anxiety
Antepartum depression
Past h/o depression or Bipolar
Family loading of substance use
disorder or mood disorder
Stressful life-event during pregnancy
Relationship issues with partner or

significant others

Breastfeeding Absence of breastfeeding in the
postpartum period was believed to be a risk factor
for developing PPD [19, 23], but studies have
been inconclusive on the correlation between
breastfeeding and PPD [21].

Though the presence of these obstetric factors
might potentially put the mother at risk of devel-
oping PPD, no definite association can be made
based on these studies [2].

5.3.3 Physical and Biological Factors

Nutrition A mother’s nutritional requirements
increase during pregnancy and the postpartum
period. This is due to the increased maternal met-
abolic needs specific to reproduction and fetal and
infant growth. Nutritional deficiencies can be a
risk factor for PPD. For instance, iron-deficiency
anemia, which is common in women from devel-
oping countries, can lead to generalized fatigue,
reduced energy levels, loss of interest, and

Poor emotional support
Financial difficulties

depressed affect [27]. It is also associated with
stress and cognitive impairment [30]. Low levels
of 25-hydroxy vitamin D are associated with
higher scores on the EPDS [28]. Also, a defi-
ciency of omega-3 polyunsaturated fatty acids
during the postpartum period has been found to be
arisk factor for postpartum depression [29]. There
is also a possible association between reduced
serum zinc concentration and the severity of the
mother’s depressive symptoms [31].

Autoimmune Disorders Among the other medi-
cal conditions that can present as behavioral
symptoms during the postpartum period are
autoimmune disorders. Autoimmune thyroiditis
(Hashimoto’s disease) can present as postpartum
depression and postpartum psychosis. On rare
occasions, autoimmune hyperthyroid state
(Graves’ disease) can present as postpartum
delirium [32]. The presence of thyroid peroxi-
dase (TPO) antibodies during gestation maybe
used as a biomarker for postpartum depression
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[33]. Other autoimmune disorders that can
worsen during the postpartum period with post-
partum depression are systemic lupus erythema-
tosus, rheumatoid arthritis, systemic sclerosis,
and keratoconjunctivitis sicca.

Other Biological Factors Women with a history
of depression or those who experience prenatal
anxiety are at risk of developing postpartum
depression. A family history of depression, how-
ever, does not necessarily predispose mothers to
PPD [20]. Hypothyroidism has been shown to be
closely associated with PPD, especially in the
presence of antithyroid antibodies.

5.3.4 Psychological Factors

Stressful life events during pregnancy [34], rela-
tionship issues with the partner and significant
others [35], poor support systems [21], financial
difficulties [13—15, 36], and single parenting are
all risk factors for PPD. A study found that post-
partum mothers experience higher cognitive dys-
function and higher scores on scales for
depression, anxiety and stress [39]. Relationship
problems and poor partner support in the postpar-
tum period is not only a risk factor for depression
in mothers but also in fathers [40] and poor
mother-infant attachment may be an early indica-
tor for PPD [41].

5.3.5 Suicide During Pregnancy

Suicide and suicidal attempts are relatively less
common during pregnancy as compared to the
general population. Suicidal ideations are more
common than suicidal attempts and completed
suicide, with prevalence ranging from 5% to 14%
during pregnancy and postpartum [37, 38, 42].
Mothers who have suicidal thoughts and suicidal
ideation during pregnancy are at risk of develop-
ing postpartum depression [43]. A prospective
study of pregnant women from urban India in
their early pregnancy (<20 weeks) reported a
prevalence of suicidality in 7.6%, with suicidal
plans in 2.4% and 1.7% having made suicidal

attempts [44]. In the same study, authors found
that women at young age; belonging to a middle
socioeconomic strata; having poor perceived sup-
port, depressive symptoms, and a past history of
suicidality; and experiencing domestic violence
were predicted to have suicidal ideation during
the current pregnancy [44].A systematic review
of suicide in the perinatal period has found that
suicidal ideation and attempts are more likely to
happen during pregnancy than postpartum. The
review also found that the use of violent methods
for the suicide attempt was more common during
the perinatal period as compared to non-perinatal
periods. A history of psychiatric illness, family
conflict, physical/psychological violence, loneli-
ness, a situation where the father has rejected the
paternity, gender inequality, racial discrimina-
tion, inadequate housing, nulliparity, premen-
strual  irritability,  perceived  pregnancy
complications, negative attitude toward the preg-
nancy, anxiety about the birth, and poor coping
mechanisms are all risk factors for perinatal sui-
cide. It has been emphasized that suicidal ide-
ation during pregnancy should be taken very seri-
ously and must be systematically assessed by
mental health professionals [45].

The Case

Ms. V was admitted into the mother-baby inpa-
tient unit and was started on treatment. On more
detailed evaluation, Ms. V spoke of a difficult
childhood where she was criticized by her par-
ents for not being as good-looking as her sib-
lings and for being the third female child. She
said that she was constantly compared with oth-
ers and belittled for not being smart enough. As
she grew into adolescence, she reported having
mood swings and being unable to sustain friend-
ships. She felt rejected and lacked any relation-
ships of confidence. She reported feeling
depressed and spoke of an episode where she
cut herself after a breakup when she was
15 years old. However, she was good at school
and later graduated to earn her college degree.
She worked as a data entry operator for a year.
Her parents pressurized her to get married
soon, but she faced several rejections from
potential partners and finally agreed to marry
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someone that her parents chose for her. Her
husband was less educated than her and did not
hold a steady job.

After her marriage, Ms. V moved away from
the city to a rural area where she had little sup-
port and barely any friends. She lived with her
husband, and his parents and sisters lived nearby.
Her husband would drink often and get verbally
and physically abusive, accusing her of being lazy
and not being good enough for him. She got mini-
mal support from her in-laws who were also criti-
cal of her. She was discouraged from going out to
work, which added to her sense of isolation and
loneliness. Money was a problem, and her hus-
band had several large debts. Ms. V would often
lose her temper and was found to be irritable and
weepy. On two occasions she had left home after
a misunderstanding with her husband.

She had wanted to hold off pregnancy for a
few years after marriage, but the couple did not
use any contraception, and soon she found her-
self pregnant. She was unhappy throughout her
pregnancy. She reported having no feelings
toward her unborn baby and did not prepare for
its arrival. On several occasions she hoped for a
miscarriage. During pregnancy a hypothyroid
state was detected, and she was started on 50mcg
of thyroid supplementation. Her TSH was
10.09u1U/ml, and her T3 = 50 ng/dL and
T4 = 4.09 ugm/dL were on the lower end of the
clinical range.

In addition to this, her in-laws who were from
a traditional Indian family wanted her to have a
male child. Ms. V reported feeling angry and
resentful about this as well. She also had anxiety
symptoms and excessive worries about handling
pain during labor and about the gender of the
child.

Clinical Challenges

¢ Role of antenatal mental health problems on
postpartum mental health

* Role of the partner in maternal mental health

* Role of trauma and violence in depression and
anxiety during pregnancy and in the
postpartum

» Personality factors and postpartum depression

5.3.6 Antenatal Mental Health

Pregnancy and birth are often considered to be
stressful life events which may lead to postpar-
tum depression. Several researchers have studied
the effects of additional stressful life events—
that women experience during pregnancy and the
puerperium—on PPD [46]. In one such large,
cross-sectional study on the occurrence of ante-
natal risk factors for PPD in primary care com-
munities, the core risk factors were identified to
be antenatal depression, antenatal anxiety, major
life events, low social support levels, and a past
history of depression [47]. A higher risk was
noted where the mother had a history of major/
minor depression and antenatal anxiety.

Antenatal Anxiety Several meta-analyses sug-
gest the presence of antenatal anxiety as a signifi-
cant predictor of postpartum depression [20, 46].
In a cohort survey that was conducted on preg-
nant women attending a state maternity hospital,
women with anxiety disorder (AD) during preg-
nancy were found to be nearly three times more
likely to be affected with postnatal depressive
symptoms [48].

Role of Partner in PPD Studies have identified
partner support to have a protective effect [47]. A
study looking at married women 2 months post-
partum identified a lack of help from spouses for
childcare and household tasks, as a predictor for
the severity of depression [49]. Furthermore,
mothers who have received poor spousal support
during pregnancy and have delivery complica-
tions are prone to severe depression [49]. Studies
have consistently shown a negative correlation
between PPD and emotional (expressions of car-
ing) and instrumental support (practical help in
terms of material aid or assistance with tasks)
during pregnancy [20, 50].

5.3.7 Personality and PPD

Maternal personality characteristics such as neg-
ative cognitive attributional styles (pessimism,
anger, ruminations) are likely to increase the
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likelihood of postpartum depression [20, 51].
Perfectionism as a trait is linked with high mater-
nal anxiety and has been identified as a risk factor
for PPD [47].

There is a high comorbidity of borderline per-
sonality disorder (BPD) with depression, dysthy-
mia, and anxiety disorders [52], which in turn
increases the risk of developing PPD [53].

Borderline mothers, who have impulse dys-
control and emotional dysregulation as core fea-
tures, directly or indirectly impact the infant
development and the mother-infant interaction.
Studies looking at mother-infant interactions
have found that some BPD mothers interact
intrusively with their infants and do not adapt to
the infant’s emotional cues [53].

Intimate Partner Violence and PPD Meta-
analyses have also suggested a 1.5-2-fold
increased risk of PPD among women exposed to
intimate partner violence (IPV), when compared
to women who were not exposed to such vio-
lence. A significant proportion of women with
major depressive disorder, elevated depressive
symptoms, and PPD report lifetime exposure to
IPV [54]. Abusive experiences, both past and
present, can influence women throughout the
childbearing cycle. Women with a history of
childhood abuse or current partner abuse are at a
considerable risk of postpartum mental health
problems, and neither pregnancy nor the post-
partum period offers protection from abuse [55].
A 3-year follow-up of mothers with postpartum
major depressive disorder found that nearly 50%
had a history of child sexual abuse. The sexually
abused women had significantly higher depres-
sion and anxiety scores and greater life stresses
compared to the non-abused depressed women.
Moreover, the sexually abused women had less
improvement in their symptoms over time [56].
Women with a history of childhood abuse or cur-
rent partner violence are at an increased risk of
getting depression and having parenting prob-
lems during the postpartum period. Even if their
current relationships are not abusive, the part-
ners may not provide mothers with the necessary
amount of support. This lack of support has
implications on the mothers’ physical and men-

tal health and how they care for their babies.
Current or past abuse can also affect another
important part of the postpartum period which is
breastfeeding [57].

A study looking at the prevalence of IPV dur-
ing pregnancy and its relationship with mental
health outcomes such as depression, somatic
symptoms,  post-traumatic ~ stress  disorder
(PTSD), and life satisfaction found that women
with experiences of physical and psychological
violence reported more somatic symptoms,
PTSD symptoms, and a lower level of life satis-
faction, when compared to those who didn’t
experience IPV [58].

The Case

Following her admission, Ms. V was started on
escitalopram 10 mg which was gradually
increased to 20 mg. However, she continued to
report suicidal ideas and was quite withdrawn.
There was poor infant care and often refusal to
breastfeed. She was started on electroconvulsive
therapy (ECT) to manage her depression and for
suicidality.

The investigation also revealed low hemoglo-
bin concentration (Hb = 9.8 mg/dL). She had
elevated TSH (21.09ulU/ml) with anti-TPO anti-
bodies 587 IU/mL. The final clinical impression
was one of severe depression with autoimmune
thyroiditis and hypothyroidism.

As her depressive symptoms improved, it was
noticed that she was not bonding with her baby
and would not lift her or soothe her. She reported
a lack of maternal feelings and mentioned that
she was not “maternal.” Her mood swings
became more evident and she would quarrel with
her mother who was helping her and accuse the
nurses of making too many demands of her. She
blamed the treating team of focusing more on her
infant than on her.

Clinical Challenges

1. Managing suicidal risk

2. Assessing and managing the comorbid medi-
cal conditions (anemia and autoimmune thy-
roiditis) which led to depression, mood
swings, tiredness, and fatigue
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3. Management of emotionally unstable person-
ality traits which led to poor infant care,
impaired mother-infant bonding, and interper-
sonal problems with her mother and the hospi-
tal staff

4. Use of antidepressants during breastfeeding

5. Role of ECT in the management of PPD

A new mother faces various challenges and
demands while caring for her newborn: sleep
deprivation, providing continued care for the rest
of the family; this along with a depressive epi-
sode is associated with increased morbidity and,
if untreated, can lead to prolonged depression
and recurrence of the illness. Studies have sug-
gested that the negative effects of this on a child’s
development persist even beyond the depressive
episode [59].

Most physicians or mother and child health-
care providers recognize the detrimental effects
of PPD and agree that screening new mothers
helps in the early identification and treatment of
mental disorders such as PPD [60, 61]. A woman
identified with PPD should be offered treatment
choices, which may include pharmacological
therapy and psychotherapy discussed below.

Non-pharmacological Treatment Many postpar-
tum women, particularly if breastfeeding, may
choose to use non-pharmacological treatments
for the management of PPD, in order to avoid the
risk of exposure of their breast milk to antide-
pressants. The various forms of psychotherapies
tested for PPD include general counseling or lis-
tening visits, interpersonal psychotherapy (IPT),
cognitive behavioral therapy (CBT), and brief
psychodynamic psychotherapy. Among the psy-
chological interventions, meta-analytical studies
have found superiority of IPT over CBT [62]. For
women with disruptions in their interpersonal
relationships in the perinatal period, a focus on
interpersonal problem areas, particularly role
transitions and interpersonal disputes, may be
well suited [63].

Counseling Related to Infant Feeding Perinatal
depression and breastfeeding difficulties are often
found to present together; hence, a mother’s expe-

rience of breastfeeding should be discussed while
managing mothers with PPD. Some mothers with
depression have reported that breastfeeding has
improved their mood symptoms and enhanced
mother-infant bonding, whereas others find
breastfeeding to be difficult; it is important to
simplify feeding plans so as to make mother and
infant time enjoyable in the latter group. Arranging
a carer to feed the infant at night can help prevent
sleep disruptions in the mother [64].

Mothers with Personality Disorders For mothers
who have BPD, pregnancy and motherhood are
periods of stress, creating a need for intervention.
Few approaches include (a) individual psycho-
therapy focusing on her ability to form and main-
tain relationships and her current representation
of the infant [65]; (b) infant—parent relationship-
focused psychotherapy, focusing on understand-
ing attachment themes from the mother’s past in
the current relationship with the infant and on
increasing awareness of the impact of her care-
giving on the infant’s development [66]; and (c)
attachment-focused approach developed by
Cohen et al. [67]—also known as watch, wait,
and wonder (WWW) therapy—which may be
seen as improving parental sensitivity and reflec-
tive capacity. This therapy aims to improve
mother-infant interaction and promote security of
attachment, by promoting maternal capacity to
observe and reflect on the meaning of the infant’s
behavior and emotional communication [68].

5.3.8 Pharmacological
Management

Antidepressant treatment of PPD is common
among women who breastfeed their infants
despite the ambivalence that many women feel
about making this choice [69]. A meta-analysis
comparing effectiveness of antidepressant drugs
with any other treatments (psychological, psy-
chosocial, or pharmacological) found that SSRIs
were significantly more effective than placebo
for women with PPD, while there was insuffi-
cient evidence to conclude whether antidepres-
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sants or psychological/psychosocial treatments
were more effective [70].

Clinical Factors Affecting Choice of Neuroleptics
[64] Clinical factors based on which an antide-
pressant choice is made include:

e Past treatment response is often the best pre-
dictor of future response.

» Family history of psychiatric illness and treat-
ment response.

e Primary symptoms that the medication will be
targeting and its potential side effect profile.

e Choosing psychotropic medications with evi-
dence base in lactating women.

* While using any medication in a lactating
woman, providers must consider both mater-
nal and infant safety factors.

For moderate-to-severe depression, the ben-
efits of treatment are likely to outweigh the
risks of the medication for the mother or the
infant. Data from a recent meta-analysis indi-
cated that all antidepressants were detected in
milk but that not all were found in infant serum.
Nortriptyline, paroxetine, and sertraline were
noted to have undetectable serum levels, while
citalopram and fluoxetine had infant serum lev-
els which exceeded the recommended 10%
maternal level.

Clinical studies of sertraline and paroxetine
clearly suggest that transfer of these agents into
milk is quite minimal, and virtually no side
effects have been reported in numerous breastfed
infants. Fluoxetine is considered as a less-pre-
ferred SSRI for breastfeeding mothers because
there have been three case reports of colic, pro-
longed crying, vomiting, tremulousness, and
other symptoms [71]. There is one case report of
seizure activity with bupropion (300 mg PO
daily). Doxepin is contraindicated with breast-
feeding. Overall, breastfeeding may be safely
compatible with antidepressants [72].

If a mother has no history of antidepressant
treatment, an antidepressant such as sertraline,
which has evidence of presenting lower levels in
human milk and infant serum and few side
effects, is considered first choice [64].

It is noted that nearly 10-15% of patients diag-
nosed with unipolar depression will go on to
develop bipolar disorder. Making a correct diagno-
sis in the pregnant or postpartum woman has
implications on the treatment of the disorder in
pregnancy and the postpartum period. Often, many
women, considering pregnancy or in pregnancy,
are encouraged to discontinue effective medica-
tion out of concern for risks to the fetus, which
adds to the challenge in treating them. However,
discontinuation of medication places women at an
even higher risk of relapse, which has a direct
impact on fetal well-being and outcomes [59].

Role of Mood Stabilizers in PPD Research eval-
uating the use of mood stabilizers in the postpar-
tum period is limited. A few studies support the
use of lithium and carbamazepine—but not
divalproate—as a prophylactic agent of mood
episodes for women with PPD who have a his-
tory of bipolar disorder [73]. A prospective cohort
study of olanzapine, alone or in combination with
an antidepressant or a mood stabilizer for a mini-
mum of 4 weeks following delivery, correlated
with a reduced risk of postpartum mood episodes
[74]. There is some evidence that quetiapine is
effective as a first-line treatment option for man-
agement of postpartum bipolar depression. A
14-week open-label study to determine the effec-
tiveness of quetiapine (extended release) as
monotherapy for postpartum bipolar II disorder
found this drug to significantly improve symp-
tom control and quality of life, with minimal side
effects reported [75]. Studies also suggest that
quetiapine may be useful as adjunctive therapy to
lithium or divalproate providing greater benefit
than either lithium or divalproate alone [76].
Olanzapine, risperidone, and quetiapine achieve
very low levels in infant plasma, with no evident
adverse effects, suggesting that these agents may
be safe [77-79].

Pharmacotherapy for BPD, if it is associated
with PPD, is used to target cognitive-perceptual
symptoms, emotional dysregulation, or impulsive-
behavioral dyscontrol. Psychopharmacological
treatment may become necessary during episodes
of acute decompensation in which suicidal or self-
destructive behavior erupts. Some classes of
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psychotropic drugs have demonstrated efficacy in
diminishing symptom severity and optimizing
functioning. In many patients, medication helps
calm them and allows them to reflect before acting.
This treatment might be relevant to psychosocial
interventions, once patients have learned to man-
age themselves, and provides the possibility to dis-
continue medication.

In a placebo-controlled trial, the atypical anti-
psychotic olanzapine was superior to placebo in
the treatment of borderline psychopathology [80,
81]. Open-label studies have also identified that
monotherapeutic treatment with quetiapine was
well tolerated and resulted in a marked improve-
ment of impulsive behavior and overall levels of
functioning [82].

ECT in PPD A systematic review [83] found
that ECT was considered as a treatment choice in
severe and refractory depression and for cata-
tonic symptoms in the postpartum period, espe-
cially for early treatment response [84]. In a
study by Babu et al., among the 34 women with
postpartum psychosis who received ECT, 15
were hospitalized with their infants and 10 con-
tinued to breastfeed their infants with no clini-
cally observable adverse effects [85].

Assessment of suicidality in the perinatal
woman should include specific inquiry about
depressed mood, substance abuse, previous sui-
cide attempts, current or previous psychiatric ill-
ness, previous trauma, current intimate partner
violence, and access to firearms [42].

A good risk assessment (see Table 5.2) and sys-
tematic approach (see Fig. 5.2) are key to the man-
agement of depression during postpartum period.

5.3.9 Suicide in the Postpartum
Period

Suicide has been identified as one of the most
common causes of maternal deaths in the first
year following delivery, although the incidence
remains lower when compared to women during
pregnancy. Studies suggest that despite suicidal
ideation being common during pregnancy and
postpartum, rates of completed suicide are lower,

Table 5.2 Risk assessment for Mothers with PPD and
her infant

Risk to self
Has the mother’s oral intake been very poor?

Has the mother been showing severe neglect in
self-care?

Has the mother expressed any suicidal ideas/suicidal
threats in this episode?

Has the mother attempted suicide or self-harm in this
episode?

Has the mother tried to leave the ward or hospital
against medical advice?
Risk to the infant

Has the mother been refusing to care or been unable to
care for the baby?

Has the mother been refusing or been unable to
breastfeed?

Has the mother been expressing any ideas about
harming the baby (“I will throw the baby, this baby is
a devil, baby is not mine, etc.”)?

Has the mother been trying to physically harm the
baby (hitting, pinching, handling the baby roughly)?

Has the mother been clinging to the baby excessively
(resisting separation)?

Has the mother been neglecting the baby (not
responding when the baby cries or is at risk of falling
or hurting itself)?

Risk to others and other factors

Has the mother been violent toward other relatives or
hospital staft?

Does the mother have any medical illness
(hypertension, diabetes, thyroid disorders, anemia)?

Does the mother have an infection (HIV, breast
abscess, TB, MRSA, vaginal infection)?

Has the mother faced any form of violence in this
episode (assault, evidence of injuries)?

Infant health

Does the baby have any health problems that require

care within the first 24 h (diarrhea, respiratory
difficulties, high-grade fever)?

Are there any immediate concerns related to infant
feeding (does the baby need top feeds)?

suggesting that this period may actually offer
some protective effect.

The UK Confidential Enquiries into Maternal
Deaths and Morbidity (2009-2013) has identified
suicide to be a leading cause of death in the first
12 months postpartum. It reports a rate of 2.3
deaths (per 100,000 maternities) by suicide, dur-
ing or up to 1 year after the end of pregnancy.
Among 101 women who died by suicide, over
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Fig.5.2 Approach to mothers with postpartum depression

half (57 women) had a diagnosis of recurrent
mental health disorder. It was also noted that two
women had a prior diagnosis of bipolar disorder
and two had schizophrenia. Three out of four of
these women had psychiatric care in pregnancy
and two had inpatient psychiatric care. However
none were referred to specialized perinatal mental
health services. The most common prior diagno-
sis for women who died by suicide was recurrent
depressive disorder. All but one of these women
had a diagnosis of moderate or severe disorder,
and one quarter had psychotic symptoms [86].

A register-based Swedish study on suicide
rates in pregnancy and 1-year postpartum reported
a suicide ratio of 3.7 per 100,000 live births
(1980-2007). Violent suicide methods were com-
mon, especially during the first 6 months postpar-
tum [87]. The NSW Australian Department of
Health, evaluating a 6-year time period, also
found that 73% of suicides by women within a
year of birth were conducted by violent means
(i.e., jumping from a high place, lying in front of
moving objects, gunshots, strangulation, and suf-
focation) [88]. Having a prior psychiatric illness
had a strong correlation with perinatal suicidality.
Several studies have identified depression to be
associated with postpartum suicidality [89, 90].

A study looking at suicidal ideations (SI) in the
postpartum period identified antepartum complica-
tions and a past history of depression to be signifi-
cantly associated with later postpartum SI, among
a relatively healthy cohort of postpartum mothers.

Social support

Socioeconomic
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Effect of
psychotropics

Intimate partner
violence

Partner support

Support for child
care

This study also noted that heightened self-efficacy
and confidence in meeting postpartum demands
were associated with lower odds of later SI [91].

Risk factors associated with suicides in the peri-
natal period were younger maternal age, unpartnered
relationship status, unplanned pregnancy, undesired
pregnancy or having mixed feelings about preg-
nancy, shorter illness duration, current or past psy-
chiatric diagnosis, and women who are less likely to
be receiving any active treatment at the time of
death. Women who have had a postpartum psychiat-
ric admission have a 70 times greater risk of suicide
in their first postpartum year. Factors related to deliv-
ery include severe vaginal laceration, while planned
cesarean delivery was negatively associated.
Furthermore, experiencing IPV, including emotional
abuse, physical, and/or sexual violence, seems to be
more likely associated with suicidal thoughts during
pregnancy and after childbirth [92-97].

The role of the multidisciplinary team is cru-
cial in the management of PPD, especially when
it is complicated with personality problems and
multiple family and partner-related problems.

5.4 A Multidisciplinary Team
Approach to Help Ms. V

(See Fig.5.3)

Following a course of six ECTs, Ms. V gradually
improved. Her mood became better, and she
appeared more involved in caring for the infant.
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She continued to breastfeed her baby. She had
sessions with the psychologists which focused on
her earlier traumatic experiences and helped her
in regulating her emotions. The psychologist
used principles of interpersonal therapy and
trauma-focused CBT. In addition, the nursing
and social work team helped her in bonding with
the infant. A detailed assessment of the problems
in bonding using multiple techniques, such as
direct observation of play, video recording of
brief periods of interaction, and the nurse’s obser-
vation in the ward, helped in identifying areas
that needed intervention (see Table 5.3).

With better control of her own emotions, Ms. V
could focus on the infant’s needs and bonding exer-
cises, and techniques such as play and infant mas-
sage helped her in engaging with the infant. Video
feedback and education of appropriate mother-
infant interactions were useful tools in helping Ms.
V identify areas that she needed to work on.

Assessment of the infant’s socio-emotional
development indicated adequate progress. The
infant had however not gained enough weight,
and a pediatric referral was sought for the same.

An important part of her treatment included
involving the partner. Educating him about
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Table 5.3 Assessment of mother-baby interaction

1. Care for the baby’s basic needs
1.1. Is she able to dress her child?
1.2. Is she able to bathe her child?
1.3. Is she able to feed her child?
1.4. Is she able to put her baby to sleep?
2. Affectionate behavior
2.1. Is she able to hold her child affectionately?
2.2. Is she able to comfort her child?
2.3. Does she engage in affectionate gazing?
2.4. Does she try to talk to her child?
2.5. Is she able to cuddle and smile with baby?
3. Significant incidents

3.1. Are there incidents where she is shouting at the
baby?

3.2. Are there incidents where she hits the baby?
3.3. Has the mother tried to smother the baby?

3.4. Has the mother tried to harm the baby in any
other manner?

3.5. Is there any neglect of the baby?

4. Overall assessment of safety
4.1. Is the infant safe with the mother?

5. How does the mother handle separation from the
baby?

6. Was the mother separated from the baby in the last
few days?

Ms. V’s problems and addressing his own
inability to control anger as well as his sub-
stance abuse were useful interventions.
Cultural issues such as gender preference were
also addressed.

5.5 Management of Thyroiditis

and Hypothyroidism

An important part of management was a referral
to the endocrinologist and treating the
hypothyroidism.

5.6 Conclusion and Take-Home

Points

PPD can often be a complex clinical phenomenon
with multiple factors contributing to its etiology
and treatment nonresponse. A biopsychosocial

approach to the understanding of the problem
often helps in identifying the various areas that
need attention. Personality and medical problems
may complicate the presentation and add to pos-
sible risk of suicide or chronicity.

Interventions using a multidisciplinary
approach and addressing the various contributing
factors result in better treatment response.

Unlike other clinical situations in psychiatry,
treatment of PPD involves two people—the
mother and the infant. In fact perinatal psychiatry
is often referred to as mother-infant psychiatry
because the infant forms a very important part of
the interventions.

This case exemplifies several of the above fac-
tors and also emphasizes the need for appropriate
liaison and referrals.
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6.1 Case Study

A 33-year-old female, single, mother of two,
unemployed, a smoker averaging 30 packs per
year, currently on social assistance, presented
with a 10-year history of poorly controlled dia-
betes mellitus; her BMI was >30 kg/m. She had
been seen by a series of specialists and been
tried on various medications for diabetes with
poor effect. She was more recently started on
insulin to better manage her blood sugar levels
out of concerns she would develop significant
peripheral neuropathy. She was reporting pain
in her feet, fatigue, poor concentration, and lack
of motivation. The diabetic nurse worked
intensely with the patient to address dietary
needs and also looked at activation to ensure
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physical activity. She consistently denied any
sadness or hopelessness but would lament on
how she had a lot more energy and achieved
more when she didn’t have diabetes. Her social
supports were limited, and she led a fairly iso-
lated lifestyle when compared to her early adult-
hood years. A referral was made to psychiatry
out of concerns that there may be a history of
depression. On presentation to psychiatry, she
brought both children along with her and
insisted they attended the appointment. It
became abundantly clear that the children had
ADHD from her reports of their school perfor-
mance and disruptive behavior at home. She
went on to talk about a short-lived marriage and
its abusive nature. During the interview, she dis-
closed extensive childhood trauma with neglect
and fears that she would never have enough to
eat, and hence, she would eat as much as she
could when she had food. This explains the poor
response to the dietary intervention, and she
always lived in a state of fear of being deprived.
The children seemed well fed, but there was
very little control that she was able to control on
the children who were aged 13 and 9. On further
probing, it emerged that she ran away from
home and worked in fast-food joints but was
fired when they found she was stealing food.
Following the birth of her first child, she had
anhedonia, poor sleep, poor appetite, and irrita-
bility. This unfortunately seemed to tie in with
marital discord, and, as such, depression was
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never diagnosed. Following this, she was diag-
nosed with diabetes a year later. She endorsed
issues with mood, poor self-esteem, irritability,
poor concentration, sadness, loneliness, and,
over the last 2 years, hopelessness. She denied
at any point in time suicidal thoughts or behav-
ior and tearfully said “I would like to be able to
take care of my children and be a good mom.”
An impression of postpartum onset of major
depressive disorder was made, and patient was
started on antidepressants. Bupropion was cho-
sen, and the patient was followed up both in
psychiatry and a specialized, eating disorders
clinic while having therapy for grief and abuse.
The case above highlights the sometimes very
complicated nature of depression in individuals
with endocrine disorders and the critical need
for a high index of suspicion. Over a period of
time, the patient showed better engagement in
diabetes management, better blood sugar con-
trol, and improved mood, and she was able to
find a job albeit part time. Her blood sugar was
controlled with oral hypoglycemics, and insulin
was discontinued. After 1 year, she reported
good self-esteem; the children were less disrup-
tive and showed better performance in school.

6.2 Epidemiology

6.2.1 Whatls the Epidemiology
of the Depression in Diabetic
Patients?

The comorbidity of diabetes and depression has
long been recognized to exist. The chance of peo-
ple with diabetes to have depression is double
than that of the normal population. Most studies
suggest that one in five people with type 2 diabe-
tes mellitus (T2DM) have depression. A recent
study based on US National Health and Nutrition
Examination Survey (NHANES) 2005-2012
data reported a prevalence of 11% (95% CI 8.9—
12.2%) for clinically relevant depression and 4%
(95% CI 3.4-5.1%) for clinically significant
depression [1].

6.2.2 What Are the Relationships
Between Diabetes
and Depressive Disorders?

Patients with type 2 diabetes experience several
adverse outcomes if they have concomitant depres-
sion. Depression in people with diabetes can result
in increased risk for early mortality, chronic kid-
ney disease as well as microvascular and macro-
vascular complications [2-4]. A prospective
longitudinal study done by Lin and colleagues
suggested that patients with type 2 diabetes had a
36% higher risk of developing microvascular
events such as blindness, end-stage renal disease,
amputations, and renal failure deaths (hazard ratio
1.36 [95% CI 1.05-1.75]) [5]. The risk of macro-
vascular events such as myocardial infarction,
stroke, cardiovascular procedures, and deaths were
24% higher when compared to diabetic patients
without depression (hazard ratio 1.24 [95% CI:
1.0-1.54]) [5]. Cummings et al. recently reported
a significantly higher incidence of stroke (HR 1.57
[95% CI 1.05, 2.33] vs. 1.01 [0.79, 1.30]) and
death due to cardiovascular disorder (1.53 [1.08,
2.17] vs. 1.12[0.90, 1.38]) in people with diabetes
than those without diabetes [2]. According to the
results of ACCORD-MIND trial, diabetes patients
with depression showed a greater cognitive decline
[6]. The effect of depression on the risk of cogni-
tive decline was not affected by the presence of
vascular disease, baseline cognition, age, or con-
trol of vascular risk factors such as hyperglycemia,
hypertension, and dyslipidemia [6] indicating a
direct link between diabetes and depression.
Depression in diabetes has been consistently
linked to mortality [7]. A recent meta-analysis
confirmed that the mortality risk was estimated to
be 76% higher in patients with diabetes and
depression in comparison with diabetic patients
without depression (HR = 1.76, 95% CI 1.45—
2.14). The risk was independent of the presence of
diabetes complications and vascular factors [7].
Coexistence of diabetes and depression can affect
glycemic outcomes, dietary patterns, self-care,
and quality of life in people with diabetes. In addi-
tion, the presence of depression contributes to
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higher utilization of health-care resources, loss of
productivity (at an individual level), inferior qual-
ity of life, and even disability in people with diabe-
tes. These unfavorable health outcomes are
mediated through factors such as inability to
adhere to a healthy diet, poor eating habits, miss-
ing meals, altered sleep patterns, lack of exercise,
weight gain, smoking, inadequate glucose moni-
toring, poor compliance with antidiabetic medica-
tions, and poor glycemic status. Most often,
treatment of depression receives less attention as
more focus is given on optimizing glycemic con-
trol and preventing vascular complications.
Furthermore, depression is frequently missed or
diagnosed very late in patients with diabetes, as
there is an overlap of symptoms. Patients with dia-
betes often complain of fatigue, insomnia, and low
mood, and these symptoms are dismissed as
occurring secondary to diabetes.

6.2.3 Isthere a Causative Link
Between Depression and

Type 2 Diabetes?

The causative link between depression and type 2
diabetes is complex and potentially bidirectional.
Evolving data suggest that both diseases might
be originating from common biological mecha-

nisms [8] (Fig. 6.1). Genetic factors, immune
dysregulation, endocrine consequences of stress,
and disturbances of circadian rhythm have been
proposed as causative factors for diabetes and
depression. A genetic correlation is postulated
as some of the single-nucleotide polymorphisms
related to diabetes have been linked to depression
as well [8]. Epigenetic mechanisms such as DNA
methylation known to alter the metabolic adapta-
tions in the intrauterine environment of the fetus
are also considered to influence the pathogenesis
of both the conditions. Immune-related causes
for diabetes and depression include dysregula-
tion of innate immunity and acute-phase inflam-
matory response. Inflammatory cytokines such as
CRP and interleukin-6 potentiate the apoptosis of
pancreatic f cells and mediate insulin resistance,
triggering the onset of diabetes. Similar immune
dysregulation activates the hypothalamic-pitu-
itary axis, increases oxidative stress in the brain,
and lowers the production of serotonin causing
depression [8]. Chronic stress, HPA-axis dys-
regulation, and resultant hypercortisolemia play
a significant role in the onset of diabetes and
depression. Excess cortisol can not only increase
the release of free fatty acids but also impair the
ability of insulin to transport glucose to the cell
surface. This results in insulin resistance. In addi-
tion, hypercortisolemia can impair hippocampal
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neurogenesis and cause reduction in hippocam-
pal volume [8].

Several factors have been shown to predict the
coexistence of diabetes and depression.
Age < 65 years, female gender, low income,
lower educational level, marital status, sedentary
lifestyle, smoking, body mass index (>30 kg/m),
altered sleep behavior, recent hospitalization,
dyslipidemia, and vascular comorbidities have
been shown to trigger the onset of depression in
people with type 2 diabetes [1].

Depression is often unrecognized in patients
with type 2 diabetes despite the availability of
validated screening tools such as Patient Health
Questionnaire-9 (PHQ-9) [9].

Diagnostic cutoff scores between 8 and 11 are
suggested to diagnose major depression in the
general population [9]. PHQ-9 is now recog-
nized as screening tool for depressive symptoms
in individuals with type 2 diabetes [10]. PHQ-9
was found to have adequate diagnostic proper-
ties for detecting major depressive disorders.
Most studies suggest cutoff scores between 8
and 11 for the diagnosis of depression in patients
with type 2 diabetes. A recent study by Janssen
and colleagues reported a cutoff value of 5 as
this provided a sensitivity of 92.3% and specific-
ity of 70.4% [10]. However this needs further
validation.

6.2.4 Whatls the Treatment
for Depression in Diabetic
Patients?

Treatment of depression is often delayed or not
prioritized in patients with type 2 diabetes.
Significant advances have been made in the phar-
macotherapy of diabetes in the past two decades.
However data on the safety of antidepressant use
in diabetes is conflicting. More research is needed
to analyze the long-term efficacy of non-pharma-
cological interventions such as cognitive behav-
ioral therapy. It is important that physicians be
aware of careful selection of antidepressants in
patients with type 2 diabetes. Many of the side
effects of antidepressants can be exaggerated in

diabetic patients. Use of first-line antidepressants
are associated with side effects such as weight
gain, postural dizziness, urinary retention,
arrhythmias, and sexual dysfunction. This is not
desirable in patients with type 2 diabetes as they
are already on polypharmacy and may experience
postural hypotension and cardiac arrhythmias
due to autonomic neuropathy, sexual dysfunction
due to diabetic neuropathy, and weight gain due
to insulin treatment with insulin and sulfonyl-
ureas. The potential interaction between newer
antidiabetic agents and antidepressants should be
addressed as well. Also, there are concerns that
certain antidepressants might worsen beta-cell
dysfunction, insulin resistance, and hyperglyce-
mia [11, 12]. This is likely mediated by weight
gain. The degree of weight gain differs signifi-
cantly between various antidepressive agents. For
instance, a large-scale population-based study by
Blumenthal and colleagues recently showed anti-
depressants such as bupropion, amitriptyline, and
nortriptyline are associated with less weight gain
compared to citalopram [13].

A Cochrane review published in 2012 con-
cluded that psychological and pharmacological
interventions show moderate benefits on the
management of depression in patients with type 2
diabetes [14]. The conclusions of this meta-anal-
ysis were based on interventions that lasted from
3 weeks to 12 months and outcomes observed for
up to 6 months after treatment. Both cognitive
behavioral therapy and antidepressants have a
statistical significant effect on decreasing depres-
sive symptoms in patients with diabetes
(Table 6.1). Eleven studies evaluated antidepres-
sant therapy and the related outcomes. In terms
of glycemic control, five pharmacological studies
were pooled into a meta-analysis, which showed
a statistical beneficial. Short-term benefits (up to
6 months) on glycemic outcomes (HBAlc) were
observed with the use of antidepressants but not
with psychological interventions. Among the
antidepressants used, serotonin selective inhibi-
tors showed the most benefit. Neither intervention
showed benefit on a long-term glycemic control
(Table 6.1). One may debate that improving
patients’ mood should correlate to an improve-
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Table 6.1 Psychological vs. pharmacological treatment
in patients with type 2 diabetes mellitus and depression

Conclusion

Type 2 diabetes and depression often coexist
and seem to share the same biological path-
ways of origin. More effort is needed to diag-
nose depression in people with diabetes.
Validated questionnaires such as PHQ-9 can
be used even in outpatient settings to screen
diabetic people for depression. More research
is needed to know the long-term metabolic
effects of cognitive behavioral treatment and
antidepressant drugs.

Disclosure Statement None related to this presentation.

Psychological
interventions Antidepressants
Short-term Or2.88;95% CI | Or 2.50;95% CI
depression 1.58-5.25 1.21-5.15;
remission N = 647; 4 trials N = 136; 3 trials
Medium- Or2.49;95% CI | Not studied
term 1.44-4.32
depression N =296; 2 trials
remission
Short-term Showed benefits | Moderate benefit
and but data showed | on short-term
long-term significant Depression
depression heterogeneity severity
severity SMD —-0.61; 95%
CI -0.94 to —0.27;
N =306; 7 trials
SSRI: SMD
—0.39; 95% CI
—0.64 to —0.13;
P =0.003;
n=241; 5 trials
Glycemic Results are Short-term
control heterogeneous glycemic control
and inconclusive. |improved (mean
difference for
HbAlc
—0.4%; 95% C1
—-0.6to —0.1;
N =238; 5 trials
Health- Did not improve | No significant
related significantly (3 benefit (single
quality of trials) trial)
life
(HRQoL)
Adherence Not enough data | No significant
benefit (single
trial)

HRQoL health-related quality of life, SMD standardized
mean difference

Outcomes were analyzed 1-6 months after completion of
treatment regimen

ment in their overall quality of life. However,
there is lack of conclusive data on the effect of
psychological therapy and antidepressants on
quality of life. The beneficial effects of psycho-
logical and pharmacological interventions on
factors such as adherence to antidepressive and
antihyperglycemic ~ medications,  long-term
depression, and long-term glycemic outcomes
need to be studied [14].
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7.1 Chapter Objectives

e Provide an overview of epidemiology and risk
factors for opioid use disorder

e Assess neurobiology and effects of opioids

* Review specific pharmacological and psycho-
social interventions tailored to individual
needs

» Focus on issues related to management of opi-
oid use disorder with comorbid PTSD

7.2  Case Presentation

A 28-year-old female, Jane, is referred by her
family physician to your outpatient addiction
psychiatry practice for assessment of anxiety and
opioid misuse. On history, Jane reports that she
was sexually assaulted in a public restroom
3 years ago. Since then, she avoids public rest-
rooms and does not leave her apartment at night.
She avoids watching television because any news
stories or depictions of assault trigger vivid
images of her trauma. She also endorses frequent
nightmares and insomnia. Jane states that she is
always “on edge” and easily startled. She was
diagnosed with posttraumatic stress disorder
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(PTSD) and prescribed sertraline for her symp-
toms 1 year ago but discontinued the medication
after a month, as she didn’t find that it helped.
Jane first tried hydromorphone, offered by a
friend, a year ago and found that it calmed her, so
she started using 2-3 tablets of 8 mg per day.
Over the last 6 months, her use has increased to
8-10 tablets (64-80 mg) per day. She denies
intravenous or intranasal use. Jane finds it diffi-
cult to control her opioid use, even after losing
her job as a sales associate because she was steal-
ing from her workplace to pay for her hydromor-
phone. She has taken out loans and borrowed
money from family members to sustain her use.
She signed into a detoxification center 6 weeks
ago and experienced significant withdrawal
symptoms such as muscle aches, feeling hot and
cold, diarrhea, nausea, sweating, insomnia,
increased anxiety, and restlessness. She found the
symptoms to be intolerable and left the detoxifi-
cation center after 3 days to resume opioid use.
You diagnose Jane with opioid use disorder and
posttraumatic stress disorder. She has heard about
methadone and would like to explore medication
options to help her discontinue hydromorphone.

7.2.1 What Are Opioids/Opiates?

The term “opiates” and “opioids” have been used

interchangeably throughout the literature. The
term opioids encompass a class of a wide variety
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Table 7.1 Pharmacokinetics of common opioids [2, 3]

Substance Pharmacokinetics Onset (mins) Peak (mins) Duration (h) Half-life (h)
Codeine (PO) Mu agonist 30-60 60-90 34 2-4
Hydrocodone (PO) Mu agonist 30-60 60-90 4-6 4
Oxycodone (PO) Mu agonist 30-60 60-90 34 2-3
Meperidine (PO) Mu agonist 30-60 60-90 24 2-3
Morphine (PO) Mu agonist 30-60 60-90 3-6 2-4
Fentanyl (TD) Mu agonist 12-16 h 24 h 48-72 >24
Methadone (PO) Mu agonist 30-60 2-6h 24-48 8-60
Buprenorphine (SL) Agonist-antagonist 30-60 1-4h 8-12 24-37
Pentazocine (PO) Agonist-antagonist 15-30 60-180 34 2-3

of drugs, both natural and alkaloid compounds
derived directly from the resin of the opium
poppy (termed opiates, including morphine and
heroin) as well as synthetic compounds (includ-
ing oxycodone and hydromorphone). All mem-
bers of the opioid drug class have agonistic
effects on the mu receptor in the brain [1].
Although opioids are prescribed to control pain
and can be used to diminish cough or relieve
diarrhea, they also generate feelings of euphoria,
peacefulness, and sedation that may lead to
someone to continue taking these medications or
drugs despite the development of serious conse-
quences. Opioids have been known to cause such
adverse effects as respiratory depression, which
can lead to death [1]. For the purpose of this
chapter, the term “opioid” will be used to describe
any drug/medication that is an agonist of the mu
opioid receptor in the brain Table 7.1.

7.2.2 How Do You Assess
and Diagnose Opioid Use
Disorder?

Opioid use disorder is described in the DSM-5 as
“a problematic pattern of opioid use leading to
clinically significant impairment or distress, as
manifested by at least two criteria, occurring
within a 12-month period.” These criteria include
such patterns as opioids being taken in larger
amounts or over a longer period than was
intended or a persistent desire or unsuccessful
efforts to cut down or control opioid use. A great
deal of time must be spent in activities necessary
to obtain the opioid, use the opioid, or recover

from its effects or cravings or a strong desire or
urge to use opioids. Recurrent opioid use result-
ing in a failure to fulfill major role obligations at
work, school, or home and continued opioid use
despite having persistent or recurrent social or
interpersonal problems caused or exacerbated by
the effects of opioids are also part of the DSM-5
criteria. Diagnosing opioid use disorder becomes
apparent when important social, occupational, or
recreational activities are given up or reduced
because of opioid use and when recurrent opioid
use occurs in situations in which it is physically
hazardous. Those who continue to use opioids
despite knowledge of having a persistent or
recurrent physical or psychological problem that
is likely to have been caused or exacerbated by
the substance can be thought to be one part of the
criteria for the disorder [4].

Both tolerance and withdrawal are important
components of the criteria for opioid use disor-
der. Tolerance, is defined by either a need for
markedly increased amounts of opioids to
achieve intoxication/desired effect or a when a
markedly diminished effect is achieved with con-
tinued use of the same amount of an opioid. It is
important to note here that this criterion is not
considered to be met for those taking opioids
solely under appropriate medical supervision.
Withdrawal is manifested by a characteristic opi-
oid withdrawal syndrome, which consists of the
presence of either cessation or reduction in opi-
oid use that has been heavy and prolonged or
administration of an opioid antagonist after a
period of opioid use. Withdrawal syndrome also
includes three or more symptoms such as dys-
phoric mood, nausea or vomiting, muscle aches,
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lacrimation or rhinorrhea, pupillary dilation,
piloerection, or sweating. Withdrawal of opioids
or closely related substances may be taken to
relieve or avoid withdrawal symptoms, and it is
important to note that this criterion is not consid-
ered to be met for those individuals taking opi-
oids solely under appropriate medical supervision
as well [4].

While not part of the formal DSM-5 criteria,
assessment for opioid use disorder should also
include completion of a patient’s medical history
including screening for concomitant medical
conditions such as pregnancy and trauma and
infectious diseases such as hepatitis, HIV, and
tuberculosis. A physical examination should be
part of the comprehensive assessment process
along with laboratory tests including complete
blood count, liver function tests, hepatitis C, HIV,
and other sexually transmitted infections. Testing
for pregnancy should be done in women of child-
bearing age [4].

7.2.3 Whatls the Epidemiology
of Opioid Use Disorder?

Opioid use disorder can commence at any age,
but problems with the disorder are most com-
monly observed in adolescence and early 20s [1].
Age of onset is an important predictor of risk and
clinical severity, and age of first use is correlated
with a higher prevalence of dependence and
worsening consequences. Those who are using
opioids as their primary substance of abuse tend
to have an earlier age of onset of any substance
abuse compared with those who may abuse alco-
hol or marijuana first. Age of onset for opioid use
disorder as their primary drug of abuse has also
been found to be much earlier than those who
switch from other substances. Those adolescents
with earlier onset of prescription opioid or heroin
use also have a more rapid progression to injec-
tion heroin use [1].

The 12-month prevalence of opioid use disor-
der is estimated to be around 0.37% among adults
age 18 years and older in community popula-
tions. There are increased prevalence rates in
males compared to females (0.49% versus

0.26%), with the male-to-female ratio typically
being 1.5:1 for opioids other than heroin (e.g.,
those opioids available by prescription) and 3:1
for heroin itself. The number of people using pre-
scription opioids has more than doubled between
1975 and 2008, while marijuana use and alcohol
abuse have decreased or plateaued [1]. The prev-
alence decreases with age, with the prevalence
highest (0.82%) among adults age 29 years or
younger and decreasing to 0.09% among adults
age 65 years and older [4].

While the socioeconomic status of youth
instigating opioid use has increased over time,
the prevalence of opioid addiction is highest in
white males [1]. Among adults, the prevalence
among Native Americans is 1.25%, Asian or
Pacific Islanders is 0.35%, and Hispanics is
0.39%. The 12-month prevalence in European
countries in community populations between the
ages of 15 and 64 years is between 0.1% and
0.8%, and the average prevalence of opioid use
in the European Union and Norway is between
0.36% and 0.44% [4].

Morbidity and mortality in relation to opioid
use have increased since 2001 with a 2.5-fold
increase in mortality from prescription opioids
and a fivefold increase in mortality from heroin
overdose. In the United States, drug overdoses
have surpassed motor vehicle incidents as the
country’s leading accidental cause of death with
prescription opioids accounting for 75% of the
prescription overdoses. Opioids have been one of
the most common drugs used in suicide attempts,
and the prevalence of hepatitis C virus has
become particularly worrisome in those aged
16-21 years [1].

7.2.4 Whatls the Main Mechanism
of Action for Opioids?

Opioid peptides and their receptors are expressed
throughout the pain-related circuits in the central
nervous system and in the brain structures related
to reward and emotion [5]. Neurons originate in a
part of the brain called the arcuate nucleus and
project to two parts of the brain called the ventral
tegmental area (VTA), the site of dopamine cell



70

J.L. Pikard et al.

bodies, and the nucleus accumbens. Opioid neu-
rons release endogenous opioids in the brain,
which mediate natural rewards and are involved
(particularly in the VTA and nucleus accumbens)
in the motivational aspects of dependence and
aversive states [6].

Four different opioid receptors, mu (p), delta
(8), kappa (k), and opioid receptor like-1 (ORL-
1), have been identified so far. Mu receptors in
the VTA are critically involved in reinforcement
and are also involved in drug dependence.
Actions on mu receptor systems also activate
central dopamine reward pathways with mood-
enhancing and euphoric effects. Kappa receptors
induce dysphoria, counteract mu receptors, and
are involved in stress-related drug intake. Delta
receptors are involved in emotional control [6].

Exogenous opioids are also thought to act at
mu, delta, and kappa receptors, most particularly
at mu receptors. Specifically, mu and possibly
delta receptors in the VTA and nucleus accum-
bens mediate the positive reinforcement proper-
ties of exogenous opioids [6]. Even so, some
studies have implicated all four receptors in mul-
tiple behavioral effects including analgesia,
reward, depression, anxiety, and addiction [5].

7.2.5 What Are the Common
Comorbid Medical
and Psychiatric Comorbidities
with Opioid Use Disorder?

Opioid use disorder is associated with multiple
medical and psychiatric comorbidities. Medically,
opioid use has shown slowing of the gastrointes-
tinal tract and decreased gut motility, which has
shown to be the cause of constipation. Opioids
have also been shown to be associated with a lack
of mucous membrane secretions causing dry
mouth. Pupillary constriction may cause visual
disturbances [4].

For those who inject opioids, puncture marks,
called “track marks,” which are sclerosed veins,
may develop into peripheral edema. Some may
start injecting subcutaneously when veins
become severely sclerosed which could lead to
complications such as cellulitis or other infec-

tions such as abscesses. Serious, however rare,
infections such as tetanus and Clostridium botuli-
num can be acquired through contaminated nee-
dles. Other infections from contaminated needles
may occur throughout the body and include con-
ditions such as bacterial endocarditis, hepatitis,
and HIV. Tuberculosis is also common [4].

Mortality rates from infections maybe as high
as 1.5-2% per year. Those who sniff opioids may
irritate the nasal mucosa and even perforate the
nasal septum. Difficulties in sexual functioning
including erectile dysfunction for males or dis-
turbances in reproductive function and irregular
menses in women are common [4].

Psychiatrically, opioid use disorder is often
associated with other substance use disorders,
which may be taken to reduce the symptoms of
opioid withdrawal or cravings for opioids. These
include tobacco, alcohol, cannabis, stimulants,
and benzodiazepines. Those with opioid use dis-
order are also at risk for developing mild to mod-
erate depression that meets the criteria for
dysthymia or major depressive disorder. The
symptoms may even exacerbate a preexisting pri-
mary depressive disorder. Periods of low mood
are common during chronic use and even more so
with psychosocial stressors. Insomnia is common
during withdrawal. Those with antisocial person-
ality disorder more commonly develop opioid
use disorder than those in the general population.
Those with posttraumatic stress disorder also
show increased rates of opioid use disorder. One
significant risk factor for a substance-related dis-
order is a history of conduct disorder in child-
hood or adolescence, especially the development
of opioid use disorder [4].

7.2.6 What Are the Pharmacological
Treatment Options Available
for Opioid Withdrawal
and Relapse Prevention
in Opioid Use Disorder?

Treatment with opioid agonist/antagonist therapy
for opioid withdrawal and relapse prevention has
been found to be more effective than non-phar-
macological interventions or detoxification
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approaches. There are both individual and soci-
etal benefits in the treatment of opioid use
disorder for withdrawal and relapse prevention,
and medications are gaining more widespread
adaptation [1, 7]. Methadone, buprenorphine-
naloxone, and naltrexone continue to show
reduction in opioid withdrawal, relapse, improve
treatment adherence, and decreased overdose in
opioid users [1].

7.2.6.1 Methadone

Methadone is a synthetic long-acting opioid full
agonist, which has high affinity for the mu
receptor. It is known to reach peak levels in
2-6 h after oral ingestion and remains bound to
its receptors for 24-48 h after administration
[8]. It inhibits ascending pain pathways prevent-
ing withdrawal symptoms and decreases opioid
cravings. It also reduces the euphoric effects of
opioid use by maintaining high levels of opioid
tolerance and stabilizes psychosocial function-
ing. In this way, methadone, in once-daily dos-
ing, stabilizes the cycles of euphoria seeking
compounded by opioid withdrawal, which could
lead to a loss of control. This is the concept of
“narcotic blockade” [8].

The general dosage range is between 40 and
100 mg/day, but between 40 and 60 mg/day is
often sufficient to block opioid withdrawal symp-
toms, and higher doses are generally reserved for
craving prevention [6]. Once a stable dose has
been determined, in most cases, the patient is
maintained on this dose without further need for
dose titration. Methadone has proven its effec-
tiveness in the treatment of opioid use disorder
both in terms of treatment retention and opioid
use [7, 8]. In this way, methadone can be used to
treat opioid withdrawal as well as a maintenance
treatment for relapse prevention. Maintenance
treatment is typically 1-2 years but can be
longer.

Notable side effects of methadone include
constipation, excess sweating, drowsiness, and
decreased libido. QT prolongation is also an
adverse effect to be monitored. Interactions with
several medications also metabolized by hepatic
cytochrome P450 (CYP) 3A4 must also be con-
sidered [8].

7.2.6.2 Buprenorphine-Naloxone
Buprenorphine-naloxone (Suboxone) is a sublin-
gual high-affinity partial mu agonist and an antag-
onist at the kappa receptor. Due to its partial
agonist properties, there is a ceiling to its agonist
effect including analgesia and respiratory depres-
sion, and so buprenorphine-naloxone appears to
be safer in overdose compared to methadone.
However, if given in the presence of opioids,
withdrawal will occur. The usual dose of
buprenorphine-naloxone is between 8 and 24 mg
daily; however it has been found to be less effec-
tive than methadone at doses above 60 or 80 mg,
and thus, methadone may be more appropriate for
patients who are dependent on large doses of opi-
oids [8]. Like methadone, buprenorphine-nalox-
one can be used for withdrawal as well as relapse
prevention [6]. Patients who have failed at
buprenorphine-naloxone treatment may be
switched to methadone maintenance treatment;
however switching from methadone to buprenor-
phine is clinically more difficult [9]. Side effects
of buprenorphine-naloxone include headache and
the more common opioid-related side effects such
as constipation, sweating, and decreased libido.

Some of the indications for buprenorphine-
naloxone treatment as opposed to methadone
include patients with prolonged QTc interval or
those at higher risk for methadone toxicity. Those
who might be at a higher risk for toxicity might
be elderly patients or those taking benzodiaze-
pines or other sedating drugs, those with heavy
alcohol consumption, COPD or other respiratory
illness, and patients with lower tolerance to opi-
oids (e.g., on codeine or less than daily opioid
use). Also, patients with good prognoses who
may be able to successfully taper off opioid ago-
nist treatment after 6-12 months may benefit
from this treatment. Literature indicates that
buprenorphine-naloxone has a milder withdrawal
syndrome and may be easier to discontinue than
methadone treatment.

7.2.6.3 Naltrexone

Naltrexone is another pharmacological option
available in the treatment of opioid use disorder. It
is a high-affinity opioid receptor antagonist that
causes a potent blockade of opioid effects. It is a
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derivative of naloxone and has an affinity for the
mu receptor that is 20 times that of morphine [8].
It blocks the euphoric effects of opioids, which
diminishes its reinforcing aspects. It is prescribed
as oral formulation in which peak plasma concen-
tration is achieved within 1 h, and antagonistic
effects can last for up to 72 h. In the United States,
it is also available as an extended-release intra-
muscular formulation administered on a monthly
basis. Opioid antagonists have no addictive poten-
tial or tolerance. It is used in highly motivated
individuals or those bound to adhere to treatment
to help with relapse prevention [8].

When deciding on a treatment regimen with
their patients, clinicians need to take into consid-
eration factors such as patient preference, previ-
ous history of treatment, and treatment setting
when deciding between the use of methadone,
buprenorphine-naloxone, and naltrexone while
making a shared decision with each patient about
treatment of addiction involving opioid use [10].

7.2.7 What Other Options Could
Have Been Used to Treat
Opioid Withdrawal When Jane
Was in the Inpatient
Detoxification Facility?

Opioid withdrawal management with medications

is recommended over abrupt cessation of opioids. A
thorough medical history and physical examination

Table 7.2 The subjective opioid withdrawal scale [11]

focusing on signs and symptoms associated with
opioid withdrawal should be part of clinical man-
agement. Validated clinical scales that measure
withdrawal symptoms such as the Clinical Opiate
Withdrawal Scale (COWS) or Subjective Opioid
Withdrawal Scale (SOWS) may be used to assist in
the evaluation of opioid withdrawal [11].

The COWS is an 1l-item scale that can be
used to reproducibly rate common signs and
symptoms of opioid withdrawal and assess the
level of physical dependence on opioids. It
includes signs/symptoms such as resting pulse
rate, gastrointestinal upset, sweating, tremor,
restlessness, yawning, pupil size, anxiety/irrita-
bility, bone/joint aches, piloerection, and rhinor-
rhea/epiphora. The SOWS is a 16-item scale
answered by the patient seen in Table 7.2. Mild
withdrawal would be considered a score of 0-10,
moderate withdrawal 11-20, and severe with-
drawal 21-30 [11].

7.2.8 Clonidine

There is some evidence to support off-label use of
the medication clonidine for the treatment of opi-
oid withdrawal, although it is not approved by the
Food and Drug Administration (FDA) in the United
States. Clonidine may be used orally or transder-
mally at doses of 0.1-0.3 mg every 6-8 h up to a
maximum dose of 1.2 mg daily as part of treatment
for opioid withdrawal symptoms. It acts centrally

Not at all A little Moderately Quite a bit Extremely
I feel like anxious 0 1 2 3 4
I feel like yawning 0 1 2 3 4
I’'m perspiring 0 1 2 3 4
My eyes are tearing 0 1 2 3 4
My nose is running 0 1 2 3 4
I have goose flesh 0 1 2 3 4
I am shaking 0 1 2 3 4
My bones and muscles ache 0 1 2 3 4
I feel restless 0 1 2 3 4
I feel nauseous 0 1 2 3 4
My muscles twitch 0 1 2 3 4
I have cramps in my stomach 0 1 2 3 4
I feel like shooting up now 0 1 2 3 4

Maximum score = 64
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via alpha-2 adrenergic receptors as an antihyper-
tensive agent to suppress withdrawal symptoms
such as vomiting, diarrhea, cramps, and sweating
when an opioid is stopped abruptly [6]. The maxi-
mum amount of clonidine is often limited by its
hypotensive effects. However, it does not reduce
other symptoms of opioid withdrawal such as
insomnia, distress, and drug cravings and therefore
can be combined with symptomatic treatment for
withdrawal such as nonsteroidal anti-inflammatory
medications (NSAIDs) for pain, loperamide for
diarrhea, benzodiazepines for anxiety, and ondan-
setron or other agents for nausea.

Other treatment options for opioid withdrawal
in an inpatient setting include using methadone
where a tapering schedule could be used begin-
ning at doses between 20 and 30 mg per day,
decreasing daily with discontinuation of the drug
in 6-10 days. The use of buprenorphine and low
dose oral naltrexone has shown promise to man-
age withdrawal in and inpatient setting, but more
research is required before they can be accepted
into standard practice [10].

7.2.9 IsThereaRole

for Psychosocial Treatment
in Conjunction

with Medications

for the Treatment of Opioid

Use Disorder?

Psychosocial treatment is recommended in combi-
nation with any of the above medication options to
treat opioid use disorder. Psychosocial interven-
tions can vary from psychosocial needs assess-
ment, supportive counselling, and referrals to
community services [10]. Standardized approaches
used in adjunctive counselling can include (1)
motivational interviewing which is a directive,
patient-centered approach that focuses on chang-
ing unhealthy behavior by enhancing intrinsic
motivation to change by exploring and resolving
ambivalence; (2) cognitive behavioral therapy
(CBT), a structured, goal-directed, problem-
focused therapy centering on identification and
modification of thoughts contributing to drug use;
and/or (3) intensive outpatient treatment programs
constituting a higher level of care with participa-

tion in group therapy and individual counselling
on a more frequent basis [8].

7.2.10 What Pharmacological
Interventions Are Used
to Treat PTSD?

The Canadian Clinical Practice Guidelines for
the Pharmacological Management of Anxiety,
Posttraumatic Stress, and Obsessive-Compulsive
Disorders were developed to assist clinicians and
other health-care workers with diagnosis and
treatment of anxiety and related disorders and to
provide  evidence-based = recommendations.
Table 7.3 outlines the recommended first-line,
second-line, third-line, adjunct, and not recom-
mended treatments as provided by the Canadian
Clinical Practice Guidelines for PTSD [12].

Table 7.3 Recommendations for the pharmacological
treatment of PTSD from the Canadian clinical practice
guidelines for anxiety, PTSD, and OCD [12]

First line Fluoxetine Sertraline

Paroxetine Venlafaxine
XR

Second line Fluvoxamine | Phenelzine
Mirtazapine | —

Third line Amitriptyline | Aripiprazole
Bupropion Carbamazepine
SR
Buspirone Desipramine
Duloxetine Escitalopram
Imipramine Lamotrigine
Memantine Moclobemide
Quetiapine Reboxetine
Risperidone | Tianeptine
Topiramate Trazodone

Adjuncts (second Eszopiclone | Risperidone

line) Olanzapine -

Adjuncts (third Aripiprazole | Gabapentin

line) Clonidine Levetiracetam
Pregabalin Quetiapine
Reboxetine Tiagabine

Adjuncts (not Bupropion Topiramate

recommended) SR
Guanfacine Zolpidem

Not recommended | Alprazolam Citalopram
Clonazepam | Desipramine
Divalproex Olanzapine
Tiagabine -
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7.3  Case Presentation
After an informed discussion, Jane consents to a
trial of buprenorphine-naloxone. You arrange to
see her in 3 days. Urine drug testing comes back
positive for hydromorphone. She reports 48 hours
of abstinence, endorses symptoms of opioid with-
drawal, and scores high on the Clinical Opiate
Withdrawal Scale (COWS). Her starting dose was
4 mg of buprenorphine-naloxone. Over the next
2 weeks, the dose is gradually increased to 12 mg,
and she remains on this dose for 3 months. She is
eventually able to discontinue hydromorphone use.
During one of her follow-up visits, Jane
informs you that she is pregnant and would like
to discuss the safety of buprenorphine-naloxone
treatment during pregnancy.

7.3.1 What Particular Issues Need
to Be Considered

in the Management

of a Pregnant Woman

with Opioid Use Disorder?

Treatment of women who are pregnant with opi-
oid use disorder improves both maternal and fetal
outcomes [13]. Pregnant women physically
dependent on opioids should receive treatment
using methadone or buprenorphine monoproduct
(Subutex) versus withdrawal management or
abstinence as detoxification gives potential risks
to both mother and fetus [14]. Methadone, how-
ever, remains the standard of care. Where there is
some evidence of safety, there is insufficient evi-
dence to recommend the combination buprenor-
phine-naloxone formulation at this time.

The pharmacokinetics of methadone is
affected by pregnancy with the need for increased
or split dosing required as the pregnancy pro-
gresses due to larger plasma volume and
decreased plasma protein binding as well as
increased methadone metabolism during preg-
nancy. As a result of this, the dose may need to be
increased during pregnancy, and women may
experience mild withdrawal symptoms unless
dose adjustment is accounted for. Methadone
crosses the placenta with approximately 31%

reaching the fetus at term. Adverse effects of
methadone during pregnancy include nausea,
constipation, and reduction in fetal heart rate
variability with the less common effects of QT
prolongation, somnolence, and respiratory
depression but usually at doses higher than
100 mg/day [13].

Buprenorphine  monoproduct  (sublingual
preparation) a partial mu agonist and k antagonist
does not require the same dose adjustment during
pregnancy and therefore can be a more conve-
nient substitute to methadone although is consid-
ered to be an alternative to methadone by the
American  College of Obstetricians and
Gynecologists [14]. Mothers being treated with
methadone or buprenorphine monoproduct for
opioid use disorder should be encouraged to
breastfeed, and pregnant women with opioid use
disorder should be cared for by both an obstetri-
cian and addiction specialist [10].

The prevalence of opioid use disorder among
women who are pregnant has increased more
than fourfold since 2002. The use of opioids
during pregnancy can lead to such complica-
tions as increased rates of placental abruption,
intrauterine fetal demise, preterm delivery, and
a higher likelihood of having a low-birth weight
baby [13]. The incidence of neonatal opioid
withdrawal syndrome (NOWS) has risen since
the year 2000, and an estimate of 5.9% of
women use illicit drugs during pregnancy. With
marijuana being the most common substance of
abuse, prescription opioids, stimulants, heroin,
and psychotropic drugs follow. It is proposed
that women who use opioids during pregnancy
may not obtain prenatal care, and therefore
many neonates who are exposed to opioids in
utero are at risk for NOWS. Previous studies
have shown that between 21% and 94% of neo-
nates exposed to opioids in utero will develop
withdrawal signs and symptoms that are severe
enough to warrant pharmacological treatment
once born [14].

Neonatal opioid withdrawal syndrome may
develop based on the timing and quantity of the
opioids transferred into the developing brain of
the fetus. Several scales have been developed to
assess the neonate’s withdrawal signs and symp-
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toms. Withdrawal scales such as the Lipsitz
Withdrawal Scale consists of assigning a score of
0-3 for each of the following 11 symptoms:
tremors, irritability, reflexes, stool, muscle tone,
skin abrasions, tachypnea, sneezing, yawning,
vomiting, and fever. A score of greater than 4 is
required to administer medication to the neonate
and is scored every 3 h.

The Modified Finnegan Neonatal Assessment
Tool (see Table 7.4) includes scores for central
nervous system disturbances such as sleeping
after feeding, hyperactive Moro reflex, continued
or excessing high-pitched crying, or increased
muscle tone/excoriation/myoclonic jerks/gener-
alized convulsions; metabolic/vasomotor or
respiratory disturbances such as mottling, sweat-
ing, sneezing, nasal flaring/stuffing; and gastroin-
testinal disturbances such as excessive sucking or
poor feeding, regurgitation versus projectile
vomiting, and loose stools versus watery stools
[15, 16]. It is scored within 2 h of life and contin-
ues to be scored every 4 h to determine if phar-
macotherapy should be used for neonatal
withdrawal. Pharmacotherapy should be initiated
when a score of 8 or greater is achieved or when
the sum of 3 consecutive Finnegan scores is 24 or
greater. Non-pharmacotherapy could include
swaddling, rocking, minimal sensory or environ-
mental stimulation, temperature stability, or
feeding.

The treatment for neonatal opioid withdrawal
has historically been a combination of opium
with alcohol. Formulations of morphine, metha-
done, and, most recently, buprenorphine are cur-
rently used. Morphine appears to be the most
commonly used and is administered every 3—4 h
due to its short half-life, and while there is no
evidence of current optimal oral morphine regi-
men, the safe average dose is between 0.06 and
0.24 mg/kg/day [17] based on the Finnegan
score. Methadone’s longer half-life may allow
for outpatient therapy; however further studies
are warranted to determine treatment regimens
and comparisons with other treatments currently.
Buprenorphine also has limited data but has
shown a shorter hospital length of stay; however
in the literature, infants required adjunct therapy
with phenobarbital, and more studies are also

Table 7.4 Modified finnegan score [15]

Central nervous system dysfunction

High-pitched cry
High-pitched cry >2 h
Sleeps less than 3 h after feeding

Sleeps less than 2 h after feeding
Sleeps less than 1 h after feeding

Mild tremors when disturbed

Marked tremors when disturbed

Mild tremors when undisturbed

Marked tremors when undisturbed

Increased muscle tone

Excoriation of the skin

Myoclonic jerks in sleep

NIW = N AW = W= W N

Generalized convulsion

Autonomic dysfunction

Sweating

Temperature 37.5-38.0 degrees C

Temperature > 38 degrees C

Frequent yawning
Mottling
Nasal stuffiness

— == N ==

Sneezing

Gastrointestinal dysfunction

Frantic sucking

Poor feeding

Regurgitation

Projectile vomiting

Loose stools

W W NN =

Watery stools

Respiratory dysfunction
Tachypnea >60/min

—

Tachypnea >60/min with retractions 2

Total score (minimum 0, maximum 37)

Table 7.5 Methadone versus buprenorphine in neonatal
opioid withdrawal syndrome [17]

Methadone

Full mu receptor agonist

Buprenorphine

Partial mu receptor
antagonist

Possible slower time to
withdrawal

Possible faster time to
withdrawal

Increased severity with
benzodiazepines

Lower peak Finnegan
scores

Shorter hospital stays

Shorter duration of
treatment

required before it is to become the mainstay of
treatment Table 7.5.
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7.3.2 How Would You Assess
and Manage Comorbid
Psychiatric Disorders
in Individuals with Opioid Use
Disorder?

Firstly, a comprehensive assessment focusing on
mental health status should evaluate whether the
patient is stable. A clinician should consider hospi-
talization and immediate referral for treatment as
an inpatient if one presents with suicidal or homi-
cidal ideation for safety. Careful monitoring of
medications will be required in patients with a his-
tory of suicidal ideation or attempts. Reassessment
of psychiatric disorders using a detailed mental
status examination should occur after stabilization
with methadone, buprenorphine-naloxone, or nal-
trexone. Pharmacotherapy can be used in conjunc-
tion with psychosocial interventions in patients
with opioid use disorder and a comorbid psychiat-
ric disorder, with particular attention to potential
interactions between medications being used to
treat comorbid conditions.

7.3.3 Whatls the Etiological
Relationship Between PTSD
and SUD and Related
Neurobiological Factors
in Comorbid PTSD and SUD?

Posttraumatic stress disorder (PTSD) and sub-
stance use disorder (SUD) are common and well-
recognized psychiatric disorders with common
comorbidities. Among individuals with SUD, the
lifetime prevalence of PTSD ranges from
25-52% with the prevalence of PTSD being
between 15% and 42% [18]. Those with both dis-
orders tend to have a more severe clinical profile
than those with either disorder alone and tend to
have a lower general functioning, poorer well-
being, and worse outcome across a variety of
measures. Comorbidity with PTSD and SUD is
associated with poorer treatment adherence and
shorter periods of abstinence from substances
than having SUD alone.

Several theories have been offered to explain
the nature and high comorbidity of PTSD and
SUD. One theory postulates that with the
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increased use of substances, one might be more
vulnerable to the exposure of a trauma. A second
theory describes that those with PTSD tend to
self-medicate with substances eventually leading
to a substance use disorder, known as the “self-
medication hypothesis.” A third relates the two
disorders as stemming from two separate but
shared etiologies with common risks including
personality traits such as impulsivity, genetic fac-
tors, and environmental factors such as trauma
[18]. Coping styles and emotional (dys)regula-
tion are also factors that could contribute to an
individual developing either PTSD or SUD.

7.3.4 Whatls “Seeking Safety”
and Discuss Its Role
as a Psychosocial Intervention
in Women with PTSD
and Comorbid Substance Use
Disorder (SUD)?

Seeking Safety is one of the first empirically
studied, integrative treatment approaches devel-
oped specifically for those with a dual diagnosis
of posttraumatic stress disorder and substance
use disorder. It is a manual-based 25-topic cog-
nitive behavioral group therapy protocol treat-
ment with evidence to support significant
improvements in substance use, trauma-related
symptoms, suicide risk, suicidal thoughts, social
adjustment, family functioning, problem solv-
ing, depression, cognitions about substance use,
and didactic knowledge related to the treatment
in patients with PTSD and comorbid substance
use disorder [19].

The model was specifically designed for com-
plex trauma clients with comorbid conditions
with a list of over 80 safe coping skills applied to
the disorders. These sessions can be conducted in
any order and in a wide range of settings, which
allow for its flexibility. Each topic has multiple
handouts, and the patient can be invited to choose
commitments (homework) that are meaningful
for them, instilling a sense of success and accom-
plishment [20]. It has been shown in a wide range
of the literature to be an effective treatment
modality for those with a dual diagnosis of PTSD
and substance use disorder.
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7.4  Summary

Opioid use disorder is a problematic pattern of
opioid use leading to clinically significant impair-
ment or distress resulting in social and/or occupa-
tional impairment. The 12-month prevalence of
opioid use disorder is estimated to be around
0.37% among adults age 18 years and older in
community populations. The most commonly
used opioids for pain management act on mu opi-
oid receptors for analgesic effects. Actions on mu
receptor systems also activate central dopamine
reward pathways with mood-enhancing and
euphoric effects.

Treatment with opioid agonist therapy or
antagonist therapy is more effective than non-
pharmacological interventions or detoxification
approaches in opioid use disorder. Medication
options include (1) methadone, a long-acting mu
opioid full agonist; (2) buprenorphine-naloxone,
a sublingual partial mu agonist; and (3) naltrex-
one, a high-affinity opioid receptor antagonist
that causes a potent blockade of opioid effects.
There is evidence to support off-label use of
clonidine for the treatment of opioid withdrawal
symptoms. Psychosocial treatment is recom-
mended in combination with any of the medica-
tion options to treat opioid use disorder.

Pregnant women physically dependent on opi-
oids should receive treatment using methadone
(standard of care) or buprenorphine monoproduct
versus withdrawal management or abstinence.
Care for women who are pregnant with opioid
use disorder should be provided by both an obste-
trician and addiction specialist. Neonatal opioid
withdrawal syndrome can be clinically scored
using several scales, and infants suffering from
withdrawal are best treated with morphine until
their symptoms dissipate.

Pharmacotherapy can be used in conjunction
with psychosocial interventions in patients with
opioid use disorder and a co-occurring psychiatric
disorder, with attention to potential interactions
between medications being used to treat the co-
occurring conditions. First-line medications for
treatment of PTSD include fluoxetine, paroxetine,
sertraline, and venlafaxine XR. Posttraumatic
stress disorder (PTSD) and substance use disorder
(SUD) are common and well-recognized psychi-

atric disorders with common comorbidities.
Seeking Safety is a manual-based 25-topic cogni-
tive behavioral group therapy protocol treatment
with evidence to support significant improve-
ments in substance use and trauma-related symp-
toms in individuals with PTSD and comorbid
substance use disorder.

Disclosure Statement “The authors have nothing to
disclose.”
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A Complex Case of Stimulants
and Related Pathologies

Sarah Penfold, Jennifer L. Pikard,
and M. Nadeem Mazhar

8.1  Case Presentation

A 26-year-old patient, John, is referred to your
outpatient psychiatric clinic by his family physi-
cian for diagnostic clarification and treatment rec-
ommendations. John is currently on probation,
having been released from jail 2 months ago, fol-
lowing a 6-month incarceration for assault.

John has a history of attention deficit hyperac-
tivity disorder (ADHD), diagnosed by a child psy-
chiatrist when John was 7 years old. John was
treated with methylphenidate throughout elemen-
tary school, but he stopped taking the medication
in grade 9 when he felt it was no longer effective.

In grade 12, John was expelled from school
because of frequent truancy and aggressive
behaviors. He went on to work in construction
but rarely lasted a few months on a job before
being fired or laid off. Former co-workers and
bosses have told John that he has “anger prob-
lems” and “problems with authority.”

John first started using cocaine when he was
18 years old. He would initially snort cocaine
powder and later went on to smoking ‘“crack
cocaine.” John spent $300,000 of an inheritance
on cocaine use in less than a year. He has strug-
gled financially since then and has resorted to
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selling drugs, theft, and recently prostitution to
fund his addiction.

For the last 2 years, John has been smoking and
injecting methamphetamine. He describes a pat-
tern of “binging” for several days, “crashing” for
2-3 days, and then repeating the cycle of use. He
has not had any prolonged periods of abstinence
from stimulant use, aside from his time in prison.

John reports feelings of “depression” and low
motivation during brief periods of abstinence
and/or withdrawal. Six months ago, John was
brought to the hospital by police and admitted for
5 days because he believed that the government
was using helicopters and drones to spy on him.

While John recognizes that he has a problem,
previous attempts to control or decrease his
methamphetamine use have been unsuccessful.
You diagnose John with stimulant use disorder,
amphetamine-type, and ADHD.

8.2  Discussion

Stimulants, also called psychostimulants, are
defined as a class of substances that stimulate the
central nervous system (CNS), leading to effects
such as excitation, elevated mood, and increased
alertness [1].

In the Diagnostic and Statistical Manual of
Mental Disorders, 5Sth Edition (DSM-5), stimulants
include cocaine, amphetamines, and amphetamine-
type substances, such as dextroamphetamine,
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methamphetamine, ephedrine, and methylpheni-
date, as well as plant-derived stimulants, such as
khat. Bath salts are a synthetically prepared sub-
stance, which is an amphetamine stimulant similar
to khat. These stimulants may be taken either orally
nasally or intravenously, and many prescription
substances are sold on the black market. The effects
of amphetamines and other stimulants are similar
to that of cocaine. Cocaine may be taken in many
preparations (e.g., coca leaves, freebase, and
crack), and each varies in levels of potency, speed
of onset, and purity. Alterations with levamisole
which has significant lethality have been reported
recently [2].

While substances such as caffeine and nico-
tine stimulate the CNS and are, therefore, classi-
fied as psychostimulants, the DSM-5 separates
them into their own diagnoses in the substance
use disorder classification [2]. This is likely due
to the fact that the clinical features of intoxica-
tion, withdrawal, and disordered use of caffeine
and nicotine differ significantly from the clinical
picture associated with cocaine and amphet-
amine-type substance use disorders.

8.2.1 Diagnosis of Stimulant Use

Disorder According to DSM-5

Stimulant use disorder is defined, according to
the DSM-5, as “a maladaptive pattern of stimu-
lant use causing clinically significant impair-
ment or distress.” As with other substance use
disorders in the DSM-5, the diagnosis is applied
if a patient has two or more of the following
symptoms, occurring within a 12-month period:
recurrent stimulant use resulting in a failure to
fulfill major role obligations, recurrent stimulant
use in situations where it is hazardous, or contin-
ued use despite persistent or recurrent social/
interpersonal problems associated with stimu-
lant use.

Two particular criteria that are important to
the diagnosis of substance use disorder include
tolerance and withdrawal. Tolerance is defined
either by a need for increased amounts of the
stimulant in order to achieve intoxication or
desired effect or a diminished effect with contin-
ued use of the same amount of the stimulant.

Withdrawal is manifested by a characteristic
withdrawal syndrome, which includes symp-
toms such as dysphoric mood, fatigue, vivid or
unpleasant dreams, insomnia or hypersomnia,
increased appetite, or psychomotor retardation
or agitation. It is important to know that the cri-
teria for tolerance and withdrawal are not con-
sidered to be met for those taking stimulant
medications under  appropriate  medical
supervision.

Other criteria for stimulant use disorder
include using increasing quantities of the sub-
stance over a longer period of time than intended;
persistent desire or unsuccessful attempts to
decrease or control use; spending significant time
acquiring, using, or recovering from the effects
of stimulants; giving up on or limiting important
activities in favor of using stimulants; continued
use despite knowledge of ongoing physical or
psychological harm caused by or worsened by
stimulants; and craving or strong desire or urge to
use stimulant(s) [2].

8.2.2 Prevalence of Stimulant Use
and Stimulant Use Disorder

Results from the 2008 National Survey on Drug
Use and Health (NSDUH) reported a lifetime prev-
alence of cocaine use in the United States of 14.7%;
0.7% of survey respondents reported cocaine use in
the past month [3]. With regard to nonmedical
amphetamine-type  substance use, NSDUH
reported a lifetime prevalence of 8.5%; 0.4% of
respondents were current (past month) users [3].

With regard to stimulant use disorder, the
12-month US prevalence is estimated to be 0.3%
and 0.2%, for cocaine and amphetamine-type
substances, respectively [2]. Rates of stimulant
use disorder are higher in men (0.4%) as com-
pared to women (0.1%) [1]. Male to female ratio
of intravenous stimulant use is 3:1 or 4:1, but
rates become more balanced among non-injec-
tion users. Those aged 18-29 years have a
12-month prevalence of 0.4% compared to
45-64-year-olds (0.1%). High school children
using illegal prescription stimulants occurred in
5-9% with 5-35% of college-age people report-
ing use over the past year [2].



8 A Complex Case of Stimulants and Related Pathologies 81

8.2.3 Main Risk and Prognostic
Factors for Stimulant Use
Disorder

According the DSM-5, comorbid psychiatric con-
ditions such as ADHD, bipolar disorder, schizo-
phrenia, antisocial personality disorder, and other
substance use disorders increase the risk for
developing a stimulant use disorder. Growing up
in an unstable home environment, exposures to
community violence during childhood, and social
association with dealers and stimulant users have
been identified as environmental risk factors.
Stimulant use disorder affects all ethnic, socio-
economic, gender, and age groups [2].

8.2.4 The Neurophysiologic
Mechanism of Stimulants

Cocaine and amphetamine-like substances increase
monoamine (dopamine, serotonin, and norepineph-
rine) neurotransmitter activity, though their mecha-
nisms of action differ [4]. The properties of cocaine
and amphetamine-type substances quickly pene-
trate the blood-brain barrier. Through competitive
inhibition, cocaine functions as a monoamine reup-
take inhibitor, increasing synaptic availability of
neurotransmitters by preventing their reuptake
across the presynaptic membrane [5].

The mechanism of amphetamine-type sub-
stances involves reversal, rather than blockade,
of monoamine transport across the presynaptic
membrane; neurotransmitters are released into
the synapse, in exchange for amphetamine, which
is taken up by the transporter [4]. Once inside the
cell, amphetamines potentiate redistribution of
neurotransmitters, from intracellular vesicles into
the cytosol; proposed mechanisms for this effect
include amphetamine acting as a substrate at the
vesicular monoamine transporters or disrupting
vesicular pH gradient by acting as a weak base
[5]. In addition, amphetamines enhance mono-
aminergic transmission via inhibition of mono-
amine oxidase (MAO) and by increasing the
activity of tyrosine hydroxylase, the rate-limiting
dopamine synthetic enzyme [5].

As with other potential substances of abuse,
the pleasurable and rewarding, and therefore

reinforcing, effects of stimulants involve the dopa-
minergic pathways of the CNS reward circuit, com-
prised of the ventral tegmental area, the nucleus
accumbens, and the prefrontal cortex [4]. Stimulants
exert their effects, then, via transient increases in
dopamine availability throughout this pathway,
which is called the “brain reward pathway” [5].
Norepinephrine and serotonin levels in the
nucleus accumbens are also increased following
administration of stimulants, though the role of
these neurotransmitters in behavioral reinforce-
ment of stimulant use is poorly understood and
thought to be far less central than dopamine [5].

8.2.5 Clinical Features of Stimulant
Intoxication, Withdrawal,
and Overdose
and the Features of Chronic
Stimulant Use

In the acute phase of stimulant intoxication, rapid
release of neurotransmitters leads to euphoria,
increased energy and libido, elated mood, and
increased self-confidence [4]. The acute adrenergic
effects of stimulants lead to increased heart rate and
blood pressure, in a dose-responsive manner; esca-
lating doses can intensify euphoria but increase the
likelihood of unpleasant effects such as insomnia,
irritability, confusion, panic attacks, paranoia and
hallucinations, impulsivity, and grandiosity [4].
Adverse adrenergic effects, such as hyperpyrexia,
hyperreflexia, tremor, diaphoresis, tachycardia,
hypertension, and tachypnea, can also occur [6].

Stimulant withdrawal manifestations include
hypersomnolence, increased appetite, depres-
sion, lethargy, fatigue, anxiety, irritability, and
intense stimulant cravings [7].

Manifestations of stimulant overdose include
respiratory failure, cardiac ischemia or arrhyth-
mias, seizures, cerebral infarct or hemorrhage,
and rhabdomyolysis [6].

It is estimated that 10-15% of stimulant users
will eventually become dependent [8]. Chronic
stimulant use is often characterized by binge-
abstinence cycles. Up to half of chronic stimulant
users report psychotic symptoms, which can per-
sist for years following abstinence [9]. Common
psychotic symptoms include persecutory delusions
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and tactile hallucinations (called “formication”).
Some users will repetitively pick at their skin in
response to tactile hallucinations, and some engage
in “punding,” a behavior characterized by compul-
sive involvement in mechanical tasks such as col-
lecting, sorting, and assembling and disassembling
objects [10].

8.2.6 Potential Medical
Complications Associated
with Stimulant Use Disorder

Stimulant abuse has potential adverse effects on
all organ systems. These widespread effects are
mediated by one, or more, of the following mech-
anisms: excess nervous system stimulation (pri-
marily  through increased dopaminergic,
glutaminergic, and adrenergic activity), ischemia
(through vasoconstriction, vasospasm, endothe-
lial damage, and clotting effects), direct toxicity,
and other mechanisms [4].

Neurological complications of stimulant
abuse include seizures, hemorrhagic and non-
hemorrhagic strokes, and movement disorders
such as acute dystonia and akathisia. Within the
cardiovascular system, infarctions, arrhythmias,
myocarditis, and cardiomyopathy can occur.
Respiratory hazards include pulmonary edema
and respiratory failure. Renal failure can occur
secondary to rhabdomyolysis and/or direct toxic-
ity. Reproductive complications, such as placen-
tal abruption and low birth weights, have been
associated with stimulant abuse [11].

Lifestyle factors related to stimulant use
disorder can also affect physical health. The
combination of neglect, bruxism, high sugar
intake, and malnutrition can lead to a condition
known as “meth mouth,” characterized by gin-
gival recession, periodontal decay, and dental
caries [12].

Stimulant abuse is associated with sexual risk-
taking behaviors, such as unprotected sex and
exchanging drugs for sex, thus placing users at
higher risk of sexually transmitted infections
[13]. Impulsivity and involvement in illegal
activities may also increase the risk of suffering
injuries related to physical violence.
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A number of medical complications of stimu-
lant abuse relate to routes of administration.
Intravenous (IV) use increases the risk of infec-
tious diseases such as HIV, HCV, and HBV, and
snorting can lead to sinus infections and nasal
septum perforations.

Case Presentation
Continuation

8.3

John occasionally borrows or buys methylpheni-
date from friends with prescriptions. John reports
that methylphenidate improves his energy levels,
focus, and overall well-being. He insists that he
would not use street drugs if he was prescribed
with methylphenidate or some other stimulant
medications.

The Role of Prescribed
Psychostimulant Medications
for the Treatment

of Stimulant Use Disorder

8.3.1

A 2013 Cochrane review studied the efficacy
of psychostimulants, including dexamphet-
amine, methylphenidate, and modafinil, in the
treatment of amphetamine abuse or dependence.
Psychostimulants did not reduce amphetamine use
or amphetamine craving, nor did they increase the
likelihood of sustained abstinence. There is cur-
rently no evidence to support psychostimulants as
replacement therapy for amphetamine abuse or
dependence [14].

8.3.2 IsitPossible that John’s Risk
of Stimulant Use Disorder
was Increased by the Fact
That He was Prescribed

with Stimulants for ADHD

in Childhood?

Alarge-scalelongitudinal study, the Massachusetts
General Hospital (MGH) Longitudinal Studies of
ADHD, found that children diagnosed with
ADHD treated with stimulants were significantly
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less likely to develop addictive disorders [15].
Based on current evidence, it does not appear that
stimulants, when taken as prescribed, lead to
abuse; in fact, some studies suggest that treating
children diagnosed with ADHD with stimulants
may help reduce the risk of subsequent substance
use disorder later in life [16].

8.3.3 What Is the Relationship
Between ADHD
and Substance Use Disorders?

ADHD is an independent risk factor for sub-
stance use disorders [16]. Longitudinal studies
have estimated that children diagnosed with
ADHD are twice as likely to go on to develop
a substance use disorder, as compared to chil-
dren without ADHD [15] with those diagnosed
with ADHD having been found to be 6.2 times
more likely to have a substance use disorder as
compared to controls [17]. Adults with
ADHD have estimated substance use disorder
rates of 47%, as compared to 38% among
controls [18].

The rates of ADHD among treatment-seek-
ing adolescents and adults with substance use
disorder have been found to be 34% and 35%,
respectively, rates which are significantly higher
than those reported in the general US population
[16, 19].

8.3.4 How Would You Approach
Management for a Patient
Diagnosed with Stimulant Use
Disorder and Comorbid ADHD?

Management of patients with both stimulant
use disorder and ADHD involves prioritizing
treatment—and, ideally, stabilization—of the
stimulant use disorder. In cases where ADHD
symptoms appear to be as, or more, function-
ally impairing than the stimulant use disorder
symptoms, concomitant treatment may be
warranted.

Currently, no pharmacological agents are
approved for the treatment of stimulant use disor-

der. There is evidence, however, in support of
psychosocial interventions for the treatment of
stimulant use disorders. Cognitive behavioral
therapy (CBT), contingency management (CM),
and motivational interviewing (MI) can be effec-
tive both in reducing stimulant use and decreas-
ing the harms associated with stimulant use
disorder [20].

Cognitive behavioral therapy is a structured
form of psychotherapy, which applies principals
of learning and conditioning to educate, support,
and motivate individuals. With regard to the
treatment of stimulant use disorder, the treatment
goals for CBT would be to teach skills for achiev-
ing abstinence and preventing relapse [21]. CBT
interventions have been associated with reduc-
tions in self-reported stimulant use, and this
effect can be sustained for a year, or more, post
treatment [21].

Contingency management applies operant
conditioning, in that positive reinforcements,
such as vouchers or cash, reward desirable
behaviors such as abstinence, attending treat-
ment, or providing drug-negative urine samples
[21]. There is strong evidence for CM interven-
tions across substance use disorders including
stimulant use disorder, though the degree to
which the effects of treatment persist after the
reinforcements are no longer available [21] is
unclear.

Motivational interviewing is a directive,
patient-centered approach to counseling that
aims to assist patients to explore and address
ambivalence related to behavior change. While
evidence for effectiveness of motivational inter-
viewing (MI) in addiction research literature has
been strongest for the treatment of alcohol-related
problems, there is evidence to support MI inter-
ventions for individuals with methamphetamine
dependence [22].

For patients who achieve sustained remission
of stimulant use disorder, reevaluation of ADHD
is warranted, as ADHD symptoms can be exacer-
bated, or even induced, in the context of acute
intoxication and/or chronic abuse [23]. If ADHD
symptoms persist and continue to be functionally
impairing, it is reasonable to consider
pharmacotherapy.
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8.3.5 How Do You Determine
the Optimal Addiction
Treatment Setting
for a Patient with Stimulant
Use Disorder?

The American Society of Addiction Medicine
(ASAM) criteria are a set of guidelines to aid
practitioners in the assessment, placement, and
disposition of patients with substance use and
co-occurring disorders [24]. ASAM’s criteria
apply six dimensions to address in the biopsy-
chosocial assessment of an individual. These
dimensions include intoxication and withdrawal
potential, biomedical conditions and complica-
tions, emotional and cognitive conditions, readi-
ness to change, relapse potential and recovery
environment.

Through this strength-based multidimensional
assessment, the ASAM criteria address patient
needs, obstacles, and liabilities, as well as the
patient’s strengths, assets, resources, and support
structure. The guidelines also outline five broad
levels of care along a continuum; patients can
move up and down in terms of intensity of ser-
vices, which could vary from Outpatient services
to residential treatment [24].

Case Presentation
Continuation

8.4

John agreed to attend residential treatment for
90 days. After completing the program, he has
continued to attend Narcotics Anonymous meet-
ings and follows up with an addiction counselor
on a weekly basis.

One year later, John is re-referred to your
clinic after asking his family physician to pre-
scribe methylphenidate for ADHD. He reports
abstinence from stimulants for 1 year. His
abstinence has been confirmed by regular urine
drug testing. John has enrolled in adult educa-
tion to complete his remaining high school
credits and reports struggling in class and with
homework due to inattention and inability to
organize his thoughts. He complains of a sub-
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jective feeling of restlessness in class and notes
that he makes many careless mistakes on
assignments. He also has difficulty arriving to
class on time because he often forgets some-
thing at home.

8.4.1 What Concerns Would

You Have with Regard

to Prescribing
Psychostimulant Medications

to John?

It is important to be aware of the potential for
misuse, diversion, and abuse of prescribed stimu-
lant medications. Misuse and diversion practices
are relatively common, particularly among ado-
lescents and young adults [25]. Short-acting
stimulants are most likely to be misused and/or
diverted, as compared to longer-acting stimulants.
All professionals who prescribe stimulants for
ADHD should be vigilant about signs of diver-
sion and misuse [26].

8.4.2 After a Discussion of Potential
Risks and Benefits,
You Decide to Initiate ADHD
Medication. Which Treatment
Approach Would
You Consider, Given John’s
Past History of Substance Use
Disorder?

In adults with ADHD and a history of substance
use disorder (SUD), non-stimulant agents (e.g.,
atomoxetine), antidepressants (e.g., bupropion),
and extended-release or longer-acting stimulants
(e.g., lisdexamfetamine (Vyvanse)) are preferred
treatments, given their lower abuse liability and
diversion potential. Individuals with ADHD and
current, or past, history of SUD should be moni-
tored frequently. Safe and effective treatment
incorporates the following: treatment adherence
assessments, questionnaires, random toxicology
screens as indicated, and coordination of care
with other caregivers [27].
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8.4.3 Which Precautions Can
Be Taken to Reduce
the Potential for Diversion
and Misuse of Prescribed
Psychostimulant
Medications?

Stimulant preparation has an impact on the
potential for misuse and diversion, and there is
growing evidence to support the use of
extended-release stimulant preparations, espe-
cially in populations at higher risk to misuse or
divert their stimulants. For example, less mis-
use of extended- compared to immediate-
release methylphenidate has been reported
[23]. There is evidence to suggest that lisdex-
amfetamine, a prodrug stimulant that is metab-
olized in vivo to d-amphetamine, has less
potential for intravenous or intranasal abuse
compared to equipotent d-amphetamine [26].
Physicians who prescribe stimulants for the
treatment of ADHD should directly caution all
patients against diversion and inform them of
the legal and health risks of diversion and, when
appropriate, work with other caregivers to rein-
force this message.

8.4.4 What “Red Flags” Might Alert
You to Potential Medication
Misuse and/or Diversion
of Prescription Medications
and How Could You Address
the Issue?

The following behaviors, organized into three
broad categories, should alert physicians to the
potential for misuse, abuse, and/or diversion:

1. Escalating the dose (e.g., requesting higher
doses, running out early)

2. Altering the route of delivery (e.g., biting,
crushing controlled-release tablets, snorting,
or injecting oral tablets)

3. Engaging in illegal activities (e.g., double-
doctoring, prescription fraud, and buying,
selling, and stealing drugs)

When prescribing controlled substances, it is
recommended that physicians clarify the condi-
tions necessary for continued prescribing. This
can include preconditions such as monitoring
practices to detect possible aberrant drug-related
behaviors (e.g., urine drug screening) and requir-
ing a treatment agreement.

Treatment agreements are formal and explicit
written agreements between physicians and
patients that delineate key aspects regarding ther-
apy adherence. An agreement often includes the
following tenets:

e The physician will only prescribe if the patient
agrees to stop all other controlled substances.

e The patient will use the drug only as directed.

e The patient acknowledges that all risks of taking
the drug have been fully explained to him or her.

e The patient will use a single pharmacy of their
choice to obtain the drug.

A treatment agreement can be an effective tool
for ensuring proper utilization of controlled sub-
stances. These agreements may be particularly
helpful for patients at higher risk for prescription
drug misuse or abuse. By entering into a treatment
agreement, a patient is fully aware of what is
expected of them and knows the consequences of
nonadherence to the agreement; the physician may
discontinue prescribing controlled substances [28].

8.5 Summary
Stimulant use disorder is a pattern of amphet-
amine-type substance, cocaine, or other stimulant
use leading to clinically significant impairment
or distress and social and/or occupational dys-
function. The US prevalence of stimulant use dis-
order is 0.2-0.3%. The pleasurable and rewarding
effects of stimulants are mediated by dopamine
activity in the reward pathways of the CNS. There
are considerable physical, psychological, and
social hazards associated with stimulant use
disorder.

Current evidence does not support psychostim-
ulant medications as replacement therapy for
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stimulant use disorders. When treating patients
with both ADHD and stimulant use disorder, both
disorders must be taken into consideration, but
treatment of the stimulant disorder should be pri-
oritized. There is evidence for cognitive behav-
ioral therapy, contingency management, commu-
nity reinforcement, and motivational interviewing
for the treatment of stimulant use disorder. The
ASAM criteria can be applied to tailor addiction
treatment settings to individual patient needs.

It is important to consider the potential for
misuse, abuse, and diversion of prescribed stimu-
lants. With regard to the treatment of ADHD in
patients with previous substance use disorders,
non-stimulant medications or long-acting and/or
prodrug stimulant preparations are preferable,
due to lower abuse, misuse, and diversion poten-
tial. Assessment of treatment adherence, random
toxicology screens as indicated, and collabora-
tion contribute to safe and effective stimulant-
prescribing practices. A number of “red flags”
(frequent dose escalations, altering the route of
delivery, involvement in illegal activities) can
alert a prescriber to the potential for aberrant use
of prescribed stimulants. A treatment agreement
can be an effective tool for ensuring proper use of
prescribed stimulants for patients at risk for pre-
scription drug misuse or abuse.
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A Complex Case of Psychiatric
Issues Associated with HIV

Disorder

Alana Rawana and Kuppuswami Shivakumar

Case History

A 39-year-old Italian-Canadian male, father of
two young children, with a history major depres-
sive disorder and IV drug use (opioids) presented
to the family clinic after being notified that he has
HIV. He was notified of the HIV infection 2 weeks
ago after completing anonymous HIV testing. He
acquired the infection via unprotected intercourse
with a female partner whom also contracted HIV
months previous. The patient is worried about
how his diagnosis will affect his future relation-
ships and about who will take care of his young
children in the future if the infection progresses
given he is their sole care provider. Currently,
the patient’s sister is a source of support for the
patient’s family and she is aware of the diagno-
sis. The patient has not used IV drugs for 2 years.
The patient reports he has had a sore throat for
the past 2 weeks and has experienced increased
fatigue over the past month. Patient also reports
starting an SSRI for low mood 2 months ago. He
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is taking sertraline 100 mg per day for depressed
mood. On physical examination, patient has non-
tender lymphadenopathy primarily involving the
posterior cervical lymph nodes. The patients CD4
count is currently 320 cells/ microL.

9.1 Epidemiology of Mental
Disorders among HIV
Patients Focusing

on the Most Common

Psychiatric Disorders

Commonly seen mental disorders in patients with HIV
include:

Delirium

Major depression

Bipolar disorders including mania
PTSD

Anxiety disorders

Neurocognitive disorders
Substance abuse or dependence

HIV-associated dementia

Mental health disorders among individuals with
HIV are common. Overall, in the United States,
nearly half of individuals with HIV have a psy-
chiatric disorder [9]. The most common psychiat-
ric disorders among those with HIV are major
depressive disorder and substance use disorder
[9, 17, 71]. HIV has also been linked to an
increased likelihood of having comorbid anxiety
and/or psychosis [35, 71].
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9.1.1 Delirium

Delirium is highly prevalent in HI V-infected patients
with an estimated prevalence of 40-65% and a major
cause of mortality. Delirium symptoms can be char-
acterized by changes in alertness or global impair-
ment of cognition with disorientation; impairment of
recent memory and abstract thinking; sleep-wake
cycle disturbances; psychomotor disturbances
including hypo or hyperactivity; and emotional
changes such as anxiety, irritability, fear, depression,
euphoria and apathy. Numerous factors can contrib-
ute to delirium in HIV patients including metabolic
abnormalities, infection, sepsis, hypoxemia, anae-
mia and various CNS manifestations seen in HIV
patients. A patient who is diagnosed with delirium
should be considered as a medical emergency and
given a full diagnostic work to exclude various gen-
eral medical complications associated with HIV
infection. In this group of patients, delirium treat-
ment can be associated with major treatment chal-
lenge and high mortality (Fig. 9.1).

9.1.2 Depression

With regard to depression, studies have shown
that a patient with HIV is 2X-7X more likely to
experience depression than those who do not
have HIV [18, 76]. In fact, between 5% and
45% of HIV-positive people experience depres-
sion at some point in their life [3, 15]. It is note-
worthy, however, that many individuals with
HIV are diagnosed with major depressive disor-
der before they contract HIV [3], implying that
depression could be a risk factor to contracting
the disease. The etiology of depression among
HIV patients is multifactorial, and various HI'V-
related conditions have been associated with
the development of depression including HIV-
related infection, malignancy and the medica-
tions used in HIV patients. Medications
including efavirenz, interferon, metoclo-
proamide, anabolic steroids and propranolol
may produce major depression or depressive
syndromes.

Associated medical comorbidities

1. Infection
2. Anemia

3. Thrombocytopenia

Psychiatric disorders

1. MDD

2. Anxiety disorders

3. PTSD

4. Substance use disorders
5. Mania

Associated Neurological Conditions
1. Cerebrovascular disease

2. Seizure

3. Traumatic brain injury

4. Psychiatric disorders

Demographic factors

1. Older age
2. Ethnicity
3. Females

Causes of
Delirium

Treatment factors

1. Poor adherence to both HIV
treatment and psychiatric
medications

Disease Factors

1. Low CD4 counts

2. Longer HIV duration

3. Associated dementia

4. Cytomegalovirus encephalitis

Fig. 9.1 Causes of delirium
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9.1.3 Mania

Mania can occur in two distinct patterns among
those with HIV. It can occur in those with HIV
who have comorbid Bipolar I or as a separate man-
ifestation called ““aids mania”. Among those with
both bipolar and HIV, manic episodes involving,
for example, grandiosity, flight of ideas and
involvement in risky activities can range from pro-
ducing devastating effects on one’s life to mildly
affecting one’s functioning outside of their manic
episodes [70]. Aids mania, in contrast, appears as
a late manifestation of aids where mania, typically
in the form of increased irritability, generally
arises in those whom have never had bipolar nor
experienced mania before [70] (Table 9.1).

9.1.4 Schizophrenia

Research indicates that the prevalence of comor-
bid HIV with schizophrenia ranges from 4% to
19% [12, 19]. It has also been suggested that
those with schizophrenia may be more likely to
contract HIV than those without schizophrenia
given their higher likelihood towards engaging in
high risk behaviours such as unprotected inter-
course with multiple partners and injection drug
use [16, 56]. It is unclear whether HIV can
increase one’s risk of developing schizophrenia,
but it appears plausible when considering the
neural diathesis-stress model of the development
of schizophrenia [88]. This model posits that
those predisposed to developing schizophrenia
may have an abnormality in dopamine (DA) neu-
rotransmission that may be exacerbated by the
cortisol release associated with an environmental
stressor [88]. In line with this hypothesis, it is
plausible that the stress associated with receiving
the diagnosis of HIV or managing the illness
could trigger symptoms of schizophrenia in those
who are predisposed to schizophrenia. Research
has yet to support this hypothesis. The diagnosis
of schizophrenia may affect the course of
HIV. For instance, those with both HIV and
schizophrenia may be less equipped to cope with
the stresses of the diagnosis and may be less able
to afford care associated with the illness, there-

Table 9.1 Common symptoms of depression and bipolar
disorder in HIV-infected patients

Commonly seen symptoms of depression and bipolar
disorder in HIV-infected patients

Differential

diagnosis Assessment tools
Depressive
symptoms
Low or Rule out bipolar Center for
depressed disorder epidemiological
mood Dysphoria from studies
Loss of PTSD Depression
interest Substance use scale
Sleep disorder Hospital
difficulties HIV-associated anxiety and
Loss of neurocognitive depression
appetite disorder scale
Poor Phg-9
concentration Hamilton scale
Memory for depression
Non-specific
somatic
symptoms
Excessive
tiredness
Bipolar
symptoms
Mania Manic or Mood disorders
Grandiose hypomanic questionnaire
feelings symptoms (MDQ)
Sleep induced by Jung mania
difficulties metabolic rating scale
Pressure of disturbances
speech Endocrine
Flight of ideas | disorders
Distractibility | Neurological
Excessive disorders
involvement in | Mania or
pleasurable hypomania
activities associated with

systemic infection

Mania or

hypomania

associated with

illicit or

prescribed

medication

including ART

(antiretroviral

treatment)

Adapted from Cozza et al. [23]

fore they may not fare as well as compared to
those with HIV alone [80]. Furthermore, those
with schizophrenia and HIV have a higher rate of
morbidity and mortality than compared to those
with HIV alone [85].
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9.1.5 Substance Abuse or
Dependence

In terms of the epidemiology of substance use
issues among those with HIV, approximately
40% of those with HIV have a substance use
problem involving a substance other than mari-
juana [9]. Common substances reported to be
used among individuals with HIV include alco-
hol, heroin, and cocaine. Amphetamine use
appears to be increasingly used by this popula-
tion [1]. The lifetime prevalence for alcohol use
disorders and other drug use disorders among
HIV patients compared with the lifetime preva-
lence of general population is much higher. It is
also common to see an increased HIV-related
mortality, morbidity and lower treatment adher-
ence at antiretroviral therapy among the patients
with substance abuse disorders and HIV.

9.1.6 Anxiety Disorders

Individuals with HIV are also more likely to have
anxiety and psychotic disorders compared to the
general population. Approximately 15.8% of
those receiving care for HIV also have a general-
ized anxiety disorder while 10.5% meet criteria
for panic disorder [9]. Adjustment disorder is one
of the most common psychiatric disorders seen in
HIV patients, especially during the early course
of the illness [69].

9.1.7 Psychosis

The prevalence rate of new-onset psychosis
among HIV-positive individuals ranges between
0.5% and 15% [19, 55]. New-onset of psychotic
disorders among HIV patients are commonly
seen in the late stages of the disease, and this may
be associated with neurocognitive disorders.
Common symptoms of psychosis include delu-
sions of grandeur, somatic and persecution
typically presenting during the late stages of HIV
[38]. The etiology of psychosis in HIV infection
is complex and multifactorial, and this may be
part of the comorbid psychiatric conditions asso-
ciated with HIV such as major depressive disor-

ders, bipolar disorder, delirium, neurocognitive
disorders or medication side effects.

9.1.8 Post-traumatic Stress
Disorder

The lifetime prevalence rate of post-traumatic
stress disorder (PTSD) has been found to be as
high as 40% among those with HIV [53]. It has
been posited that PTSD may develop after the
diagnosis of a life-threatening illness such as
HIV [53]. This may be the case particularly in
those with HIV who lack adequate coping skills,
social support or access to appropriate mental
health services to help them manage with their
illness. Furthermore, many individuals with HIV
have been found to have had experienced trau-
matic events that triggered PTSD before the HIV
diagnosis [65]. Given that research studies have
produced mixed results as to whether HIV causes
PTSD, more research is needed to better eluci-
date the relationship between the two conditions
[44]. A better understanding of the relationship
between HIV and PTSD is important so that
healthcare providers may develop trauma preven-
tion programmes targeting high-risk groups such
as those with HIV and thus help potentially
decrease rates of morbidity and mortality associ-
ated with the disease.

9.2 Pathogenesis of Mental

Disorders in HIV

The pathogenesis of mental disorders in HIV is
complex and varies widely depending on the type
of mental disorder. For example, study findings
have shown that factors such as stress, immune
cell functioning, inflammation and medication
interactions contribute to the development of vari-
ous mental illnesses [18, 25, 40, 50, 86]. With
regard to stress, individuals diagnosed with HIV
are often faced many stressors in addition to the
health complications that may arise throughout
their illness. For instance, those diagnosed with
HIV often deal with the stigma associated with the
disease; make major lifestyle decisions; adjust to
treatment regimens; determine when and who to
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disclose their illness to; and deal with changes in
family, partner or friendship dynamics following
diagnosis [78, 89]. Those with HIV are more likely
to develop a comorbid psychiatric disorder such as
depression and anxiety than compared to those
who are HIV negative because they must endure
many additional stressors [18].

Immune cell dysfunction can also contribute
to the development of mental illness among those
diagnosed with HIV. For example, the biological
mechanism of HIV, monocytes and lymphocytes
entering the brain along with the production and
release of inflammatory cytokines has been found
to contribute to the pathogenesis of HIV-
associated dementia (HAD) [57]. More specifi-
cally, macrophages, microglia and astrocytes
interact with each other to release cytokines such
as IL-1p, TNF- a and arachidonic acid, which are
neurotoxic to the brain and said to contribute to
the development of HAD [31].

Mania is another symptom of mental illness
that can occur in those with HIV. Mania may be
related to a comorbid bipolar disorder, caused by
substance use or secondary to HIV infection,
HIV medication, or HIV-related infection [14,
42, 61]. The exact mechanism of how HIV infec-
tion is related to the development of manic symp-
toms is unclear; however, it has been posited that
HIV is neurotoxic and disrupts brain structure
and function which leads to manic symptoms
[51, 66]. Another study highlighted the potential
role of CD4 cells in the pathogenesis of mania
secondary to HIV. The study findings found that
those with HIV had lower CD4 counts than com-
pared to those without manic symptoms [51].
Therefore, perhaps CD4 cells may influence
whether a patient with HIV experiences symp-
toms of mania or not.

Certain antiretroviral medications have been
found to cause mental illness. For example, mania
has developed secondary to the use of antiretroviral
medications such as zidovudine and didanosine
[14, 54]. In contrast, one study found that if anti-
retroviral medication was able to reach the CNS it
was protective effect against the development of
manic symptoms among those with HIV [58].
More studies with larger sample sizes would be
helpful to better elucidate the relationship between
mania and antiretroviral medication.

9.3  Psychosocial
and Behavioural Risk Factors

for Depression and Anxiety

There are a number of factors that may predis-
pose individuals with HIV to developing depres-
sion and anxiety. Nakimuli-Mpungu et al. [60]
examined risk factors for depression among those
with HIV living in Southern Uganda. Their
research findings showed that HIV-positive
patients with depressive disorders were more
likely to have difficulty adhering to their antiret-
roviral medication regimens, have less social
support and were less likely to have feelings of
self-efficacy compared to those with HIV whom
did not have depression [60]. According to their
study, those with HIV and comorbid depression
were also more likely to have tuberculosis and
experience manic episodes than those with HIV
and no depression [60]. In another study involv-
ing HIV-positive individuals in Uganda, research
findings showed that factors such as being female,
a family history of psychiatric illness, the use of
poor coping strategies, alcohol use, stress and
food insecurity were predictive of major depres-
sive disorder [45]. In terms of factors that corre-
lated with anxiety, Pappin et al. [67] found
HIV-positive patients who experienced adverse
effects from their antiretroviral medications,
engaged in avoidant coping styles or were sub-
jected to stigma related to their diagnosis were
more likely to develop symptoms of anxiety.

9.4  Assessing Depression
and Other Comorbid
Psychiatric Conditions:
The Role of Screening

Instruments

According to the research literature, depression
affects approximately 4—40% of those living with
HIV [17, 59, 69]. Currently, there is no gold stan-
dard for examining depression among HIV-
positive individuals. Typically the diagnosis of
depression among people living with HIV in
clinical settings is made with information
obtained from a clinical interview based on either
the International Classification of Diseases (ICD;
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[92]) or Diagnostic and Statistical Manual of
Mental Disorders criteria (DSM 5; [5]). A struc-
tured clinical interview such as the Structured
Clinical Interview for the DSM-5 (SCID, [28]) or
the Composite International Diagnostic Interview
[91] is the most commonly used assessment
when examining depression in research settings
[82]. Symptom severity scales are often utilized
to monitor change in symptomology over a
course of time. The Center for Epidemiologic
Studies Depression Scale (CES-D-20; [72]) and
the Beck Depression Inventory [8] are symptom
severity scales that have been used extensively
with HIV populations.

The CES-D-20 is a well-validated tool used to
examine depression in the general population
[72]. Zhang et al. [94] tested both the shorter ver-
sion of the CES-D-20 and the CES-D-10, with
HIV-positive people in British Columbia,
Canada, and found the internal consistency reli-
ability coefficient to be adequate with a coeffi-
cient alpha of 0.88. Furthermore, the researchers
found high levels of sensitivity (with 95% CI) at
91% and specificity (with 95% CI) at 92% [94].
Therefore, the study determined that the short-
ened 10-item CES-D scale was adequate and
comparable to the CES-D-20 in its utility when
examining depression symptoms among those
with HIV.

Kalichman etal. [43] used the Beck Depression
Inventory II (BDI II; [7]) to examine depression
among those with the HIV infection. The items
on the BDI II can be split into two subscales:
affective symptoms and somatic symptoms of
depression. It is important to note that while the
BDI is a very common tool to use to examine
depression, research findings suggest that the
BDI places more emphasis on somatic symptoms
compared to other measures of depression [82].
To illustrate, Kalichman et al. [43] found, via
factor analysis, that there was a positive relation-
ship between somatic symptoms of depression,
the number of acquired immunodeficiency syn-
drome diagnoses and the number of HIV-related
symptoms. There was also an inverse relationship
between somatic symptoms of depression rating
and the number of T-helper cells [43]. These find-
ings indicate that one’s level of depression may

be strongly linked to the disease status and symp-
tomology. Thus, when using the BDI to assess
depression symptoms in those with HIV, it is
important to consider the patient’s symptomol-
ogy, diagnostic information and life stressors and
how these factors may be influencing their
depression score. The Hamilton Rating Scale for
Depression (HAM-D; [36, 37]) also emphasises
somatic depression symptoms as compared to
other measures of depression such as the CES-D-
20 [82].

Another study examined the use of two other
measures of depression symptom severity called
the Patient Health Questionnaire-9 (PHQ-9) [46]
and its short version Patient Health
Questionnaire-2 (PHQ-2) [47] with those with
HIV living in Western Kenya. The PHQ-9 and
PHQ-2 are a nine-item and a two-item measure,
respectively, both based on the Diagnostic and
Statistical Manual of Mental Disorders, 4th edi-
tion’s (DSM-1V; [4]) criteria for depressive disor-
ders. The researchers found that both measures
have adequate psychometric properties when
used with this population. The coefficient alpha
for the PHQ-9 was reported to be 0.78 and when
using a cut-off point >3, the PHQ-2 was shown
to have high sensitivity (91.1%) and moderate
specificity (76.8%) for diagnosing PHQ-9 major
depressive disorder. It is important to note that
more studies must be conducted to confirm the
measure’s utility with other HIV populations
beyond those residing in Western Kenya.

Despite the lack of a gold standard for exam-
ining depression among those with HIV in the
clinical setting, it appears that a clinical interview
based on the DSM-5 or ICD-10 criteria is the best
method for diagnosing depression. Additionally,
the BDI II, CES-D-20, CES-D-10, PHQ-9 and
PHQ-2 may be helpful tools when monitoring
depression symptoms over time. Patient demo-
graphics, culture, stage of HIV disease, life
stressors and symptomology should all be con-
sidered when choosing an interpreting the mea-
surement tool of depression in those with HIV.

In order to assess for other comorbid psychiat-
ric conditions among HIV-positive individuals,
the research literature suggests to first begin by
taking a thorough history, which includes infor-
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mation obtained from both the patient, and col-
lateral sources regarding the patient’s health
status, and history of medications, illnesses, sub-
stance abuse, and sexual behaviours [27]. The
clinician should also perform a mental status
examination, the Folstein-McHugh Mini-Mental
Status Examination [29], and determine the
patient’s level of executive function [27].
Screening questionnaires that assess a broad
range of psychiatric illnesses may be helpful
among those with HIV. The General Health
Questionnaire [32] can be useful when used to
examine mental illness among HIV-positive indi-
viduals. It is a common clinical practice to use a
combination of assessment tools such as General
Health Questionnaire and Becks Depression
Inventory to increase the case detection. Any
mental health concerns that arise during the clini-
cian’s initial assessment should be further
assessed using more specific measurement tools.

Case History Continued

e Eight years later the patient relapses with IV
drugs (opioids) and reports that he has been
injecting opioids for the past month.

e Patient reports having difficulty adhering to
the treatment regimen and that he has been
taking  his  antiretroviral ~ medication
intermittently.

e HIV associated dementia develops with defi-
cits in fine motor speed, information-processing
speed, executive functioning and apraxia.

e The patient’s CD4 counts are <200 cells/
microL.

e Magnetic resonance imaging (MRI) and
T2-weighted images show cerebral atrophy of
the caudate in the basal ganglia.

HIV-Associated
Neurocognitive Dysfunction
(Hand)

9.5

HIV associated neurocognitive dysfunction
refers to neurocognitive impairment that is either
symptomatic or asymptomatic [10]. There are
three main subtypes of HAND: Asymptomatic

neurocognitive impairment (ANI), mild neuro-
cognitive disorder (MND) and HIV associated
dementia (HAD) [21]. Asymptomatic neurocog-
nitive impairment is diagnosed when neurocog-
nitive decline is evident in at least two domains
(i.e., work, activities of daily living) but there is
no functional impairment [2]. In contrast, MND
and HAD are described as the presence of minor
and major neurocognitive impairment, respec-
tively, with the presence of functional decline
[10]. HIV associated dementia also typically
involves motor abnormalities such as tremors,
gait ataxia and loss of fine motor skills, and
behavioural problems such as mania and emo-
tional lability [10, 57].

In order to determine whether the patient has
HAND, a clinician should first characterize the
degree of functional impairment, take a thorough
history of the symptoms, determine whether the
patient is on antiretroviral treatment and, if pos-
sible, obtain collateral information from family
members or from those close to the patient. The
clinician should also develop a differential diag-
nosis for HAND including disorders such as sub-
stance use disorder, major depressive disorder
and schizophrenia. A patient’s level of cognitive
impairment can be characterized by using bed-
side cognitive testing and, if necessary, neuropsy-
chological testing [2]. Some options for bedside
cognitive testing include using the MiniMental
Status Exam (MMSE) [2], the Montreal Cognitive
Assessment (MoCA) [62] and the International
HIV Dementia Screen [21].

These measures are not specific for HAND;
however, the tools can be quite helpful when
assessing cognitive decline in those with HIV
[74]. There is no standard battery to use to assess
neurocognitive impairment in those with HAND;
however, literature suggests repeating assess-
ments at least biannually in order to better under-
stand changes patient’s cognitive functioning
[21]. The next step in the investigation for HAND
depends on the stage of HIV and whether the
patient is on antiretroviral medication. Those with
more severe cognitive decline and who are not on
medication for their HIV are more likely to bene-
fit from neuroimaging, an examination of bio-
markers of inflammation, and a lumbar puncture
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to determine the extent of central nervous system
(CNS) involvement. Staging and assessment of
HIV can be completed by performing a complete
blood count, electrolytes, urea, fasting blood glu-
cose, creatinine, liver function tests, amylase and
lipid panel, and screening for syphilis, hepatitis A,
B, C, and sexually transmitted diseases [27].
Researchers have yet to find sufficient evi-
dence for using these above-mentioned modali-
ties and laboratory diagnostics with those
receiving antiretroviral therapy to help understand
the degree of CNS involvement [2]. Instead, these
tests are useful to help rule out other diseases that
may be the contributing to the observed neuro-
cognitive decline. In the past, indicators such as
viral load were strongly linked to HAND, particu-
larly HAD; however since the advent of combina-
tion antiretroviral therapies, the viral load is less
indicative of cognitive decline because of antiret-
roviral medication’s influence on viral load [90].
Furthermore, among those that are not receiving
antiretroviral therapy, CD4 levels also appears to
have some utility, particularly in determining
whether a patient with HAND has or will develop
HAD [90]. Neuroimaging (MRI), cerebral spinal
fluid analysis and certain laboratory investiga-
tions such as B12 levels are typically reserved to
help rule out other diseases that may be the con-
tributing to the observed neurocognitive decline.

9.6 Treatment of Major
Psychiatric Disorders in HIV

Infected People

The following is a guideline on treatment major
psychiatric disorders in HIV-infected individuals.
This section highlights key tools to aid in clini-
cians’ decision-making when they are developing
treatment plans for those with HIV and comorbid
mental illness.

9.6.1 Antidepressants

The use of psychopharmacological management
techniques for patients with HIV and depressive
symptoms is a common method of treatment often
used in combination with psychotherapeutic

intervention (McDaniel et al. 2000). There are
some considerations that must be taken into
account before starting psychopharmacological
treatment such as antidepressants. For instance,
clinicians should determine whether the depres-
sive symptoms can be ameliorated using other
means besides the use of antidepressants. For
instance, the patient’s depressive mood may be
due to recent changes in the patient’s medical
condition, new life stressors or side effects of
other medications which need to be addressed by
the clinician.

In addition, before starting an antidepressant
in those with HIV, the patient’s medication pro-
file including over-the-counter products, recre-
ational medications and natural remedies should
be reviewed in order to predict any drug-drug
interactions, particularly if the patient is on a
complex cocktail of HIV medications [26].
Serotonin reuptake inhibitors, tricyclic antide-
pressants and psychostimulants have all been
shown to be beneficial in treating depressive
symptoms among those with HIV [64]. It has
been suggested that patients with HIV should be
prescribed these medications in a similar fashion
as when prescribing to another medically ill pop-
ulation with careful attention paid to the dose of
medication prescribed and route of administra-
tion selected (McDaniel et al. 2000). Low doses
of antidepressants should be given initially and
slowly titrated up with careful monitoring along
the way [26].

Significant interactions between certain anti-
depressants and antiretroviral medication have
been documented. Typically, either the antide-
pressant or the antiretroviral medication increases
the presence of the other medication in the
patient’s system by affecting drug metabolism
pathways [84]. Patients should be routinely mon-
itored for side effects of antidepressant medica-
tion such as insomnia and loss of appetite or
weight, and side effects should be treated aggres-
sively. One reason to treat side effects aggres-
sively is because untreated depression among
those with HIV leads to lower levels of adherence
to HIV medication thus worsening the patient’s
symptoms, which is often more debilitating than
the side effects of the antidepressant [64]
(Table 9.2).
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Table 9.2 Commonly used antidepressant medications

in the HIV patients

Antidepressant

\ Comments

Selective Serotonin Reuptake Inhibitors(SSRI’s)

Citalopram Potential for arrhythmia in doses
over 60 mg
Prolongation of QTc intervals
Fluoxetine Prolongation of QTc intervals

with certain ART drugs
Very long-acting metabolite

Fluvoxamine

High discontinuation rate due to
insomnia, gastrointestinal
disturbance, anorexia
behavioural changes, and
sedation [33]

Selective Norepinephrine Reuptake Inhibitors(SNRI’s)

Desvenlafaxine

Low likelihood of interactions
with HIV antiretrovirals
Potential for hypertension,
weight gain, and sexual
dysfunction

Venlafaxine
(extended release)

Prolongation of QTc intervals
Ritonavir may increase serum
levels of venlafaxine
Potential for hypertension and
weight gain

Levomilnacipran*®

Weight neutral

Potential for: hypertension and
sexual dysfunction

Serum levels of levmilnacipran
may be increased by protease
inhibitors

Duloxetine

Potential for: hypertension
Sexual dysfunction

Novel Antidepressants

Mirtazapine

Potential for weight gain
Anti-nausea

Sedation

Least potential for clinical
interactions with ART

Trazodone

Sedating effect

Often used a sleep aid

Protease inhibitors may increase
serum levels

Tricyclic Antidepressants(TCA’s)

Amitriptyline

Known for multiple side-effects
such as constipation, dry mouth,
weight gain

Toxicities include arrhythmia,
Potential for anticholinergic
delirium

All protease inhibitors may
increase TCA serum levels to
toxicity

Use therapeutic drug monitoring

Doxepin

Features in common with TCA

*preferentially inhibiting reuptake of NE over 5-HT
Adapted from Cozza et al. [23]

Table 9.3 Commonly used anxiolytics

Anxiolytic Comments

Benzodiazepines such as
clonazepam

Can be prescribed for
relatively mild-to-moderate
cases of anxiety

Used as a sleep aid
Treating delirium

Can be used as a first-line
agent for the treatment of
anxiety in patients with
HIV

Potent CYP3A4 inhibitors
may increase buspirone
serum levels

Non-benzodiazepine
anxiolytics such as
buspirone

Adapted from Cozza et al. [23]

9.6.2 Anxiolytics

Anxiolytics, particularly benzodiazepines, are
commonly prescribed to treat anxiety among
those with HIV [87]. Research studies have
shown the possibility of a significant interaction
arising when a patient takes benzodiazepines
along with antiretroviral medication [34]. For
example, ritonavir, an antiretroviral medication,
can inhibit the effects of the CYP3A enzyme;
which breaks down the short-acting benzodiaze-
pine alprazolam leading to a disruption in the
clearance of alprazolam [34]. At this time, more
research is needed to further examine the use of
psychotropic medication such as anxiolytics
among those with HIV to determine the best
practice guidelines (Table 9.3).

9.6.3 Mood Stabilizers

Preliminary research findings have shown the ben-
efits of mood stabilizers among those who are HIV
positive. One study by Parenti et al. [68] treated ten
HIV-positive homosexual men with lithium car-
bonate, and eight of the patients withdrew from the
study because they developed drug toxicity. In con-
trast, pilot studies have found that mood stabilizers
such as lithium and valproic acid are well tolerated
and may even improve cognitive functioning when
used in conjunction with antiretroviral therapy
([48, 77]. Researchers also studied the use of anti-
convulsants in treating acute manic episodes in
those who are HIV positive. Romanelli et al. [73]
found that anticonvulsants may interact with anti-
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Table 9.4 Common side effects of mood stabilizers

Table 9.5 Common side effects of antipsychotics

Mood stabilizer | Comments Antipsychotic | Comments

Lithium Lithium is exclusively dependent on Aripiprazole Less risk of EPS, metabolic
renal excretion syndrome and QT interval
If renal function is compromised or prolongation
if there is hyponatremia, lithium Potential of increasing aripiprazole’s
levels can be affected serum levels when used with
Common side effects include inhibitors such as protease inhibitors
fatigue, slower cognition, weight Asenapine QTC prolongation
gain and skin changes (Saphris) Not recommended in patients with
Symptoms of lithium toxicity severe hepatic impairment
(serum levels >1.5 mEq/L) include Brexpiprazole | Increased risk of akathisia
tremor, nausea, vomiting, diarrhoea, Clozapine Risk of agranulocytosis

vertigo and confusion which may
mimic HIV symptoms

Plasma levels >2.5 mEq/L require
haemodialysis and may lead to
seizure, coma, cardiac arrhythmia
and permanent neurological damage
[20]

Prone to complicated drug
interactions such as hepatotoxicity,
thrombocytopenia,
hyperammonemia, weight gain and
metabolic syndrome

Lowering VPA serum levels may be
seen due to metabolic induction by
ritonavir and lopinavir/ritonavir
combination [24]

Potent pan-inducer with the
potential to reduce the levels of
protease inhibitors and NNRTIs
[63, 93]

Used for bipolar and unipolar
depression but it has not been
extensively studied in persons with
HIV

Adapted from Cozza et al. [23]

Valproic acid

Carbamazepine

Lamotrigine

retroviral medication by competing for protein
binding, affecting drug metabolism and increasing
viral load [73]. More research is needed to better
understand the safety and efficacy of using mood
stabilizers among those with HIV (Table 9.4).

9.6.4 Antipsychotics

According to a study by Hill and Lee [39], typical
antipsychotics such as haloperidol and chlor-
promazine appear to be initially helpful in treat-
ing delirium and improving cognitive functioning
among those with HIV; however, this change
appears to be short lived and dissipates within
24-48 h. Caution should be taken when prescrib-

Cardiac risks: Bradycardia, syncope
QTec prolongation, myocarditis/
cardiomyopathy, orthostatic
hypotension

Risk of seizures

Olanzaepine Co-administration of fosamprenavir/
ritonavir may reduce olanzapine

levels

Paliperidone Risk of QTc prolongation
Gastrointestinal narrowing and
dysphagia

Quetiapine Associated with QTc prolongation

Adapted from Cozza et al. [23]

ing antipsychotics to those with HIV because
studies have indicated that HIV-positive individ-
uals are particularly susceptible to developing
extrapyramidal side effects following the initia-
tion of antipsychotics [41]. Studies have also
indicated the potential benefit of using atypical
antipsychotics such as clozapine and risperidone
to treat HIV related psychosis [49, 79]. Similar to
the field of research examining mood stabilizers
and anxiolytics among those with HIV, research
aimed at understanding the use of antipsychotics
with those receiving care for HIV is quite limited
at the moment (Table 9.5).

9.6.5 Non-Pharmacological
Approaches in HIV Associated
Psychiatric Disorders

Psychotherapy for those with HIV and psychiat-
ric manifestations is often prescribed alone or in
conjunction with psychopharmacological treat-
ments. Cognitive behavioural therapy (CBT), a
type of psychotherapy, has shown promising
results among those with HIV and mental illness
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such as depression, substance use issues and anx-
iety. In fact, Clucas et al. [22] conducted a sys-
tematic review of interventions for anxiety in
people with HIV and found that, in general, CBT
and cognitive behavioural stress management
interventions were more effective in treating anx-
iety than pharmacological interventions.
Cognitive behavioural therapy involves teach-
ing patients skills so that they are able to change
their maladaptive thoughts and behaviours to be
more adaptive [30]. A study by Safren et al. [75]
found CBT given to those with HIV and depres-
sion over the course of 10-12 sessions was
helpful in both increasing adherence to medica-
tion and decreasing depressive symptoms. It was
also reported that improvements were maintained
at the 1 year follow-up. Interestingly, telephone-
based CBT also appears to show merit when used
with individuals with HIV suffering from major
depressive disorder [11]. A randomized control
study found telephone CBT to be just as effective
as face-to-face CBT. The results of the study also
indicated that telephone CBT increased patient
adherence to HIV medication to a greater extent
than compared to face-to-face CBT [11]. Another
study examined the effectiveness of CBT, contin-
gency management and CBT with contingency
management among homosexual and bisexual
men with HIV who abused methamphetamines
[81]. Contingency management involves the use
of positive reinforcement to reshape the behav-
iour of an individual and in the case of the study,
to decrease the use of methamphetamines. The
study found the combination of CBT and contin-
gency management and contingency manage-
ment alone both significantly reduced drug use
among participants as compared to CBT alone.
Another psychotherapy called interpersonal
psychotherapy (IPT) also appears to be effective
in treating mental illness among those with HIV
[52]. Interpersonal psychotherapy involves exam-
ining how the patient’s mental illness affects their
interpersonal context. Often the patient’s past and
current relationships are examined to identify
how their mental illness has influenced their rela-
tionships and what interpersonal changes can be
made in the future. Studies have tested interper-
sonal psychotherapy with groups of HIV-positive
individuals, and researchers have generally found

that this type of psychotherapy was helpful in
reducing depression symptoms [6, 13, 83].
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10.1 Introduction

Schizophrenia is conceptualized as a neurodevelop-
mental disorder with varying trajectories of clinical
course. While a substantial number of patients dem-
onstrate meaningful recovery with current interven-
tions, a large number continue to experience
recurrent relapses and/or unrelenting functional
deficits [38]. The onset of first episode appears to be
a critical period of intervention that can positively
alter the outcomes, the trajectory of which, once
established, remains relatively stable over long fol-
low-up periods [29]. Several clinical challenges can
appear during this critical period. In this chapter, we
raise some of these issues and present relevant cur-
rent evidence to navigate through these challenges.
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10.2 Case Example: Early
Psychosis

Rick is a 19-year-old single, white man who left
home only a year ago to pursue a sought-after
computer science course at a well-regarded uni-
versity. When returning home for summer break,
he consulted his parent’s GP with notable anxi-
ety, slight insomnia, concentration problems, and
vaguely formed concerns about artificial intelli-
gence and deep web assassins. The GP noted that
his parents were concerned about his lack of
enthusiasm to engage with his friends and a pref-
erence to stay at home, using his iPad and game
consoles. He admitted that he missed several
assignment deadlines at his course and will be
retaking these classes in the next year. The GP
started him on escitalopram with a view of treat-
ing depressed mood and anxiety. No further diag-
nostics or psychotherapy was initiated.

Rick continued to be subdued, with a pattern
of isolation from parents and social contacts for
nearly 3 months. One week prior to his antici-
pated return to the university, Rick divulged to his
parents that their home is going to be attacked by
“DDoS” (distributed denial of service), a web-
based attack organized by a group involved in
systematic hacking. Rick felt that he was being
targeted due to their suspicion that Rick could
build an X-breed quantum computer that solves
the challenges of virtual storage security. He
insisted his parents to switch off their Wi-Fi
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transmitter to avoid being scrutinized further by
the hackers. He erased his Facebook and
Instagram profiles in the next few days. He also
repeatedly insisted his father buy a lead case for
the Wi-Fi transmitter. Furthermore, he refused to
leave his parents’ home as he was aware that he
is in big danger. He was convinced that he was
observed at the supermarket some days before.
His parents drove him to the emergency depart-
ment, where he was seen by an ER physician.
After initial physical screening and risk profiling,
the physician prescribed lorazepam 1 mg BD and
discharged him back to his GP’s care, with an
urgent referral to the early intervention in psy-
chosis (EIP) team.

The next day, he was evaluated by an EIP
psychiatrist. Upon PANSS-8 [6] administra-
tion, it was noted that Rick had high scores on
delusions, unusual thought content, social
withdrawal, and blunted affect. He also had
lack of spontaneity and conceptual disorgani-
zation. On the Calgary Depression Scale
(CDS; [1]), he had notable self-depreciation
and early awakening. The depressive symp-
toms did not qualify for a diagnosis of major
depressive episode. On the Young Mania
Rating Scale [53], he scored on delusions/hal-
lucinations, low insight, and insomnia. On
Clinical Global Impression (CGI; [24]), the
EIP psychiatrist noted that Rick scored 6
(severely Ill) in overall severity of schizophre-
nia. At this stage his weight was 66 Kg, height
was 178 cm, and his fasting glucose, lipid pro-
file, liver, thyroid, and renal function were
within normal limits. Urine toxicology was
positive for cannabis and benzodiazepines.

The psychiatrist also evaluated his premorbid
adjustment, focusing on academic and social
domains. Rick had a fairly uneventful childhood
apart from a caution issued at high school for
2 weeks of unexplained absence, with subsequent
disclosure of cannabis use near the school cam-
pus. Rick admitted being exposed to it on a fairly
regular basis (at least once a week) since the age
of 15. He described feeling intensely paranoid on
some occasions when he consumed more than
usual amounts. He denied using any other psy-
choactive substances.

Several prognostic factors were evaluated
during the initial assessment. Rick was the only
child in a stable family. His father ran a success-
ful car dealership. His mother worked as a medi-
cal secretary. When Rick was born, his father was
28 years old. His mother, who was 29 at that
time, developed an episode of postpartum mania
requiring hospitalization after his birth; she later
had five other episodes with mixed depression
and anxiety, none requiring hospitalization, but
was treated with lithium prophylaxis. Rick
achieved motor and language milestones without
notable delay and performed well at school with-
out any notable conduct issues or academic fail-
His  physical health profile was
unremarkable, except for a history of childhood
asthma treated using salbutamol inhalers and
occasional nebulization.

Rick’s parents were keen to obtain a brain
scan to confirm the suspected diagnosis of schizo-
phrenia. The psychiatrist explained that there is
no need for routinely prescribing diagnostic
imaging for first-episode psychosis, in the
absence of signs and symptoms suggestive of
intracranial pathology. Following a discussion
regarding various antipsychotic medications,
Rick was started on aripiprazole at a dose of
5 mg initially, titrated to 20 mg on the basis of
weekly reviews of response and tolerance. Rick
showed a rapid response in the first 2 weeks at a
dose of 12.5 mg/day; his CGI dropped to 4, and
he expressed a reduction in his preoccupation
with DDoS. Unfortunately, he started exhibiting
significant restlessness and wanted to stop this
treatment by the third week. His psychiatrist
reduced his dose from 20 mg to 12.5 mg and pre-
scribed propranolol 90 mg/day to counteract the
akathisia.

Rick had to postpone his return to university
by 2 months. A nurse case manager attached to
the EIP team coordinated the arrangements with
his university and regularly monitored his weight
and symptom profile over the next 6 months. She
also arranged for the family to attend psychoedu-
cational sessions on FEP, negative symptoms,
cannabis use, and the effects of antipsychotics.

Rick continued to have some features of
reduced motivation but successfully reestablished
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his routines upon return to the university. But
after 4 months of continued treatment, he decided
to stop his antipsychotic drug and “experiment”
again with the “occasional” weed. At present,
Rick and his parents continue to engage with EIP
and have a written crisis plan in place should a
relapse occur.

10.3 Discussion

Rick’s case raises several conundrums faced by a
clinician when treating first episode of psychosis.
These include (1) identifying the prodrome at the
primary care clinic, (2) deciding the treatment
setting at an early stage, (3) the issue of choosing
an appropriate antipsychotic drug, and (4) ensur-
ing continuation of treatment after symptom res-
olution. We invoke relevant evidence to address
these issues in the following sections.

10.3.1 Identifying and Managing
the At-Risk State

The majority of individuals who develop schizo-
phrenia or related psychotic illnesses have shown
identifiable early signs or prodrome such as mood
changes and social withdrawal [37]. Such phe-
nomena also occur in individuals, particularly
young people, who do not develop psychosis and
are not, therefore, specific risk indicators. With
the increasing interest in intervening to prevent
the onset of schizophrenia spectrum disorders,
there has been much effort to identify profiles
associated with high likelihood of their later
development. Such high-risk indices have typi-
cally focused on three presentations: the presence
of peculiarities of thinking or perception such as
heightened suspiciousness or thought disorgani-
zation which resembles positive symptoms of
psychosis but at an attenuated level; the presence
of clear positive symptoms, such as delusions or
hallucinations, but for such brief periods of time
that diagnostic criteria are not met; or the obser-
vation of precipitous deterioration in functioning
in an individual for whom there is reason to sus-
pect vulnerability as reflected by schizotypal per-

sonality features or a first-degree relative with
schizophrenia [20]. In samples of individuals
who have sought treatment and meet such criteria
up to one-third develop a diagnosable psychotic
disorder (usually schizophrenia spectrum) within
3 years [19]. Such findings can leave clinicians
with conundrums about how to proceed when
encountering someone in an apparent high-risk
state, particularly if there are concerns about the
psychological and social impact of formally
identifying someone as being at risk for serious
mental illness.

Recommendations for responding to such sit-
uations include the use of a consensus diagnostic
criteria to improve reliability of case identifica-
tion (e.g., attenuated psychotic syndrome
included in the appendix of DSM-5) [4] and, if
feasible, employing evidence-based, actuarial
risk prediction tools (e.g., a risk calculator) that
utilizes information on age, exposure to trauma,
neurocognition, family history, and prodromal
symptom  severity  (http://riskcalc.org:3838/
napls/; [11]) to quantify the risk of transition to
psychosis with some confidence. Periodic fol-
low-up of these patients is warranted given the
higher than usual risk of psychosis; such moni-
toring can be accomplished with the use of self-
report scales, such as PQ-16 [28].

It is important to recognize that individuals
who can be considered at risk for psychotic disor-
ders generally have distressing symptoms and
functional compromises that need to be addressed
regardless of whether they convert to psychosis.
Given the non-specific nature of prodromal
symptoms, a key conundrum is the type and
duration of intervention that can be offered. If the
clinician is fortunate enough to have access to
specialized early intervention services, then a
referral is certainly indicated. Regardless of the
availability of such dedicated resources, treat-
ment relevant guidelines recommend that the at-
risk state be first addressed by psychological
interventions such as CBT with supplementation
by low-dose second-generation antipsychotics
only if necessary [36, 47]. It is also important that
comorbid conditions such as depression, anxiety,
and substance abuse as well as issues related to
psychosocial  functioning be treated as
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appropriate. In the example above, referring Rick
to the EIP team at the time of starting antidepres-
sants would have been appropriate.

10.3.2 Treatment Setting for First-
Episode Psychosis

Once a psychotic episode is diagnosed, what is
the best setting to treat the illness? Specialized
EIP programs have been established in many
countries. Such programs are intended to facili-
tate early identification of those with psychotic
illness and provide state-of-the-art treatment
including psychopharmacology, psychosocial
intervention, and case management services for
patients as well as support and educational inter-
ventions for families. In addition, EIP services
should be designed to address the challenges of
engagement with young people and have close
liaisons with community agencies that can facili-
tate early detection efforts and support recovery
with respect to housing, education, employment,
and other domains. Standards for such programs
are well established [9, 21].There is now strong
evidence that EIP services can lead to better
results from the treatment of first-episode psy-
chosis [8, 13, 42].

It is very unlikely that a sole clinician can
address all the challenges of engagement and
treatment of a young person with first-episode
psychosis and provide the types of comprehen-
sive care and follow-up that will increase the
likelihood of recovery. The EIP programs
designed to meet these needs are likely to be
located in urban areas. Efforts are underway in
some jurisdictions to develop outreach programs
and satellite services to less populated regions. It
is important to note that even when EIP services
are available, nonmental health clinicians play a
key role in identification of those with psychotic
disorders and provision of necessary services.
For instance, family physicians and those work-
ing in student health services are often the first
point of contact in pathways to EIP [5] and essen-
tial in the provision of follow-up
Development of shared care protocols between
EIP services and primary care providers may be

care.

particularly important in determining long-term
outcomes. In the absence of specialized EIP ser-
vices, support from a community psychiatric
nurse and access to social care is recommended
as a minimum when managing first-episode
psychosis.

10.3.3 Choosing the Appropriate
Medication

This is a critical decision to be made at the start
of the treatment by the clinician-patient dyad
and one that raises several clinical challenges.
Despite the several hundreds of double-blind
randomized controlled studies reporting on the
efficacy of several antipsychotics, most of these
included patients with a relapsing disease course
and not specifically first-episode patients. Most
national and international guidelines have based
the foundation for treatment recommendations
in psychosis on the basis of the extrapolate evi-
dence from “acute on chronic” schizophrenia to
FEP. The largest available RCT with a head-to-
head comparison of different antipsychotics in
FEP (amisulpride, olanzapine, quetiapine,
ziprasidone, and haloperidol) is the open-label
EUFEST study [30], (n = 498; duration,
52 weeks; primary outcome, treatment discon-
tinuation). Discontinuation for any reasons was
higher in the haloperidol group compared to the
other drugs (apart from quetiapine). However,
symptomatic improvement and hospitalization
rates were comparable between all drugs.
Haloperidol showed significantly more motor
side effects and olanzapine the most weight gain
[30]. Specific evidence from 22 first-episode tri-
als comparing 12 second-generation (SGA) vs
first-generation (FGA) antipsychotic pairs
(n =2509) is available from one meta-analysis.
This meta-analysis showed that SGAs as a
group were as effective as FGAs with regard to
several outcome dimensions [54]. However,
SGAs were superior to FGAs in treatment dis-
continuation, negative symptom, and cognition
change and in inducing less motor side effects.
However, SGAs were associated with more met-
abolic side effects in terms of weight increase
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[54].Thus the classification in SGAs and FGAs
is from a clinical point of view not very useful
and that differences in efficacy are lower than
differences in side effects [12]. Moreover, there
are only few head-to-head studies that allow a
direct comparison of any two antipsychotics;
the so-called multiple-treatment meta-analysis
(MTMA) offers a proxy method that enables
hierarchical ranking of treatments. For schizo-
phrenia, MT meta-analyses are available for
acute (both first and multi-episode) schizophre-
nia [35] and for treatment-resistant patients
[45]. The MTMA conducted on acute schizo-
phrenia trials confirms the current view on anti-
psychotic treatment that subtle efficacy
differences can be found but that clearer hierar-
chies can be defined for side effect profiles [35].
In this MTMA, clozapine, olanzapine, and ris-
peridone were the most effective antipsychotics
compared to all other drugs. The translation of
this knowledge needs to focus on several aspects
that need to be considered in clinical practice:

e In FEP, there is a high likelihood (up to 75%)
for response to any antipsychotic treatment.
As a result, the tolerability of different agents
becomes more important in guiding the treat-
ment decision.

e Patients with FEP have a higher likelihood to
develop antipsychotic-induced side effect
than patients with a chronic disease course.
Those patients are highly sensitive to motor
and metabolic side effects. Therefore, choos-
ing agents with lower propensity for motor
and metabolic side effects is of paramount
importance. Various national and international
guidelines [27] recommend the following
antipsychotics in FEP [amisulpride/aripipra-
zole/ quetiapine/risperidone/olanzapine/zipra-
sidone], although some do not recommend the
first-line use of olanzapine [33], while others
specifically recommend this agent (e.g.,
Swedish guidelines) due to the higher
efficacy.

e Many other side effects (e.g., cardiovascular,
hormonal/sexual) may impact the patient’s
quality of life and result in treatment compli-
cations. Therefore, a well-implemented moni-

toring plan for all side effects is a key element
in the antipsychotic treatment of FEP.

* Finally, recovery, however defined, is firmly
based on navigating psychosocial challenges.
Therefore, psychosocial treatment, including
fostering therapeutic alliance, psychoeduca-
tion, cognitive behavioral therapy, and family
intervention, must be offered to every first-
episode patient. A treatment plan must be for-
mulated and implemented on the basis of a
shared decision-making process, and, with the
patient’s permission, family members and sig-
nificant others should be involved [25].

10.3.4 Treatment Continuation

While 60-75% of patients show at least 25%
improvement in baseline PANSS [34] with the
first treatment attempts (responders), nearly 25
to 40% do not (nonresponders). A pertinent
issue is how long we should wait until switch-
ing antipsychotics. This question is clinically
highly relevant, but controlled trials in first-
episode and chronic schizophrenia patients are
lacking. Guidelines vary in the recommended
time interval before switching, and the defined
ranges are from 2 to 8 weeks [25]. One meta-
analysis supports the idea of an early switch,
showing in an analysis of 34 studies with 9460
participants that a reduction in PANSS or BPRS
below 20% at week 2 predicts a nonresponse at
the respective endpoint with a specificity of
86% and a positive predictive value of 90%
[46]. An early switch after a maximum of 3 to
4 weeks is increasingly supported in cases of
nonresponse.

Interestingly, clozapine, often used as a third-
line agent after other SGAs and FGAs, has been
shown to be effective in first-episode patients
[43]. While clozapine has not been recommended
as the first-choice agent, there are no grounds to
deny or delay clozapine use in first-episode
patients, especially in those who develop treat-
ment resistance.

Another relevant question is how long to treat
patients such as Rick for the first episode of psy-
chosis. For this question no clear evidence is
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available, and guidelines recommend 6 to
12 months of treatment after remission in first-
episode patients [27]. It is important that after
this period, medication should not be stopped
immediately but tapered down slowly over 8§ to
12 weeks with a continuous monitoring of psy-
chotic symptoms. There are some concerns that
long-term antipsychotic use can lead to loss of
brain tissue, but evidence is inconclusive. A sum-
mary of structural brain changes seen in first-
episode psychosis and chronic schizophrenia is
shown in Fig. 10.1.

Insula

Insula

Fig. 10.1 Illustration of regions of significantly
decreased gray matter derived from several meta-analyses
of structural imaging studies of first-episode schizophre-
nia [axial view with red clusters] and chronic schizophre-
nia samples that included a range of episodes [coronal
view with blue-green clusters]. All reported coordinates
were included. The details of individual meta-analytic
studies are published by Palaniyappan et al. [40]. Insula
and anterior cingulate cortex (ACC) are the most affected
regions that are encircled

L. Palaniyappan et al.

10.3.5 Relapse Prevention

Although most patients will show remission of
their initial psychotic symptoms, there is a sub-
stantial likelihood of relapse [3]. Such relapses,
typically defined solely by positive symptoms,
may increase the likelihood of a more chronic
course of illness [51] and are disruptive of a
patient’s functional and social recovery. While
every effort should be made to avoid relapses, it
is also important not to catastrophize their occur-
rence, and for some patient’s they can serve a
function in developing acceptance of the nature
of their illness and need for treatment [52].
Essential to relapse reduction is an understanding
of the factors which increase the risk of their
occurrence.

Identifying aspects of an individual’s presen-
tation, which may indicate that relapse is immi-
nent or has started, could serve to reduce the
negative consequences of a relapse. Such indica-
tors, sometimes referred to as a “relapse signa-
ture,” can include changes in mood, thought
patterns, interaction style, or even simple man-
nerisms. These signs may be accessible by
patients or those close to the person including
perceptive clinicians [10, 17]. Relapse signature
may sometimes reflect prodromes of the initial
episode of psychosis but is challenging to inves-
tigate as they can be highly individualized to a
patient [37]. There is also increasing interest in
the possibility of identifying a risk signature
based on biological observations [14, 50], though
this has not reached fruition as of yet.

Premature treatment discontinuation is the
main predictor of relapse in the first episode [3].
Other predictors of relapse include persistent
substance use and higher expressed emotions in
the family [3]. It is important to note that nearly
15% of patients with FEP will not have another
episode of psychosis, irrespective of the period of
antipsychotic treatment (PEPP data; [2]).
Nevertheless, at present, there is no reliable
method to predict the individuals who will have
such a positive outcome. Follow-up studies sug-
gest shorter DUP, and early response to antipsy-
chotics are features that may point to this group,
albeit with small predictive value [2].
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Table 10.1 Principles of adherence training

Training professionals in medication management

Formulation of a midterm to long-term treatment plan

Optimization of the antipsychotic treatment regime
(e.g., minimum required dose, LAI use, or using one
pill a day)

Educating patients on treatment management (e.g.,
how do I get medication, is there someone to help
me?)

Integration of persons of trust (e.g., family, friends)

Clearly laid out plans of cooperation of different
sectors of the healthcare system

From Gray et al. [22] and Schulz et al. [49]

The overall aim of the maintenance treatment
in first-episode schizophrenia is to prevent
relapse but also to prevent the development of
burdensome side effects that may result in both
discontinuation and life-shortening complica-
tions. This balance between benefit and risk is the
most important issue in the management of
schizophrenia.

In this regard, long-acting injectables (LAIs)
are beneficial, but the evidence for first-episode
patients is low. It is important to note that RCT is
an inherently flawed design to compare LAIs
with oral drugs, due to extremely high adherence
to oral drugs seen in RCTs [23]. A clear superior-
ity emerges in pragmatic trials, supporting the
view that LAIs should be offered to those patients
who are at risk for discontinuation of treatment
and those who prefer a LAI (Table 10.1).

Table 10.1 lists key measures to improve
adherence to antipsychotic treatments. Most
early intervention centers have implemented
these strategies, but all professionals working
with schizophrenia should adhere to those
strategies.

10.3.6 Risk Assessment and Risk
Management

10.3.6.1 Excess Mortality and Side
Effects

First-episode schizophrenia is a severe mental ill-
ness, and patients are at a crossroad for their fur-
ther individual development. Moreover, patients
face several risks beyond the risks of relapse.

Schizophrenia patients are at high risk for excess
mortality resulting in a life expectancy reduction
of 15 to 25 years [15] and a 3.5-fold increased risk
of dying [39]. Reasons for this excess mortality
are somatic comorbidities (e.g., COPD, diabetes,
heart diseases) and suicidality. The reasons for the
increased risk for somatic comorbidities are man-
ifold, including barriers to care, disease-associ-
ated factors, or treatment-associated factors [15].
Antipsychotic-induced weight gain or pathologi-
cal QTc prolongations may contribute to the
excess mortality, and thus, all patients treated with
antipsychotics should be monitored regularly.
Such programs include regular assessments of
weight and BMI, waist circumference, blood
pressure, fasting plasma glucose and lipid pro-
files, blood cell counts, and ECG [25]. If a patient
gains more than 7% weight within the first few
weeks of treatment, switching antipsychotics [16]
has to be considered. There are other strategies to
overcome antipsychotic-induced weight gain
(e.g., adding metformin), but in first-episode
patients, such strategies should be considered as
second line. Apart from weight gain and meta-
bolic side effects, sexual side effects (due to pro-
lactin increase), sedation, or cardiac side effects
(e.g., QTc prolongation, myocarditis, tachycar-
dia) can impact the outcome of patients. Side
effects that impair quality of life (e.g., sexual dys-
function, sedation) may lead to treatment discon-
tinuation, whereas cardiac side effects may result
in excess mortality. Motor side effects can occur
with every antipsychotic and are related to dopa-
minergic antagonism. Motor side effects occur
frequently in first-episode patients and should be
intensively monitored as these effects are frequent
and burdensome and remain underdiagnosed in
clinical practice [25]. Five different groups of
motor side effects can be distinguished compris-
ing acute dystonic reactions, Parkinsonism, and
akathisia as early complications, whereas tardive
dyskinesia is a late-occurring motor side effect.
Finally, neuroleptic malignant syndrome (NMS)
is a dangerous condition that can occur with every
antipsychotic and that is related to treatment ini-
tiation and to rapid dose escalation. From all
motor side effects, akathisia is the most frequent
side effect and is unfortunately significantly
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underdiagnosed. Akathisia, but also other motor
side effects, area burdensome, are a major con-
tributor to treatment discontinuation and can lead
to suicidality. Parkinsonism and acute dystonia
need a switch to an antipsychotic with fewer
motor side effects and can be treated with anticho-
linergics. Akathisia can be also managed with an
antipsychotic switch or with the application of
propranolol.

Drug abuse Drug abuse occurs frequently in
first-episode schizophrenia, and the highest prev-
alence rates are reported for tobacco and alcohol
dependency. Tobacco abuse contributes to the
excess mortality and, thus, evidence-based strate-
gies for smoking cessation, including nicotine
replacement treatment or the application of vare-
nicline [7, 26, 44]. Another issue is cannabis
abuse in first-episode schizophrenia, especially in
the younger patients [32]. Cannabis abuse or
dependency results in more severe symptoms and
is a high-risk factor for relapse. One meta-analy-
sis confirmed the relationship between cannabis
use and hospitalization, relapse, and positive
symptoms and showed that cannabis discontinua-
tion can reduce this risk to the level of nonusers
[48]. Therefore, encouraging cannabis-dependent
FEP to enter a specific cannabis reduction/absti-
nence program is likely to be beneficial.

Suicidality Schizophrenia is associated with a
high risk for suicide, and it is estimated that
5-15% commit suicide [26], with this risk being
especially high in patients in early stages of the
disorders [41] (Table 10.2).

Patients with first-episode schizophrenia
should be screened for suicidality and depressive
symptoms on a regular basis (see Table 10.2). To

Table 10.2 Risk factors for suicidality in first- episode

psychosis
Modifiable factors
Severe hallucinations
Motor side effects
(especially akathisia)
Depressive symptoms
Lack of social support

Static factors

Male gender

A high premorbid I1Q
Acute phase of the early
onset illness

Recent discharge from
inpatient treatment

From Hasan et al. [26]

screen for and to quantify depressive symptoms,
the Calgary Depression Scale for schizophrenia
should be used. Optimization of treatment and
hospitalization are main factors for the manage-
ment of suicidality [26].

10.3.7 Non-pharmacological Options

As described before, antipsychotics are highly
effective and should be offered to every patient
with first-episode psychosis. However, just the
prescription of antipsychotics does not fulfill the
needs of the patients such as Rick. Every patient
with a first-episode psychosis should have access
to cognitive behavioral therapy (CBT) and fam-
ily interventions. The effect sizes for CBT and
family intervention are high, especially in terms
of relapse prevention. The recently published
“2-Year Outcomes From the NIMH RAISE Early
Treatment Program” highlighted that patients
with first-episode psychosis need guideline-
based individualized antipsychotic treatment,
family psychoeducation, resilience-focused indi-
vidual therapy, as well as supported employment
and education [31]. These five aspects provide a
fully integrated care for first-episode psychosis.

10.4 Summary of Approach

One common theme to successfully mitigating
the challenges raised above is the use of tools that
allow us to quantify severity, monitor response,
and measure side effect burden in psychosis.
Measurement-based care (MBC) is a practice
framework that enables clinical decisions to be
based on routinely collected client data during
treatment. MBC approaches have empirical sup-
port in many fields of medical practice. With the
introduction of specific tools in DSM-5, a specific
emphasis has been provided to the use of MBC in
routine practice. Using MBC framework greatly
enhances the overall outcomes in depressed sub-
jects, compared to providing the same treatments
but without periodic measurements. Analogous to
pragmatic RCTs that purport to make trials close
to real-world practice, MBC enables our clinical
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Table 10.3 A toolkit measurement-based care in first-
episode psychosis

PQ-16 for suspected prodrome

PANSS-8, Clinical Global Impression (severity), and
Calgary Depression Scale in FEP

Metabolic monitoring protocol (3-monthly)

Recording weight and waistline (every month for first
3 months, then 3-monthly)

SOFAS along with weeks of full/part-time employment
and independent living

Compliance rating for antipsychotics

Self-report checklist for adverse effects and substance use

practice to move closer to the trials, thus enabling
patients to achieve the incremental benefits seen
when they participate in trials.

The use of MBC in EIP can help clinicians and
patients to make informed decisions about anti-
psychotic choice, dose changes, treatment switch-
ing, and compliance. In addition, it can also
provide objective tools for patient and family edu-
cation and provide a basis for evaluation of the
clinical program. Most MBC initiatives, including
the scales promoted by DSM working groups,
focus on short instruments that can be used both at
baseline and to assess change over the course,
mostly based on self-report to reduce measure-
ment burden [18]. We provide a minimal set tool-
kit (Table 10.3) that can be used for MBC in EIP
practice, which can help us navigate a number of
conundrums if used in conjunction with evidence-
based recommendations discussed above.
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11.1 Case History

Mr. X is a 35-year-old male with a DSM-5 diag-
nosis schizophrenia. During his first episode of
psychosis which started at the age of 18, he exhib-
ited positive symptoms including disordered
thought process, disorganization, bizarre behav-
ior, and agitation. During his initial assessment,
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his baseline symptom severity was assessed using
PANSS (Positive and Negative Symptom Scale)
on which he scored 115 indicating severe psycho-
sis. In addition to his positive symptoms, he also
exhibited some negative symptoms including apa-
thy, amotivation, and lack of interest. He was
admitted to a psychiatric hospital and treated with
a trial of second-generation antipsychotic agent.
He responded well to the medication trial, and
after his symptom resolution, he was discharged
back to the community with a follow-up through
the First-Episode Psychosis Program. For the first
18 months of his treatment, he engaged poorly
with the team and had a relapse of his symptoms
which were only secured following an involuntary
admission to the local hospital. During this admis-
sion he showed almost similar symptoms to his
first presentation. During his second cause of
admission, he was commenced on a trial of sec-
ond-generation atypical long-acting injection. He
also received to have relapse prevention work and
medication monitoring support; however his
symptoms were not adequately controlled.
Despite being on the long-acting injection, he
experienced symptoms including paranoia, suspi-
ciousness, positive symptoms, and some negative
symptoms. After discussion with the patient, fam-
ily, and the team, it was agreed that he would be a
suitable candidate for a trial of clozapine.
Treatment was initiated at 25 mg per day and
gradually titrated up to 450 mg for which he
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showed marked improvement in his psychotic
symptoms and became calm and cooperative.

11.2 Questions

11.2.1 What Are the Current National
Guidelines Available
in the Treatment
of Schizophrenia?

There are five clinical guidelines available in
the management of schizophrenia including
(I) Canadian Clinical Guidelines for
Schizophrenia developed in 2017, (2)
American Practice Guideline for the Treatment
of Patients with Schizophrenia, (3) The UK
Guidelines (National Collaborating Centre for
Mental Health), and (4) National Institute of
Clinical Guidelines (Table 11.1).

11.2.2 What Is the History
of Clozapine?

In 1959 a Swiss pharmaceutical company
Wander Laboratories first identified clozapine,
and in 1971 clozapine became available in

Europe. However, in 1975 clozapine was with-
drawn by the pharmaceutical company due to
serious side effects in a Finnish population. The
first case of agranulocytosis was in Finland in
1975 followed by several cases of clozapine-
induced agranulocytosis. But later clozapine
was gradually reintroduced with strict monitor-
ing guidelines. In early to mid-1980s after the
approval of FDA, 1990 clozapine became avail-
able in the USA followed by the rest of the
world. Now almost 50 years gone, clozaril
remains a drug of choice for treatment-resistant
schizophrenia.

11.2.3 Whats the
Psychopharmacology
and the Mechanism of Action
of Clozapine?

Clozapine belongs to the group of tricyclic anti-
psychotics known as the dibenzodiazepines. The
actual chemical structure is quite similar to a
typical antipsychotic loxapine with some minor
differences. Clozapine’s mechanism of action is
described in Table 11.2.

A number of hypotheses have been proposed
to explain how clozapine can reduce positive

Table 11.1 Currently available National Clinical Guidelines

Country

Canadian Guidelines

disorders

Developed by the Canadian Psychiatric Association in 2017 and provides evidence-based
recommendations for the treatment of schizophrenia and schizophrenia spectrum

Focuses on assessment for all phases, psychotherapy, pharmacotherapy,
psychosocial interventions, and service delivery. Recommendations are also
provided as guidance to physicians and patients

American Guidelines

Developed by the American Psychiatric Association
Focuses on treatment formulation, therapeutic alliances, treatment setting and
housing options, social issues in treating schizophrenia

United Kingdom Guidelines

improve patient care

Developed by the National Collaborating Centre for mental health
Focuses on recommendations for prevention and promoting recovery as well
Includes recommendations for research topics to guide future guidelines and

Australian Guidelines.

functioning

Developed by Royal Australian new Zealand College of Psychiatrists in 2016. The
guideline provides recommendations for the clinical management of schizophrenia
and related disorders. It takes a holistic approach in providing care for people with
schizophrenia focusing on diagnosis, symptom relief, and optimal recovery of social
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symptoms. Although clozapine has been used for
the last 50 years since it was discovered, its exact
mechanism of action is unknown; however there
are several hypotheses that have been proposed to
explain how clozapine can reduce psychotic
symptoms without producing extrapyramidal
symptoms:

1. It has low propensity to cause extrapyramidal
side effects (EPS).

2. Low percentage of D2 receptor occupancy
may explain its low rate of EPS.

3. It has fast off D2 receptor dissociation from
the D2 receptors which could give rise to its
low occurrence of EPS and efficacy for severe
psychosis.

4. High binding affinity to
receptors.

the 5-HT2A

11.2.4 What Are Some Known Side
Effects Associated
with Clozapine?

11.2.4.1 Side Effects of Clozapine

The most common drug aversive effects are seda-
tion, dizziness, syncope, tachycardia, ECG
changes, nausea, and vomiting. Other common
adverse effects include fatigue, weight gain, con-
stipation, various anticholinergic effects, and
muscle weakness.

11.2.5 What Are the Hematological
Side Effects Associated
with Clozapine Therapy?

11.2.5.1 Agranulocytosis

Although it is a rare side effect, it is of a serious
concern. Patients on clozaril can have either
granulocytopenia or agranulocytosis.
Granulocytopenia is defined as a granulocyte
count less than <1.5 x 10°/L. Agranulocytosis is
defined as less than <0.5 x 10°/L. Approximately
88% of agranulocytosis occurs during the first
26 weeks of therapy, but some have occurred
years after clozapine use. Age can be an impor-

Table 11.2 Clozapine mechanism of action

Clozapine mechanism of action

Dopamine receptors — D2 antagonists bind to D2
receptors approximately 100 times less than
haloperidol. At the normal therapeutic doses, it
occupies only 40-60% of D2 receptors

Serotonin receptors — Binds to 5-HT2A, B, and C
receptors an d has high affinity for 5-HTS5 receptors
and also acts as a partial agonist at 5-HT1A receptors

Muscarinic receptors — Strongly binds to M1 receptors
and causes well-known side effects such as sedation,
constipation, and drowsiness

Adrenergic receptors — Strongly binds to o 1
adrenergic receptors and likely to contributes it’s
sedative, cardiac side effects including orthostatic
hypotension

Histamine receptors — Very strong binding capacity to
HI histamine receptors and likely to contribute to its
side effects including increase in appetite, weight gain,
possibly metabolic side effects

Glutamate receptors — Does not bind directly, but
clozapine main metabolite (nor clozapine) is an M1
agonist

GABA receptors — Low affinity toward GABA
receptors

tant factor as the risk of neutropenia and agranu-
locytosis increases with age. It is important to
note that the development of agranulocytosis
and granulocytopenia does not seem to be dose-
dependent. The exact mechanism of clozapine-
induced agranulocytosis is not clear. There is no
convincing evidence to suggest direct toxicity of
clozapine or its metabolite, n-dimethyl clozap-
ine. The exact mechanism ofclozapine-induced
agranulocytosis is unknown, but several theo-
ries have been proposed including genetic and
some complex multistep immunological phe-
nomenon involving HLA (human leukocyte
antigen class I and II). Unlike individuals who
are younger in age, agranulocytosis is about
10-16 times more likely to develop in individu-
als who are older [1].

Given its severe risk of causing a medical
emergency, it should be stopped immediately if
these symptoms occur. The following chart sum-
marizes the course of action during clozapine
therapy; however it may vary according to the
jurisdiction.



118 K. Shivakumar et al.
Treatment Course of Action
BASELINE e Begin treatment with C lozapine

Hematological requirements for initiation of
treatment:

e WBC >= 3.5x10°/L

e ANC >=2.0x10°

GREEN
If WBC >= 3.5x10%L and >= 2.0x10°.L

Continue treatment with Clozapine
Monitor patient as follows:

Weekly for the first 26 weeks

Every 2 weeks for the next 26 weeks
Every 4 weeks therafter

FLASHING YELLOW
e Asingle fall or sum of falls in WBC count of
3.0x10%/L or more is measured in the last
four weeks, reaching a value of <4.0x10°
e Asingle fall or sum of falls in ANC of 1.5
x10%/L or more is measured in the last four
weeks, reaching a value of 2.5 x10%/L

Patient should be evaluated immediately
Check WBC count and ANC twice weekly
Continue treatment with Clozapine

YELLOW
If any of the following:
e WBC count falls to between 2.0 x10%L and
35x10%L
e ANC falls to between 1.5 x10%L and 2.0
x10%/L

e Patient should be evaluated immediately
e Check WBC count and ANC twice weekly
e Continue treatment with Clozapine

Modified from AA Pharma [2]

11.2.6 What Are the Cardiovascular
Side Effects Associated
with Clozapine Therapy?

The most common cardiovascular side effects
include myocarditis, cardiomyopathy, pericardi-
tis, myocardial effusion, heart failure, myocardial
infarction, and mitral valve insufficiency.

11.2.6.1 Myocarditis

The association between clozapine and myocardi-
tis was first studied by Kilian et al. in 1999 [3].
Myocarditis is a rare but fatal side effect with an
incidence rate of ~0.06%. But some other studies

have shown different estimates, for example, some
Canadian studies have shown that fatal myocardi-
tis was estimated to be 1 in 12,500 and in the USA
1 in 67,000 [4]. It can be fatal particularly during
the first month of therapy but extending up to
60 days. It is an inflammatory disease of the myo-
cardium with a wide range of clinical presentation
[5]. It is believed to be a hypersensitivity reaction
also unrelated to dose. Table 11.3 describes the
monitoring protocol and the symptoms of clozap-
ine-induced myocarditis (Table 11.4).

It is important to note that many of these
symptoms occur in patients on clozapine not
developing myocarditis; however the absence
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Table 11.3 Monitoring protocol for clozapine-induced myocarditis

Time/condition

Signs/symptoms to monitor

Baseline

Pulse, blood pressure, temperature, respiratory rate
Full blood count (FBC)

C-reactive protein (CRP)

Troponin

Echocardiography

Daily

Pulse, blood pressure, temperature, respiratory rate
Ask about: Chest pain, fever, cough, shortness of
breath, exercise capacity

Ask patients for

Chest pain, fever, cough, shortness of breath,
vomiting, nausea, myalgia, headache, sweatiness,
urinary discomfort or frequency

On days 7, 14, 21, and 28

C-reactive protein (CRP)
Troponin [ or T

Full blood count (FBC)
Electrocardiogram (ECG)

If patient develops signs and symptoms of unidentified
illness OR HR > = 120 bpm or increased by >30 bpm OR
CRP 50-100 mg/L OR mild elevation in troponin (<= 2
ULN)

Continue clozapine with increased monitoring
Check troponin and CRP daily and monitor patient for
developing illness until features normalize

If the patient shows troponin >2 ULN OR
CRP > 100 mg/L

Cease clozapine and repeat echocardiography
Consult a cardiologist or an internist

Table adapted from Refs. [6, 7]

Table 11.4 Clinical symptoms of clozapine-induced myocarditis

Clinical symptoms of clozapine-related myocarditis:

1. Malaise and fatigue

. Dyspnea with increased respiratory rate

. Chest pain

. Flu-like symptoms

Fever

. Peripheral eosinophilia

. Sinus tachycardia

. Drug rash [8]

Ol Non | wn AW

. Hypotension

10. ECG changes including ST depression

11. Enlarged heart on radiography or echo

12. Eosinophilia

of these symptoms does not rule out myocardi-
tis. The suggested monitoring protocol for clo-
zapine-induced myocarditis was proposed by
Ronaldson et al. [6].

If patients develop tachycardia at rest, chest
pain, shortness of breath, or arrhythmia, the patient
should be investigated, and clozapine should be
discontinued. Studies have shown that re-chal-
lenge can be successfully completed using beta-
blockers and angiotensin-converting enzymes, but
recurrence is possible [9, 10, 11, 12, 13, 14].

11.2.6.2 Cardiomyopathy

Clozapine-induced cardiomyopathies are very
rare, but nonetheless dangerous side effects with
an incidence rate of 0.02-0.1% have been
reported [15]. Cardiomyopathy should be sus-
pected in patients if they show symptoms of pal-
pitation, chest pain, syncope, sweating,
decreased exercise capacity, or breathing diffi-
culties. Because the mortality rate is up to
17.9% and there is an increased risk of sudden
death, clozapine should be ceased, and the
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patient should be given a referred for further
assessment [3].

11.2.7 What Are Some Other Side
Effects Associated
with Clozapine Therapy?

Sialorrhea or

Hypersalivation

Sialorrhea, or hypersalivation, is a most trouble-
some side effect in clozapine-treated patients. It is a
very common (up to 31% of patients). The patho-
physiology of clozapine-induced hypersalivation is
not clear; however suggested mechanisms include
M4 agonism, adrenergic alpha-2 antagonism, and
inhibition of the swallowing reflex [16].

11.2.7.1

11.2.7.2 Seizures
A clozapine-induced seizure is a known risk, and
it may occur at any time [17]. It depends on the
total daily dose (traditionally more than 600 mg/
day), plasma levels of clozapine above 1000 ng/
ml, concurrent medication administration, and a
rapid dose escalation. Several studies have
shown different rates of clozapine-induced sei-
zures, and it occurs in 0.6% of patients treated
with clozapine. The tonic-clonic seizure is the
most frequently described type of seizure; how-
ever other myoclonic-atonic, simple, and partial
seizures and absence seizures are also seen [18].
The exact mechanism of clozapine-induced sei-
zures is not well studied, but studies have shown
that it may be associated with the selectivity of
clozapine toward mesolimbic and cortical dopa-
mine D 4 receptors.

Management Principles of Clozapine-Induced
Seizure [19].

A thorough evaluation of the patient:

1. Investigate the possible triggering factors.

2. Discontinue the clozapine for 24 h and restart

at half of the seizure-initiating dose.

Order clozapine serum concentrations.

4. Continue on prophylactic antiepileptic drugs
such as sodium valproate, gabapentin,
lamotrigine, or topiramate.

bt

If an antiepileptic drug is considered, it is
important to consider the pharmacokinetic
drug interactions that accompany many anti-
epileptic drugs and the other hematological
side effects which could occur with the antiepi-
leptic drugs.

11.2.7.3 Stuttering

Numerous case studies have been shown that clo-
zapine is associated with stuttering in 0.92% of
individuals treated with clozapine. It is associ-
ated with an increase in treatment dose or with
dose titration. The exact mechanism of clozap-
ine-associated stuttering is not known, but it can
be associated with further social isolation and
withdrawal of the patients.

11.2.7.4 Venous Thromboembolism
and Pulmonary Embolism

The connection between clozapine to cause
venous thromboembolism has been shown, and
studies based on Hagg [20] estimated the inci-
dence of venous thromboembolism to be between
1/2000 and 6000 individuals that were just treated
with clozapine for 1 year. Several theories have
been proposed to explain the mechanism leading
to thromboembolism during clozapine therapy
(Table 11.5).

There are several other risk factors which
are commonly seen in psychiatric patients
treated with clozapine and may predispose to
venous thromboembolism and pulmonary
embolism. Some risk factors include long-term
hospitalization, immobilization due to physi-
cal restraints, dehydration, concurrent admin-
istration of other medications such as
benzodiazepines and other antipsychotic medi-
cation, hyperprolactinemia associated with
co-prescribing hyperhomocysteinemia, and
diagnosis of schizophrenia.

11.2.7.5 Sedation

Sedation and fatigue is common especially dur-
ing the first 2 weeks of therapy, and it is a result
of antagonism at H1, Ach, dopamine, and alpha-1
receptors. It is generally mild and usually settles
as the treatment continues.
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Table 11.5 Possible biological mechanism of action of clozapine in relation to venous thrombosis and pulmonary

embolism

Sedation and obesity associated with clozapine which reduces movement and activities

Sedation and obesity associated with clozapine which reduces movement and activities

Clozapine has the high affinity for the 5-HT2A receptors which can contribute to serotonin-induced platelet

aggregation [21]

Some in vitro studies have shown an increase in platelet adhesion and aggregation which can predispose to venous

thromboembolism

Clozapine can increase the creation of antiphospholipid antibodies and the increase of the C-reactive protein [22]

Hypotension-associated with clozapine therapy may contribute to post-thrombogenic mechanism

11.2.7.6 Weight Gain

Weight gain tends to occur in the first
6—12 weeks of treatment with clozapine [23].
Because of its propensity to raise insulin lev-
els, there have been reports of ketoacidosis in
some patients. Weight should be routinely
monitored, and behavioral interventions, such
as diet modification and increasing level of
exercise, should be recommended if the
patients gain weight on clozapine. Some stud-
ies have shown that metformin can be used to
blunt antipsychotic-induced weight gain and
also improve insulin sensitivity [24].

11.2.7.7 Urinary Incontinence

Urinary incontinence is a rare side effect caused
by clozapine’s anti-alpha adrenergic effects
leading to bladder neck sphincter relaxation
[23]. An open trial of 16 patients suggested that
ephedrine, which is an alpha-adrenergic agonist,
may be effective in treating clozapine-induced
urinary incontinence. A dose of 25 mg ephed-
rine at night or 25 mg twice daily is usually suf-
ficient [25, 26]. Some other simple measures
such as reducing the dose or manipulating dose
schedule to avoid periods of deep sedation or
avoiding fluids before bedtime may be helpful;
however some cases of urinary incontinence
may resolve spontaneously but also may persist
for many months or years.

Overall clozapine remains an important medi-
cation in the treatment of severe psychosis. Some
of the side effects are most difficult; however
with careful selection and monitoring, it remains
an excellent medication for severe psychosis and
several other conditions.

Disclosure Statement “The authors have nothing to
disclose™.
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and Arun Ravindran

12.1 Case Report

Mary G is a 49-year-old woman, separated for
the past year and a half, with two adult children.
She is on a long-term disability from her job as a
government clerk.

Ms. G experienced her first episode of depres-
sion at 22, thought to have been triggered by her
move from a small town to living in university
residence. Her symptoms at that time consisted
of low mood persistent throughout the day, social
isolation, late insomnia, decreased appetite, and
weight loss of 15 Ibs.

She sought help from her university health
service and received supportive therapy from a
social worker and was started on a course of
fluoxetine. After 1 week, she complained of feel-
ing restless and agitated, and treatment was
switched to paroxetine, which was titrated to
40 mg over a period of 1 month. She gradually
began to feel better and would at times be nonad-
herent to treatment, leading to discontinuation of
symptoms, and eventually decided to stop phar-
macological treatment. However, she continued
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with supportive therapy and was able to maintain
her improvements, but noted that it took 3 years
for her to achieve full remission.

After completion of her degree, Ms. G sought
employment with the government and has main-
tained steady work in various departments. She
married at the age of 27 and had two children.
There are no significant issues in her medical his-
tory, and she functioned well in her career and
was able to balance family life with a number of
close friendships.

Two years ago, Ms. G experienced significant
interpersonal conflict with a manager at work.
She began to ruminate at night, developing initial
insomnia and decreased appetite. She became
unable to concentrate on her work. She saw her
family physician and was started on escitalopram
after being diagnosed with her second episode of
major depression, which was eventually opti-
mized to 20 mg. She had a partial response to this
treatment, achieving a 40% reduction in her
symptoms as measured on the PHQ-9. However,
her depression was affecting the marital relation-
ship, and Ms. G separated from her husband,
with further deterioration in her depressive symp-
toms. During this period, she received two other
antidepressants of desvenlafaxine 50-100 mg
and sertraline 150 mg p.o. daily with each trial
over 12 weeks. With both agents she had similar
degrees of benefits as escitalopram. Subsequently,
sertraline was augmented with 900 mg of lithium,
which she tolerated well, apart from development
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of facial acne, but with no additional benefits.
She then received an augmentation trial of aripip-
razole, starting at 2 mg, and titrated to 5 mg daily.
However, it caused severe akathisia, and Ms. G
stopped it abruptly. She was offered the option of
adding olanzapine or quetiapine but was reluc-
tant because of the possibility of weight gain.

12.2 Introduction

Major depressive disorder (MDD) is a common
illness that often follows a chronic and recur-
rent course. Associated with significant mor-
bidity and mortality, it is a leading cause of
disability worldwide [105]. Despite extensive
research on its pathophysiology and treatment,
MDD remains a difficult illness to treat in a
significant proportion of patients. Current first-
line treatments for MDD include pharmaco-
logical agents and psychological therapies.
Among the pharmacological agents, selective
serotonin reuptake inhibitors (SSRIs) and sero-
tonin-norepinephrine reuptake inhibitors (SNRIs)
have been established as first-line treatment
options [43]. However, as with many pharma-
cological agents, antidepressant medications
are not without problems. Studies have shown
that only 30-50% of patients with MDD exhibit
response to the initial antidepressant [30, 62],
and less than half attain remission even with
optimal treatment, indicating that issues of
partial response and nonresponse to medica-
tions are common in depression.

The term treatment-resistant depression
(TRD) is often used to describe patients who do
not respond to antidepressant treatment. Several
operational definitions have been proposed for
TRD since the term first appeared in the literature
in the 1970s, but without a clear consensus on it.
A commonly used definition for TRD is failure to
respond to two or more optimal trials of antide-
pressants of different classes [51, 55]. Response
is conventionally defined as a > 50% reduction in
symptoms as measured by a standard rating scale,
such as the Hamilton Depression Rating Scale
(HAM-D) or the Montgomery-Asberg Depression
Rating Scale (MADRS) [51]. Those who show

25-50% response are frequently referred to as
partial responders and, as such, are often included
in the TRD rubric [51].

It has been estimated that 12-20% of patients
with depression will fulfill criteria for TRD [60].
The socioeconomic impacts of TRD for the indi-
vidual, family, and society are significant, as
TRD is often associated with higher rates of med-
ical and psychiatric comorbidities, lower quality
of life, and significant functional impairment.
Moreover, health economic studies confirm its
significant economic impact due to higher health-
care costs and lost productivity [60].

The pathophysiological mechanisms under-
lying TRD remain poorly understood, but it is
generally accepted that multiple factors are
contributory. There are currently no neurobio-
logical markers for diagnosing and/or predict-
ing TRD, but some possible physiological
correlates have been identified, including
abnormal neural connectivity and altered func-
tion in specific brain areas (e.g., caudate,
insula, anterior cingulate cortices, etc.) [11, 73,
106] and genetic contributors (e.g., polymor-
phisms of monoamine genes) [41, 42].

Similarly, demographic factors, including
female gender, older age, and lower education
level and economic status, as well as the presence
of life stressors, have been proposed to be associ-
ated with poor treatment response [57, 99]. As
well, comorbid medical and psychiatric condi-
tions are noted to increase the likelihood of non
response [68, 92].

12.2.1 Clinical Conundrums
in the Management of TRD

There is consistent evidence that the presence of
residual depressive symptoms following phar-
macotherapy is associated with greater likeli-
hood of relapse [78]. In addition, remission
rates are noted to be inversely proportional to
number of failed acute therapies and subsequent
relapse rates [55]. As such, the goal in treating
an acute episode of depression is for the patient
to achieve remission with minimal to no resid-
ual symptoms.
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When presented with a case of treatment resis-
tance, the suggested first step is to carefully
review the psychiatric and medical diagnoses to
identify any factors contributing to resistance and
to avoid misdiagnosis. Antidepressant medica-
tion history also needs to be reviewed to deter-
mine adequacy of past trials, as there is evidence
that many MDD patients do not receive adequate
treatment [21]. An adequate trial is often
described as medication taken at an effective
therapeutic dose, for a minimum of 6-12 weeks
[69]. The Antidepressant Treatment History
Form (ATHF) and the Massachusetts General
Hospital Antidepressant Treatment Response
Questionnaire (MGH ATRQ) are useful instru-
ments to evaluate adequacy of prior antidepres-
sant trials. Another important factor to take into
consideration is treatment adherence. Although
nonresponse due to poor adherence does not, by
definition, constitute treatment resistance, nonad-
herence occurs in up to 50% of patients pre-
scribed with antidepressants and is likely to
contribute substantially to cases of pseudo-resis-
tance [9].

Once medical and psychiatric conditions and
other confounding factors have been ruled out
and treatment resistance has been established,
commonly used pharmacotherapy strategies for
TRD include switching to another antidepressant
class or augmenting current antidepressant treat-
ment with another pharmacological agent. These
strategies have been reviewed elsewhere [43, 55,
69]. Briefly, there is some evidence that switch-
ing from an initial failed SSRI trial to an antide-
pressant, such as venlafaxine [33] or bupropion
[86], can be beneficial for some patients. While
such strategies are helpful for many patients, in
others, the benefit is only modest, as evidenced
by remission rates of 30-50% following switch
or augmentation [5, 101]. Moreover, certain
pharmacologic strategies may not be appropriate
for some patients due to issues of medication tol-
erance, drug-drug interactions, and safety.
Further, the high price of antidepressant medica-
tions can be problematic for some patients, par-
ticularly for those who do not have insurance to
cover such costs. Finally, some patients are sim-
ply not open to the idea of taking psychotropic

Table 12.1 Common reasons for nonadherence

Common reasons for nonadherence

125

Nonresponse Complicated Negative attitudes
Adverse drug treatment toward

reactions regimens antidepressant
Fear of Poor mental medications
developing health literacy | Religious and/or
drug reaction Stigma cultural beliefs
Cost of

medications

Sundborn and Bingefors [98]; Ho et al. [40]

medications for personal reasons. The table
below lists some of the common reasons for anti-
depressant nonadherence. Taken together, there
is a wide range of limitations in currently avail-
able pharmacotherapy options for TRD, high-
lighting the need for alternative options for the
management of TRD (Table 12.1).

Is There a Place

for Complementary

and Alternative Medicine
Therapies in TRD?

12.3

Complementary and alternative medicine (CAM)
therapies are often defined as “a group of diverse
medical and health systems, practices, and prod-
ucts that are not currently considered to be part of
conventional medicine” [61]. There are currently
more than 120 CAM therapies available, includ-
ing physical therapies, herbal remedies and
nutraceuticals, and mindfulness-based interven-
tions [79].

CAM therapies tend to be more cost-effective
and available without a prescription, and they are
often perceived to be safer alternatives without
many of the adverse effects commonly associated
with pharmacotherapy. In the past few years,
many studies have investigated efficacy of CAMs
in different medical and psychiatric illnesses,
with some promising results. This, in conjunction
with patients’ preference for self-directed over
practitioner-directed therapies and a belief that
“natural is better” has resulted in a steady rise in
the popularity of CAMs [100]. A national US
survey noted a 47% increase in visits to CAM
practitioners between 1990 and 1997 [27]. In
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Table 12.2 CAM therapy recommendations for major depressive disorder [80]

Intervention Indication

Recommendation ‘ Evidence ‘ Monotherapy or adjunctive therapy

Physical and meditative treatments

Exercise Mild to moderate First line Level I | Monotherapy
Moderate to severe Second line Level I | Adjunctive

Light therapy Seasonal (winter) First line Level I | Monotherapy
Mild to moderate Second line Level 2 | Monotherapy or adjunctive
nonseasonal

Yoga Mild to moderate Second line Level 2 | Adjunctive

Natural health products

St. John’s wort | Mild to moderate First line Level I | Monotherapy
Moderate to severe Second line Level 2 | Adjunctive

Omega-3 Mild to moderate Second line Level | | Monotherapy or adjunctive
Moderate to severe Second line Level 2 | Adjunctive

SAMe Mild to moderate Second line Level | | Adjunctive
Moderate to severe Second line Level 2 | Adjunctive

Adapted from [80]

depression, national self-report surveys indicate
that CAM techniques are used by up to 54% of
patients, suggesting substantial demand [27]
(Table 12.2).

There is great potential in integrating CAM
therapies in the management of TRD [80]. For
instance, CAM therapies that work through
mechanisms other than those targeted by antide-
pressant medications may be viable options for
patients who have failed to achieve remission
with pharmacotherapy. Moreover, augmentation
of pharmacotherapy with CAMs can be a practi-
cal option for partial responders for whom anti-
depressant medication doses cannot be increased
due to issues of safety and tolerability. However,
the evidence on efficacy and safety of different
CAM interventions in TRD is limited. Reported
studies are sparse and varying in quality, often
with equivocal results. Given the potential utility
of CAMs and the growing popularity among
patients, it is important to evaluate the benefits
and risks of use. The aim of this chapter is to
present the available evidence on CAM therapies
for TRD to serve as a guide for the clinician to
tailor an alternate therapeutic approach for
patients with treatment resistance.

It is important to note that while there are over
120 CAM modalities available, only a small
number has sufficient published evidence to war-
rant evaluation. As a result, this chapter covers

Table 12.3 CAM therapies reviewed in this chapter

Physical and meditative

treatments Natural health products
Exercise Omega-3 fatty acids
Light therapy S-adenosylmethionine
Sleep deprivation (SAMe)

Yoga

Mindfulness-based
cognitive therapy

some physical and meditative treatments (exer-
cise, light therapy, yoga, mindfulness-based cog-
nitive therapy) and natural health products
(omega-3 fatty acids and S-adenosyl-L-
methionine). Several other CAM therapies, such
as sleep deprivation, acupuncture, St. John’s
wort, dehydroepiandrosterone (DHEA), trypto-
phan, and other herbal/natural supplements, have
evidence for benefit in MDD, but are not reviewed
here, as their use has not been systematically
evaluated in TRD (Table 12.3).

12.3.1 What Are the Physical
and Meditative Treatments
That May Benefit TRD?

12.3.1.1 Exercise
Exercise is a structured physical activity under-
taken to maintain or improve physical fitness and
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health [17]. Exercise is also known to promote
mental health and psychological well-being,
including antidepressant effects [32]. The posi-
tive effects of exercise on mood are believed to be
partly mediated by improvements in brain effi-
ciency, plasticity, and adaptability via modula-
tion of neuronal signaling and synapse
connectivity [46].

Several randomized controlled trials (RCTs)
and meta-analyses have shown that physical
activities, such as aerobic exercise and strength-
ening, have moderate antidepressant effect when
used alone or as adjunct to usual treatment, when
compared to controls or active comparators, and
in both clinical and non-clinical depressed popu-
lations [17, 38, 85, 91]. The benefits have been
shown to be comparable to that of traditional
treatments, such as medications and psychother-
apy, and studies confirm that exercise is well-tol-
erated [17, 80]. As such, many guidelines include
exercise as a treatment option for MDD, either as
monotherapy or as an adjunctive [80].

Less is known about the benefit of exercise
specifically for TRD. However, there is prelimi-
nary evidence to support its use to augment the
effects of pharmacotherapy in partial and nonre-
sponders (see Table 12.4). In the open-label
pilot study by Trivedi et al. [102], partial
responders who underwent a 12-week exercise
program adjunctive to antidepressant medica-
tions exhibited significant improvements in
depressive symptoms at the end of the study.
Moreover, two RCTs evaluating exercise pro-
grams as add-on to ongoing pharmacotherapy
reported significant improvements in depressive
symptoms, as well as in social and physical
functioning compared to baseline and controls
[58, 59, 76]. Efficacy of exercise as augmenta-
tion in TRD has also been demonstrated in an
elderly population. In the study by Mather et al.
[54], subjects aged 53 years or older were ran-
domly assigned to exercise classes or health
education for 10 weeks. Modest improvements
in depressive symptoms were observed in both
groups, but the exercise group had a signifi-
cantly higher proportion of subjects with >30%
reduction in HAM-D17 score than the health
education group [54].

Although more research is needed to confirm
benefits of exercise in TRD, these studies suggest
that exercise as an adjunct to ongoing pharmaco-
therapy effects improvements in symptomatol-
ogy and psychosocial functioning in
TRD. Moreover, the exercise programs evaluated
in these studies were well tolerated, as evidenced
by no reports of adverse effects; and well
accepted, as evidenced by adherence rates of
75-90% [54, 58, 102]. Due to the limited number
of studies in this population, there are no practice
guidelines for use in TRD, and the parameters for
optimal results are likely to vary among patients.
However, based on the published data, it would
be reasonable to recommend 30-60 min of mod-
erate aerobic exercise, 2-5 times per week, as an
adjunct to pharmacotherapy in patients with
TRD. This is in line with current recommenda-
tions in practice guidelines for treatment of MDD
[66, 80].

12.3.1.2 Light Therapy
Light therapy (LT) is an intervention in which
subjects are exposed daily to an artificial source
of bright light that has been shown in several
studies to have antidepressant effects when used
at carefully timed doses [80]. The antidepressant
effects of LT are purported to be mediated by
modulation of neurophysiological and biochemi-
cal processes governed by the suprachiasmatic
nuclei (SCN), including circadian cycle phase
shifts, increases in daytime serum serotonin, and
suppression of daytime melatonin secretion [67].
Light therapy has been shown to be effective
in the treatment of seasonal affective disorder
(SAD) [35, 52], with acute effects comparable to
fluoxetine [47] and cognitive behavioral therapy
(CBT) [83]. Efficacy has also been demonstrated
in nonseasonal depression when used as mono-
therapy, though the evidence is limited by study
design flaws, such as small sample size and inad-
equate controls [35, 74, 103]. Efficacy when used
as an adjunct to antidepressant medications is
less clear. Two meta-analyses concluded that
adjunctive LT is not superior to pharmacotherapy
alone [35, 103]. However, more recent RCTs
have demonstrated significantly stronger thera-
peutic effects for combinations of LT and
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antidepressants (fluoxetine or venlafaxine) com-
pared to medication alone [37, 50]. Given the evi-
dence in MDD, LT is currently recommended as
a second-line monotherapy or adjunctive therapy
in CAM treatment guidelines for MDD [80].

There is some evidence to suggest LT may be
beneficial in TRD (see Table 12.5). The study by
Wirz-Justice et al. [104], which evaluated effi-
cacy of LT in women with antepartum depres-
sion, included four subjects who were on
antidepressant medications with poor response at
the time of the study. All four subjects were
assigned to LT for 5 weeks, and all were reported
to improve. Further details on these subjects,
such as the degree of improvement, were not pro-
vided [104]. Moreover, two open-label studies
evaluated LT as add-on to ongoing medication in
treatment-resistant patients and reported signifi-
cant improvements in depression scores [26, 77].
Efficacy of LT as adjunct to ongoing medications
was also evaluated in RCTs using low-intensity
(50 lux) light [64] and negative ion generator [15]
as controls, and significant improvements in
response and remission rates were observed.

Thus, there is preliminary evidence that LT
may be a viable augmentation option for some
patients with TRD, though further research is
needed for confirmation in this population. The LT
parameters used in the studies discussed herein
(5000 to 10,000 lux, 0.5 to 2 h in the morning, for
2—6 weeks) are more or less in line with the stan-
dard protocol used in MDD (10,000 lux, 0.5 h in
the morning, for 6 weeks) [52]. These parameters
were associated with good adherence, as evi-
denced by high study completion rates (74% in
Prasko et al. [77] and 87% in Chojnacka et al.
[15]); and were well tolerated, as evidenced by the
absence of serious adverse effects in the studies. In
line with what has been reported in the MDD pop-
ulation, common adverse effects included mild
and transient agitation and headaches [15].

12.3.1.3 Sleep Deprivation

Sleep deprivation (SD) is an intervention in
which subjects are kept awake for approximately
36 h, which has been shown to effectively reduce
depressive symptoms [6]. The antidepressant
effects have been proposed to involve potentia-

tion of monoamine signaling, as well as func-
tional and metabolic changes in the ventral/
anterior cingulate cortex, and increased fronto-
limbic connectivity [6].

Although it has not been specifically evalu-
ated in TRD, there is substantial evidence that SD
exerts benefits in depressive disorders [34, 53,
81]. Of note, although the onset of antidepressant
effects is rapid, relapse after discontinuation is
also rapid. As such, a practical limitation is main-
taining SD for longer than a few weeks [80].
Daytime sleepiness is one of the most commonly
reported adverse effects [80]. Recurrence of
panic attacks and risk of SD-induced mania have
also been noted, and, as such, caution is recom-
mended for use in vulnerable populations [20].
Moreover, SD is contraindicated for epilepsy due
to the high risk of seizure induction with sleep
reduction [20].

Despite issues of practicality and potential
risks, the rapid benefits of SD in MDD suggest
that it could be beneficial in TRD, and more
research in this population is warranted. In the
absence of practice guidelines specifically for
TRD, the parameters of use in MDD studies
(total SD for up to 40 h or partial SD allowing
3—4 h of sleep per night, employed 2 to 4 times
per week over the course of 1 week) may be
applied to TRD [80]. Currently, there is level 2
evidence to support use in MDD, and guidelines
recommend sleep deprivation as a third-line
adjunctive treatment for more severe and refrac-
tory forms of MDD [80].

12.3.1.4 Yoga
Yoga is a system of integrated physical move-
ments, breathing practices, and meditation that
originated in India more than 4000 years ago. It
exemplifies the principle that mental and physi-
cal health is achieved through unity of mind,
body, and spirit [82]. It is often practiced to pro-
mote health and wellness, and, more recently,
there has been interest in its utility as an interven-
tion for physical and mental illnesses, including
depression.

The mechanisms by which yoga exerts antide-
pressant effects are not yet fully understood.
Studies have shown that yoga attenuates
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physiological imbalances commonly seen in
depression, such as over-activation of the hypo-
thalamic-pituitary-adrenal (HPA) axis and
under-activation of the parasympathetic nervous
system, thereby enhancing the adaptive stress
response [93, 95]. Moreover, recent research
has demonstrated maladaptive inflammatory
response in the pathophysiology of depression,
and the practice of yoga has been shown to
reduce pro-inflammatory cytokines normally
elevated in depression, such as IL-1, IL-6, and
TNF-a [82, 93]. The practice of yoga also
appears to effect long-term changes in the brain,
as evidenced by studies reporting volumetric
increases in brain areas involved in emotional
regulation and executive functioning, such as
the ventromedial prefrontal cortex; and dimin-
ished activity in brain areas associated with anx-
ious states, such as the amygdala [25, 93].

The efficacy of yoga in depression has been
evaluated in several clinical trials and meta-anal-
yses, with mostly positive results. Yoga has been
shown to be associated with improvements in
symptoms of depression when used as monother-
apy or as an adjunctive, and benefits have been
shown to be comparable to that of medications,
group therapy, and exercise [18, 19]. Given the
evidence, yoga is currently recommended as a
second-line adjunctive therapy in CAM guide-
lines for the treatment of MDD [80].

However, evidence on benefits of yoga spe-
cifically for TRD is limited (see Table 12.6).
Butler et al. [10] evaluated the effects of
8 weeks of hatha yoga meditation in subjects
with long-term depressive disorders. Follow-up
analyses at 9 months revealed significantly
more remissions in the intervention than in the
control group. Although this was not a study on
the efficacy of yoga in TRD, per se, about 20%
of recruited subject were non/poor responders.
Authors found that remission at 9-months fol-
low-up was not associated with antidepressant
use [10], suggesting benefit of yoga beyond that
of combination with antidepressants. In the
study by Shapiro et al. [89], subjects with uni-
polar depression in partial remission partici-
pated in an open-label 20-session Iyengar yoga
intervention adjunct to ongoing pharmacother-

apy. Significant improvements in symptoms of
depression, anxiety, and neuroticism, as well as
in heart rate variability, were observed among
study completers, and 11 subjects achieved
remission [89]. Finally, a recent RCT by
Sharma et al. [90] evaluated efficacy of an
8-week Sudarshan Kriya yoga (SKY) program
in MDD patients with poor treatment response
and reported significant improvements in symp-
toms of depression and anxiety.

Given the paucity of studies in TRD and the
variety of yoga types and methodologies used in
the published studies, it is difficult to ascertain
whether yoga confers any benefit specifically to
patients with TRD. Nevertheless, given the good
safety profile (adverse effects are very rare), low
cost, and added physical benefits, it is reasonable
to infer that the adoption of yoga practice in TRD
would yield more benefits than harm in TRD. In
the absence of practice guidelines specifically for
TRD, evidence from the MDD population may
be used, where interventions averaging 2—4 ses-
sions per week over the course of 2—3 months
have yielded positive results [18].

12.3.1.5 Mindfulness-Based
Cognitive Therapy

Mindfulness-based cognitive therapy (MBCT) is
an intervention that was developed for relapse
prevention of recurrent MDD [88]. It integrates
elements of mindfulness meditation (to become
more aware of and to take a nonjudgmental atti-
tude toward incoming thoughts, feelings, and
bodily sensations) and elements of CBT (to rec-
ognize own maladaptive thought patterns and
deliberately disengage from them) [14, 16].
MCBT usually consists of eight weekly 2.5 h
structured sessions and it can be used as mono-
therapy or adjunctive. Its benefits are reported to
be comparable to traditional CBT, as well as
pharmacological treatments [13, 45, 75, 94],
though the evidence is limited by methodologi-
cal shortcomings of the investigations, such as
small sample size, lack of randomization and
adequate control conditions, and heterogeneity
of studies.

Given MBCT’s efficacy in chronic depression,
several recent investigations have focused on its
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utility in TRD (see Table 12.7). Two open-label
trials evaluated MBCT in TRD subjects and both
found significant improvements in BDI scores
and relapse rates [28, 44]. These positive findings
were replicated in two recent RCTs. In the study
by Chiesa et al. [14], subjects with TRD were
randomized to receive MBCT or psychoeduca-
tion in addition to current treatment. Significant
improvements in measures of depression and
quality of life were observed in the MBCT group
in both short- and long-terms [14]. In the study
by Eisendrath et al. [29], TRD subjects were ran-
domized to MBCT or to a Health Enhancement
Program (HEP), which served to control such
factors as group support and morale, facilitator
attention, and treatment duration. The MBCT
group exhibited significant improvements in
depression scores and remission rates and was
superior to HEP at posttreatment [29].

The results of these studies suggest efficacy of
MCBT in the management of TRD. No adverse
events were reported in either Chiesa et al. [14]
or Eisendrath et al. [29], and dropout rates were
similar (12-15%) in both studies, suggesting
good safety and adherence profiles [14, 29].
Though the evidence is preliminary, the findings
are promising and warrant further research to
confirm utility in TRD.

12.3.2 What Natural Health
Products May Help Clinicians
to Treat TRD?

12.3.2.1 Omega-3 Fatty Acids

Omega-3 fatty acids (w-3 FAs) are essential
dietary polyunsaturated fatty acid (PUFA) com-
pounds found in fish oil, seafood, and some veg-
etables. These fatty acids have important roles in
human physiology, including brain development
and function. Dietary deficiencies in long-chain
®-3 FA compounds, including eicosapentaenoic
acid (EPA) and docosahexaenoic acid (DHA), are
speculated to be risk factors for mood disorders,
including MDD [56]. In line with this, studies
have shown that cultures with diets rich in fish oil
have lower rates of depressive disorders [39, 65],
suggesting preventative and therapeutic roles in

depression. Proposed mechanisms for the antide-
pressant effects of ®-3 FAs include improve-
ments in serotonergic and dopaminergic
neurotransmission through normalization of cell
membrane microstructure and signal transduc-
tion [23, 24, 56].

Several clinical trials and meta-analyses on
the efficacy of w-3 FAs in depressive disorders
have been conducted, with somewhat variable
results. At least two meta-analyses reported posi-
tive results for ®-3 FA when used as monother-
apy or adjunct to antidepressants [31, 49], one
reported positive results for trials of ®-3 FA sup-
plements with at least 60% EPA composition
[97], one found benefits mainly in EPA supple-
ments used as adjunctive therapy [36], one
reported small to moderate benefits unlikely to be
of clinical significance [3], and two meta-analy-
ses found no benefits compared to placebo [2, 7].
The variability of results has been attributed to
the heterogeneity of included studies with respect
to study design, study population (e.g., inclusion
of MDD, BD, comorbidities), sample size, and
supplement dose and composition (e.g., different
ratios of EPA to DHA), among other factors. In
general, o-3 FAs are recommended as second-
line monotherapy for mild to moderate MDD,
and as adjunctive for moderate to severe MDD
[80].

The evidence for benefit of -3 FAs in TRD is
promising (see Table 12.8). Two RCTs evaluated
efficacy of adjunct EPA (albeit at different doses
and durations of treatment) in medicated subjects
with persistent depression, and reported signifi-
cant improvements in depressive symptoms com-
pared to baseline and controls [63, 72]. Another
RCT evaluated the effect of adjunct -3 FA sup-
plements in an 8-week trial in medicated subjects
with depression, and found significant improve-
ment in HAM-D score [96]. More recently, an
open-label study evaluated the effect of a 10-week
adjunctive treatment with low- and high-dose -3
FA supplements in SSRI-resistant adolescents
[56]. Significant improvements in depression
scores and higher remission were observed in the
high-dose group [56].

The above findings suggest benefits of m-3 FA
supplements as add-on to ongoing pharmacother-
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apy, and it is inferred that treatment for a mini-
mum of 4 weeks is required for benefits to
manifest, although dose requirements remain
unclear due to the wide range of evaluated doses
(1 g/day in Peet & Horrobin [72] vs 10.8 g/day in
McNamara et al. [56]). There is general agree-
ment that EPA content is more relevant than
DHA. Completion rates were high, ranging from
70 to 98%. Commonly reported adverse effects
included GI symptoms and headaches [56, 72,
96], and none of the studies reported serious AEs,
suggesting good safety and adherence under the
treatment parameters evaluated in the studies dis-
cussed herein.

12.3.2.2 SAM-e

S-adenosylmethionine (SAMe) is a natural
physiological compound found throughout the
body. It plays a role in several metabolic path-
ways, and it is uniformly distributed in the brain,
where it serves as a major source of methyl
groups required for the synthesis of catechol-
amines and neuronal membranes [4, 71]. Given
the dominant role of catecholamines in the neu-
ropathology of depression, SAMe is speculated
to have a therapeutic role in the regulation of
mood disorders, including depression. Proposed
mechanisms mediating its antidepressant effects
include increased monoamine synthesis and
serotonin turnover, inhibition of norepinephrine
reuptake, and augmentation of dopaminergic
activity, as well as regulation of neurotrophic
activity, inflammatory cytokines, and bioener-
getics [71, 84].

Several clinical trials and meta-analyses sup-
port a therapeutic role of SAMe in the treatment
of depression, with response rates reported to be
comparable to that of tricyclic antidepressants
when used as monotherapy [8, 12, 22, 70]. There
is also some evidence to support SAMe as adjunct
to antidepressant medications [22, 87]. Currently,
guidelines recommend SAMe as a second-line
adjunctive treatment for use in mild to moderate
MDD [80].

Preliminary evidence for efficacy in TRD has
come from several open trials. In the study by
Rosenbaum et al. [84], open-label oral SAMe was
administered as monotherapy for 6 weeks to

patients with MDD, of whom some had a history
of nonresponse to antidepressants, and significant
improvements were observed by week 3. In a
more recent open-label study, 6-week treatment
with SAMe tosylate as add-on to ongoing antide-
pressant medication was found to be associated
with significant improvements and 43% remis-
sion rates [1]. Finally, in the RCT by Papakostas
et al. [71], adjunct SAMe for 6 weeks was associ-
ated with significantly higher remission rates than
adjunct placebo, and a post hoc analysis revealed
significantly greater improvements in the ability
to recall information in the SAMe group [48].

The results of these studies suggest therapeu-
tic potential of adjunct SAMe for TRD and that
SAMe at 800-1600 mg/day for 6 weeks appears
to confer augmentation benefits in TRD. It was
well tolerated, with no serious adverse events.
Common adverse effects were similar to those
reported in MDD and were generally mild and
transient. They included headaches, fatigue, ner-
vousness, sleep disturbances, and gastrointestinal
issues, such as nausea, diarrhea, constipations,
and lack of appetite [1, 71, 84].

12.4 Conclusion

Partial or nonresponse to conventional pharma-
cotherapy is common in patients with MDD and
often persists in a substantial proportion in spite
of switch and augmentation strategies. Poor
adherence frequently contributes to lack of
response and chronicity. Many patients discon-
tinue antidepressants due to troublesome adverse
effects, such as weight gain and sexual dysfunc-
tion. These observations underscore the need for
alternative and integrative therapeutic approaches
that do not rely solely on pharmacotherapy.
Because many CAM modalities act via mecha-
nisms different than antidepressant medications,
they can be viable options for patients that are
resistant to standard pharmacotherapy and aug-
mentation strategies, and for those who develop
intolerable adverse effects to medications.
Moreover, patients who have no access to stan-
dard care and/or cannot afford the cost of medi-
cations may also benefit from CAMs, as these
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tend to be more affordable and available without
a prescription. Finally, the majority of CAM ther-
apies are either self-directed physical and/or
mind-based practices or derived from natural
products. As such, they often appeal to patients
who are not comfortable with the use of psycho-
tropic medications and those who wish to adopt
CAMs as part of an integrative approach to maxi-
mize therapeutic benefits (Table 12.9).

The evidence to support the use of CAM thera-
pies in TRD is promising but currently limited.

Based on efficacy, safety, and practicality, the most
robust evidence is for exercise, MBCT, and w-3
FA supplements as adjunctive to ongoing pharma-
cotherapy. There is less evidence on efficacy of
yoga, light therapy, and SAMe in TRD, but given
their reported good safety profiles and relative
ease of use, these treatment modalities may be
useful. There are several other CAM therapies not
reviewed here which may be beneficial on an indi-
vidual basis, but for which there is currently insuf-
ficient evidence to support widespread use.

Table 12.9 S-adenosyl-L-methionine in TRD

Author

Study design

Sample size

Definition of
resistance

Intervention

Control

Key findings

Rosenbaum
et al. [84]

Open label
Monotherapy
6 weeks

20 MDD
subjects (9
with and 11
without history
of
nonresponse)

1 or more
failed trials of
at least

4 weeks each

Upto
1600 mg/
day SAMe

None

Overall significant®**
reduction in HAMD,,
score compared to
baseline

6/11 non-treatment-
resistant and 1/9
treatment-resistant
subjects met criteria for
full response

Alpert et al. [1]

Open-label
Adjunct
(SSRI, SNRI)
6 weeks

30 subjects
with treatment
resistance

Partial or
nonresponse
to SSRIs or
venlafaxine
trials of at
least 4 weeks

SAMe
tosylate at
800—
1600 mg/
day

None

77% completion rate

In ITT analyses,
significant™** reductions
in HAMD,,;, MADRS,
BDI, and CGI-S compared
to baseline

50% responders and 43%
remitters in ITT analysis
at end point

Papakostas
etal. [71]

RCT
Adjunct
(SSRI)
6 weeks

Levkovitz et al.
[48]

Post hoc
analysis

73 subject with
TRD

Trial of SSRI
for at least
4 weeks

SAMe at
800 mg/day

Placebo

Completion rates of 70%
and 79% in SAMe and
placebo, respectively
Although improvements in
HAMD and CGI-S
observed in both treatment
arms, significantly higher
response** (18 subjects in
SAMe, 6 subjects in
placebo) and remission*
(14 subjects in SAMe and
4 subjects in placebo)
rates in treatment group

Significantly greater
improvement in ability to
recall information* in
SAMe than placebo group

BDI Beck Depression Inventory, CGI-S Clinical Global Impressions—Severity, /77T intention-to-treat, HAMD, Hamilton
Depression Rating Scale, MADRS Montgomery-Asberg Depression Rating Scale, RCT randomized controlled trial,,
SAMe S-adenosylmethionine, SSR selective serotonin reuptake inhibitor
*p < 0.05, **p < 0.01, ***p < 0.001
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It is important to emphasize that pharmaco-
logical and/or psychological treatments remain
the first-line recommendations for depressive
disorders and, thus, should be considered ahead
of CAM therapies. Moreover, clinical judgement
should always be applied when evaluating suit-
ability and safety of CAM modalities for indi-
vidual patients. Although the CAMs discussed in
this chapter have been reported to be safe and
devoid of serious adverse effects, there is a dearth
of information on long-term effects and on inter-
actions between CAM therapies and conventional
treatments or between different CAM therapies.
This is complicated by the fact that CAMs such
as herbal supplements and nutraceuticals are not
as rigorously regulated as pharmaceuticals.
Moreover, patients often do not disclose self-
directed CAM use to clinicians, and clinicians
may not ask [80], adding to the risk of dangerous
interactions. Finally, due to limited research con-
ducted in TRD, there are currently no standard
guidelines for use in this population.

Despite these limitations, the growing body
of evidence in support of specific CAMs indi-
cates therapeutic potential in TRD. As such,
CAM therapies as add-on to evidence-based
first-line interventions may be considered as part
of an integrative approach to the management of
TRD. Given the paucity of long term and inter-
action safety data, and the absence of guidelines
for use in TRD, it is recommended that clini-
cians discuss the risks and benefits of available
CAM treatments with their patients and establish
guidelines for use in an individually tailored
manner.
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13.1 Introduction

We present cases of two patients with depressive
illness complicated by comorbid personality
disorders (PDs). “Barbara” and “Janet” each
have more than one type of comorbid PDs.
“Barbara” had depression and both avoidant and
obsessive personality traits, which interfered
with her recovery and return to work. “Janet” had
depression and both dependent and borderline
personality traits, which produced vulnerability
to the sick role preventing her from returning to
work and prolonging her depressive illness. Both
patients were initially stabilized on psychophar-
macology before cognitive behavioural therapy
(CBT) was commenced. The CBT formula-
tion of each patient was informed by case con-
ceptualization methodology outlined in “Case
Formulation in Cognitive Behavioural Therapy:
The Treatment of Challenging and Complex
Cases” edited by Tarrier [24]. What is the psy-
chotherapeutic approach to these patients? How
should the psychotherapist address personality
traits that are interfering with recovery from pri-
mary depressive illness?
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Northern Ontario School of Medicine,
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13.2 Case 1 Presentation

Barbara is a 58-year-old former executive of an
accounting firm that recently closed its doors.
She is married and is a mother of two grown-up
children. Her son is single, in his early 20s, and
lives in another city. Her daughter, in her late
20s, lives with her husband and three children in
another country. As the executive of the account-
ing firm, Barbara was responsible for the deci-
sion to sell the company and to let go of over 50
employees instead of taking drastic measures to
save the company and the employee’s jobs.

After the company closed its doors, she had her
first major depressive episode with atypical features
and had thoughts of suicide. She was successfully
treated during a month-long stay in the hospital
with a combination of sertraline, bupropion, and
supportive psychotherapy and was discharged to
outpatient psychiatric care. CBT was initiated fol-
lowing discharge. She continued to receive IPT
after CBT was terminated. (Table 13.1, Fig. 13.1).

13.3 Clinical Questions

How would psychotherapy benefit Janet
in addressing dependent tendencies and
borderline traits, which contribute to
maintaining her depression?

What approach should the psychotherapist take?

What psychotherapeutic modality would most
benefit the patient?
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Table 13.1 Barbara’s personal details and problem list

Family of origin

Eldest child of four and only daughter; took care of her brothers growing up; both
parents worked low-pay jobs and had frequent arguments about finances; parents
have depression and anxiety; worked part-time in retail since 16 to help her family

Current family

Married for 12 years to her second husband; she raised her children from a
previous relationship as a single mother; her brothers live far away with their
families and there is little contact; her parents

are deceased

Social supports

No close friends of her own; she socializes with her husbands’ family and friends; she
frequently visits her son, with whom she shares a friendship as well as a mother-son
relationship

Educational history

She dropped out of high school to take a full-time job to help her family when
her mother lost her job; she completed adult education later on and completed
college; credits from college were used towards a university education; she
completed the degree of master of business administration part-time while
working as a secretary at the accounting firm

Career history

She rose through the ranks over 15 years at the accounting firm to become a
director

Activities of interest

Reading; long-distance running; tennis; golf; charity work

Developmental history

She had normal birth and development; as a child, school was challenging due to
inattention and difficulty with perfectionistic tendencies; later on in life, she received
coaching to manage these tendencies and excelled in her education; growing up she
was her parents’ helper/babysitter for her younger siblings; her value to her parents
and family was the help she provided to them in child-rearing

Premorbid personality

Obsessive-compulsive personality disorder (OCPD),
Avoidant personality traits

Past medical history

Generally healthy, her family physician followed her for mild elevation of liver
enzymes

Substance use history

Started drinking alcohol on and off socially during her teen years; gradually through
her 20s and 30s, she became a regular drinker; she struggled with alcohol use disorder
in her 40s and required in-patient rehabilitation treatment; now in her 50s, she drinks
1 to 2 glasses of wine daily

Medications

Sertraline 150MG daily
Bupropion 300MG daily

Baseline scales

BDI = 20 (moderately depressive symptoms)
HAM-A = 17 (mild anxiety symptoms)
Y-BOCS = 14 (mild obsessive-compulsive symptoms)

Problem list

. Depression

. Anxiety

. Obsessive rumination

. Overestimation of responsibility

. Views herself as unattractive

. Feels unloved/unwanted if her husband fails to initiate sex
. Inhibited, lacks confidence in social situations

. Blames herself for her son’s substance use problems

. Avoids talking to her husband about her feelings

. Poor self-care during low moods

11. Perfectionistic about diet and exercise during better moods
12. Inconsistent in maintenance of healthy self-esteem/image
13. Problematic alcohol use and elevated liver enzymes
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Fig. 13.1 CBT formulation for Barbara

13.4 Case 2 Presentation

Janet is a 24-year-old nursing student on disability
for work stress and depression. She lives with her
partner of 10 years and has no children. She expe-
rienced severe burnout during her final year of
nursing school and took an extended sick leave.
She found it difficult to balance between maintain-
ing boundaries with her fellow nursing students.
She would become overly involved in helping
classmates with their work neglecting her own.
Without healthy boundaries, she frequently got
into conflicts with the same classmates. Without
appropriate boundaries, she tended to become
overly involved in patient care and emotionally
affected by her patients’ suffering. There is no
self-harm behaviour. She had been in CBT group
therapy for a few months before she was assessed
by a psychiatrist and started on medication.
Individual CBT was initiated in combination with
specific techniques of dialectical behaviour ther-
apy (DBT) [18] in order to adapt to the patient’s
presentation. (Table 13.2, Fig. 13.2).

13.5 Clinical Questions

How would psychotherapy benefit Janet in address-
ing dependent tendencies and borderline traits,
which contribute to maintaining her depression?

N
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What approach should the psychotherapist
take?

What psychotherapeutic modality would most
benefit the patient?

13.6 Literature Review

Personality disorder (PD) can be defined as a
recurring pattern of maladaptive habits of think-
ing, behaving, and responding emotionally to the
environment. Based on estimates by Samuels
[21], 6-10% of the general population have one
or more PD. Beckwith et al. [6] reviewed stud-
ies of estimates of prevalence of PD in clients
of mental health services in the community and
found that rates vary from low 42% to high 92%.
Having a PD is a predictor of more severe mental
health problems and resistance to psychologi-
cal therapies and psychotherapy dropout [26].
Kuyken and colleagues [16] found PD sufferers
had more severe mental illness at baseline prior to
psychological treatment and more residual symp-
toms following termination of treatment. The
authors also noted that it was not the PD, per se,
that interfered with psychological intervention,
rather, cognitive distortions such as avoidant
and paranoid beliefs that determined therapy
outcome. This observation by Kuyken and col-
leagues [16] would suggest PDs are perhaps ame-
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Table 13.2 Janet’s personal details and problem list

Family of origin

Only child; parents are financially comfortable; parents deny any mental health problems

Social supports

Her partner works full-time and is very supportive; she has many supportive friends; her
grandmother and mother visit often; she also has support from her partner’s extended
family; she has a friendship with her mother instead of a mother-daughter relationship

Educational history

She excelled in nursing school until illness

Activities of interest

Drawing; gardening; sewing; crafts; scrapbooking

Developmental history

She had normal birth and development; as a child, school was challenging because she
attempted suicide in grade school and was socially ostracized for the attempt; classmates
were told by their parents not to associate with her

Premorbid personality

Borderline personality disorder
Dependent personality disorder

Past medical history

Generally healthy

Substance use history

Started smoking marijuana on and off socially during her teen years; currently smokes
marijuana once a day and drinks 2-3 alcoholic beverages one to three times a week

Medications

Bupropion 300MG daily
Lisdexamfetamine dimesylate 60MG daily

Baseline scales

BDI = 15 (mild depressive symptoms)
HAM-A = 10 (very little anxiety symptoms)
ADHD adult self-rating scale = inattention

Problem list

. Depression

Marijuana use

. Work avoidance

. Entrenched sick role disproportionate to measured symptom severity
Low self-esteem

. Low distress tolerance

. Sensitivity to rejection

. Low skill in healthy boundaries

. Low perceived self-efficacy

. Poor emotional self-management
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Generally, having a PD means living many
years of significant distress and dysfunction in
important social and personal domains without
treatment. People with PD often fail to live up to
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their potential in achievement and happiness.
They are at higher risk of developing mental ill-
ness, suicide, and dying prematurely than people
without PDs [26]. Dixon-Gordon and colleagues
[9] systematically reviewed studies of health
outcomes associated with PDs and found evi-
dence of correlations with obesity, propensity to
develop an eating disorder (including binge eat-
ing), chronic pain, chronic illness including liver
disease, cardiovascular disease, gastrointestinal
disease, arthritis, venereal disease, hypertension,
and atherosclerosis. Correspondingly, sufferers
of PDs tended to have high rates of health ser-
vice utilization. Having a diagnosed PD carries
almost a life sentence of stigma and vulnerabili-
ties that is yet to be adequately addressed by
clinical psychiatry. However, tremendous effort
by some researchers and clinicians has led to the
beginnings of effective treatment strategies com-
bining both pharmacotherapy and psychotherapy
[2, 20].

Unfortunately, treatment recommendations
for PD are tentative at best and not yet based on
sufficient evidence for confident implementation
[2]. Development of treatment of PD is chal-
lenged by absence of diagnostic and assessment
tools sensitive and specific to the wide range of
personality pathology, disorder severity, safety
implications, and prognosis. To further compli-
cate matters, developers of the International
Classification of Diseases (ICD) and of the
Diagnostic and Statistical Manual of Mental
Disorders (DSM) have radically different
approaches to PD characterization [25]. How PD
is characterized will determine how we collec-
tively design our approach to psychological and
psychosocial therapies for sufferers of PD and for
mental health issues in people with PD.

Contrary to popular belief that any PD is a
permanent, long-term, and unchangeable condi-
tion, Seivewright et al. [22] found high variability
in prognosis of various PDs defined by the DSM-
IIT in their 12-year study. The authors found
“Cluster B” personality traits (antisocial, histri-
onic) tended to wane over the years. Contrastingly,
“Cluster A” (schizoid, schizotypal, and paranoid)
and “Cluster C” (obsessive, avoidant) personal-
ity traits tended to worsen over time without

treatment directly targeting the PD. Significant
for clinical psychiatry is evidence that the pres-
ence of comorbid PD in primary psychiatric dis-
order predicts treatment outcome for depression.
Hardy and colleagues [12] found symptoms of
depression tended to be more severe at baseline
in patients with “Cluster C” PD, who also showed
significantly less improvement following treat-
ment compared to those without PD. Thus, hav-
ing a PD means an added vulnerability for high
burden of mental illness and poorer quality of
life.

Not only are sufferers of PDs tend not to
respond as well to psychotherapy, they also tend
to drop out of therapy at higher rates than other
therapy recipients. According to a recent meta-
analysis of randomized clinical trials for individ-
ual psychotherapy for depression by Cooper and
Conklin [7], comorbid PD was a predictor of
therapy dropout. Not surprising, given that
hypothesized impaired capacity for attachment is
likely responsible for intrapsychic dysfunction
and impoverished interpersonal relationships
common to all PDs [17]. Supporting this hypoth-
esis are findings by Joyce and colleagues [13], in
their randomized clinical trial that personality
traits negatively affected treatment response to
interpersonal psychotherapy (IPT) but not to cog-
nitive behavioural therapy (CBT) for depression.
The severity of the PD was associated with poorer
outcome from IPT, which requires the capacity to
trust others and take risks in the interpersonal
domain for clinical gains.

Attachment theory as it pertains to PD is still
arelatively new area of research. Evidence is still
insufficient for a precise description of types of
attachment problems associated with each PD. It
is a still promising area of inquiry given the
implications for approaches to psychotherapeutic
treatment for PDs. For example [8], proposed that
clinicians treating PD with psychotherapy need to
be aware of individual maladaptive interpersonal
schemas in order to create lasting or meaningful
change. Generally, the author characterized PD
sufferers as having highly pessimistic expecta-
tions of others in fulfilment of their attachment
needs; PD sufferers operate under the assump-
tion that others would not “nurture” them but will
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“reject, control, or abuse” them [8]. This means
treating sufferers of PD requires competent and
sensitive clinicians willing to go the extra mile
to adapt to and address their individual patient’s
interpersonal challenges.

Given favourable therapeutic alliance between
well-matched psychotherapist and patient, evi-
dence so far suggests that PD can be treated with
limited success [8]. In resource-limited settings,
the treatment of PD is often impractical unless the
PD is severe and causing significant distress.
Realistically, when patients with PD or “Axis II”
present to clinical psychiatry, psychiatric diagno-
ses historically labelled as “Axis I”” are the foci of
therapy. PDs are subject to clinical attention only
when they have implications for treatment of pri-
mary psychiatric disorders such as depression. In
retrospect, this approach may have led to positive
outcomes for those with PD according to evidence
gathered and reviewed by Shea et al. [23]. The
authors found evidence that patients with depres-
sion and borderline PD receiving treatment for
issues related to the PD had better outcomes in
residual symptoms and in the domains of social,
occupational, and global functioning than patients
with PD but without depression. As another exam-
ple, depressed men, with comorbid opioid use dis-
order and antisocial personality disorder treated
with CBT and addiction counselling, showed sig-
nificant improvement in psychiatric symptoms,
employment, drug use, and illegal activities,
compared to men who did not have depression
[23]. Depression was a positive prognostic factor
for these patients with antisocial and borderline
PD. Despite significant challenges of treating
patients with comorbid PD, these pieces of data
would suggest to us reason for cautious
optimism.

Indeed, some studies have suggested that
when patients with an “Axis II” diagnosis of a
PD are properly engaged in treatment, there may
be unexpected concomitant reduction in symp-
toms of PD during the course of treatment for the
presenting/primary “Axis I’ psychiatric illness.
Indeed, Keefe et al. [14] compared CBT treat-
ment outcome for 33 patients with major depres-
sion without PD and 26 patients with major
depression and comorbid PD. The authors found

that early psychotherapeutic work on maladap-
tive core beliefs resulted in significant reductions
in both symptoms of depression and symptoms of
comorbid PD. Patients in this study had “Cluster
B” and “Cluster C” personality issues. These are
descriptions of a handful of studies of treatment
for patients with anxiety or depression and a
comorbid PD. The results somewhat lend support
to a cognitive approach to PDs.

Data on the psychological treatment of men-
tal illness in people with PDs is limited for good
reason. The majority of randomized controlled
trials up to date address the psychotherapeutic
treatment of only approximately 50% of the
population of mental health patients: those with-
out a comorbid PD. Most clinical trials also
measure outcomes of rigorously applied man-
ual-based or “manualized” psychotherapy. Itis a
well-known fact that the psychotherapy per-
formed on research subjects do not mirror well
the psychotherapy that is actually done in prac-
tice [11]. Furthermore, clinical trials exclude
participation of countless patients who refuse
manual-based therapy or are unable to partici-
pate in manual-based therapy due to cognitive
limitations (e.g. learning disabilities). Keeping
in mind these caveats, recent meta-analyses
evaluating the efficacy of psychological thera-
pies for depression have consistently shown
robust effect sizes for manualized or manual-
based CBT and IPT.

In a meta-analysis of 198 randomized con-
trolled trials involving 15,118 adults with major
depressive disorder, Barth and colleagues [3]
found each of seven psychotherapeutic modalities
(IPT, behaviour activation, CBT, problem-solving
therapy, social skills training, psychodynamic
therapy, supportive counselling) superior to con-
trol (usual care or waitlist) with moderate to large
effect sizes. Not surprisingly because other studies
echo similar findings, CBT, behavioural activa-
tion, and IPT emerged as the modalities with the
most robust response. There was no heterogeneity
in pooled measured reductions in depressive
symptoms as a result of psychotherapy [3]. In gen-
eral, CBT has accumulated the most evidential
support in the literature for the treatment of “Axis
I disorders.
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The literature on CBT as a treatment modal-
ity for PDs lacks strong meta-analyses like the
one by Barth and colleagues. Matusiewicz and
colleagues [19] performed a less systematized
review of studies on cognitive psychotherapies
for PD published between 1980 and 2009. The
authors found a generally favourable outlook for
the usefulness of cognitive approaches to PDs.
The absence of quality randomized controlled
trials on psychological treatment of mental ill-
ness in people with comorbid PDs means an
absence of rigorously validated psychological
treatment protocols designed specifically for suf-
ferers of PDs. No CBT manual exists to guide
the psychotherapeutic treatment of depression or
anxiety in patients with comorbid PD. Currently,
the most clinically instructive and comprehen-
sive guide to the psychological treatment PDs
is the book by the inventor of CBT, Dr. Aaron
T. Beck, and his colleagues, Dr. Denise D. Davis
and Arthur Freeman, entitled “Cognitive Therapy
of Personality Disorders” [5].

13.7 Treatment Course
and Response

Barbara received 4 months of weekly CBT for
a total of 16 sessions. CBT goals were collab-
oratively decided upon with patient input. CBT
was conducted with heavy emphasis on cog-
nitive changes. Goals included more realistic
estimation of her personal responsibility for the
consequences of her company’s closure, for her
son’s substance use, and generally for others’
actions, behaviours, and circumstances beyond
her control. She developed more balanced views
of her influence on her children, particularly her
son. Gradually she improved in mood and anxi-
ety. Barbara returned to work as a manager at a
social enterprise and enjoyed her job. However,
she had problems with attention and concentra-
tion despite a euthymic mood. Lisdexamfetamine
dimesylate 40MG was added to her medication
regime to good effect.

Despite improved mood and cognition,
Barbara was still socially anxious and inhibited,
which interfered with her abilities to network

for her work. With the patient’s consent, she was
transitioned from CBT to IPT with a focus on
interpersonal deficits/sensitivity over the next
3 months. CBT booster sessions were integrated
with IPT sessions. IPT was provided using
guidelines and instructions from the “Clinician’s
Quick Guide to Interpersonal Psychotherapy”
by Weissman et al. [27]. Deficits in her relation-
ship with her husband were also addressed using
IPT techniques. When asked to compare her
experiences of the two psychotherapeutic tech-
niques, she indicated that she felt more comfort-
able with IPT because her habits of thinking and
perceiving were not targeted for change, but IPT
seemed to help her achieve similar level of
improvement in mood.

Janet received 3 months of weekly CBT for a
total of 12 sessions. CBT was provided with
heavy emphasis on behavioural activation to
encourage stepping out of the sick role . CBT
goals collaboratively decided upon with patient
input included goal setting, improving decisive-
ness, problem-solving skills, return to school or
to work, reducing cannabis and alcohol use, and
improving self-efficacy. DBT skills from the
“Skills Training Manual for Treating Borderline
Personality Disorder” [18] were taught concur-
rently as CBT proceeded to address various inter-
personal difficulties. For example, the skill of
mindfulness was used to address inattention;
interpersonal effectiveness skills were used to
address problems with boundaries. Janet gradu-
ally improved but made the decision not to return
to nursing school. She decided not to be involved
in any kind of work requiring prolonged and deep
involvement with people. She started a part-time
position at a friend’s local business. She was
eventually discharged from outpatient psychiat-
ric care.

13.8 Summary

We described two patient cases illustrating chal-
lenges in the treatment of depression with psy-
chotherapy. In the first case (Barbara), CBT
helped the patient to resume full-time employ-
ment. However, after CBT termination, the
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patient had significant interpersonal deficits,
which were better addressed using techniques
of IPT. In the second case (Janet), the patient
was heavily invested in the sick role. IPT would
have been inappropriate for Janet given that IPT
relies on the temporary sick role in order to help
the patient accept psychotherapeutic help and
increase help-seeking behaviour from his or her
trusted social network.

Barber and Muenz [1] previously hypothe-
sized that cognitive therapy (CT) was more effec-
tive than IPT in depressed patients who were also
avoidant, whereas IPT was more effective for
depressed patient who had obsessive tendencies.
Joyce and colleagues [13] did not replicate this
finding. They tended to find both avoidant and
obsessive-compulsive PDs to interfere with
IPT. In Barbara’s case, avoidant traits likely
would have interfered with her homework exer-
cises for IPT. CBT was required to change the
self-belief that she was worthless unless others
relied upon her and to reduce her skewed sense of
responsibility for other’s health and welfare.
Barbara had reduced avoidant tendencies when
she returned to work. By then, she was prepared
to do assignments between therapy sessions
aimed at reducing social isolation and interper-
sonal sensitivity or deficits with IPT.

Joyce and colleagues [13] reported from their
randomized trial comparing IPT with CBT in
depressed patients that personality traits were more
likely to interfere with IPT than with CBT treatment
further supporting the chosen sequence of CBT fol-
lowed by IPT. In their discussion, Joyce and col-
leagues articulated the hypothesis that perhaps
outcomes of other “dynamic” psychotherapies may
also be adversely affected by patient neuroticism,
thereby putting into question the traditional clinical
belief that dynamic psychotherapies are indicated
for patients with personality disorders.

The answer to this question came partially this
year, when Kikkert and colleagues [15] repli-
cated the study by Barber and Muenz [1] for CBT
versus psychodynamic supportive psychother-
apy. The authors found that the severity of avoid-
ant or obsessive-compulsive personality did not
influence the outcome of therapy in the treatment
of depression. Therefore, for Barbara and for
similar patients, clinician experience and judge-

ment combined with collaboration with the
patient remain the best method of deciding which
psychotherapy modality and when to apply in the
treatment of depression.

Like Barbara, Janet also had significant inter-
personal stressors, but they were better addressed
using interpersonal skills of DBT, which aug-
mented the main psychotherapeutic modal-
ity used: CBT. For Barbara, emphasis was on
cognitive therapy during her CBT sessions. For
Janet, emphasis was on behaviour activation
to mobilize her out of the sick role during her
CBT sessions. Both patients were not provided
manual-based CBT but modified CBT adapted
to suit their individual clinical presentation.
Adaptations were made in collaboration with the
patient themselves. We illustrate here the reality
of psychotherapeutic treatment in clinical psychi-
atric practice not describable in clinical trials.

It is known for a decade and a half that specific
maladaptive core beliefs are associated with vari-
ous personality disorders [4]. More recently,
Keefe et al. [14] observed that in depressed
patients with comorbid personality disorders,
early cognitive work aimed at dysfunctional core
beliefs predicted better outcomes for both depres-
sive and personality disorder symptoms. In the
case of Janet, she had traits of borderline and
dependent personality disorders comorbid with
her depressive symptoms. The personality pathol-
ogy in Janet was addressed insofar as it contrib-
uted to her recovery from her mood disorder.
Often in the case in many clinical settings, there
is neither available resource nor psychotherapist
hour to target the personality pathology itself. If
the goal is functional recovery, targeting the per-
sonality pathology may not be necessary or
advised. We have already seen evidence that per-
sonality pathology may not interfere with out-
come of therapy for depression [14].

According to Fournier et al. [10], personality
pathology is marked by dysfunctional cognitions
that can be identified and targeted. In case 1,
Barbara was identified to have an overestimation
of responsibility for others that contributed to her
mood symptoms. In case 2, Janet was identified
to have an underestimation of her capacity to
cope and excessive need for approval and care
from others. Janet was entrenched in the sick role
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because it helped her escape from disapproval
and fulfilled the need for attentive care from oth-
ers. In both cases, personality pathology was
addressed insofar as it improved the patient’s
chances of functional recovery.

Currently, systematic bedside assessment
tools validated for use in clinical psychiatry to
objectively determine type and measure severity
of personality pathology, are only in the develop-
mental stage. The clinical value of such tool is
uncertain. Until our state of knowledge improves,
we advocate for attention to personality pathol-
ogy only so far as it helps to conceptualize cogni-
tive distortions and beliefs contributing to the
patient’s presenting complaints. CBT-based con-
ceptualization of the patient combined with a
CBT-based psychotherapeutic course adapted to
the patient remain the most well-studied and
practical approach to any mental health patient
with comorbid personality disorders. Typically,
patients with maladaptive avoidant and paranoid
beliefs have more severe depressive symptom-
atology at baseline intake and are more likely to
have residual symptoms upon psychotherapy ter-
mination [16]. Generally, we recommend that
goal and focus of therapy be directed at the pre-
senting psychiatric complaint, and the physician
needs to work collaboratively with the patient
towards the goal of functional recovery.
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There was no conflict of interest with any person or
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14.1 Introduction
As noted in the Diagnostic and Statistical Manual
of Mental Disorders, 5th edition (DSM-5 [4]), a
personality disorder is “an enduring pattern of
inner experience and behavior that deviates mark-
edly from the expectations of the individual’s cul-
ture.” This pattern can affect cognition, affect,
interpersonal function, and impulse control. The
pattern is inflexible, pervasive in multiple settings,
and fairly stable throughout the person’s life.
Significant revisions to the diagnostic criteria
and approach for this group of disorders were
proposed to be included in the DSM-5 [5].
However, these were ultimately rejected, and
the traditional diagnostic approach was main-
tained. A hybrid dimensional-categorical model
was placed in a separate section, as an option for
clinicians to consider. Despite generally main-
taining the status quo, one very significant
change was made — removing the “arbitrary
boundaries between personality disorders and
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other mental disorders.” This served to recog-
nize that personality disorders are true primary
psychiatric entities.

Regardless of the different perspectives
regarding diagnostic criteria, individuals with
primary or secondary personality disorders or
the associated dysfunctional personality traits
can pose clinical conundrums for even the most
experienced of clinicians. Individuals with per-
sonality disorders compose up to 14% of the
general population [13, 35]. In addition, such
diagnoses are often associated with psychiatric
comorbidity, including psychosis, affective dis-
orders, anxiety disorders, and alcohol/substance
problems. They are also associated with high
use of psychiatric services [13]. Those without
full-blown personality disorders may present in
a crisis situation wherein their dysfunctional
personality traits emerge.

With this background, we present a case and
discussion of one of the more challenging per-
sonality disorders, namely, antisocial personality
disorder (ASPD).

14.2 Case Example: Antisocial
Personality Disorder (ASPD)

Mr. Randy Smith is a 45-year-old man who pres-
ents to the psychiatric emergency in significant
distress, demanding admission. He is experienc-
ing auditory hallucinations and fears for his
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safety. He believes government agents are trying
to poison him and remove his brain. He is wor-
ried he is going to hurt someone or himself. He is
agitated and has an intimidating and threatening
demeanor. A urine toxicology screen is negative.
His file reveals a history of ASPD, substances,
schizoaffective disorder (depressive type), social
anxiety disorder, generalized anxiety disorder,
attention deficit disorder (ADHD), and possible
post-traumatic stress disorder (PTSD).

Randy had a disrupted childhood, suffering
significant physical abuse at the hands of his bio-
logical father until age 10, when his father left the
picture. Injuries from the abuse would include
frequent abrasions and bruising from open hand
slaps, punches, and hits with a belt or hanger. He
also had a fractured wrist on one occasion and
had a cigarette put on his back on three occasions
as punishment. He was then raised by his mother
who had a string of unstable, abusive male part-
ners. Randy was diagnosed with ADHD in grade
2, but was never really treated for the disorder
given his mother was opposed to this. He had
severe behavioral problems throughout school.
He had early oppositional defiant disorder symp-
toms, such as talking back to teachers and swear-
ing when upset. As he grew older, he lashed out
physically to other students who teased him. By
age 13, he was initiating these fights. He gravi-
tated to the “partying crowd” in middle school,
starting to use alcohol and cannabis regularly by
age 13. He also started to run into legal problems,
including break and enters, thefts, and mischief
charges around the same age. He continued to
show impulsive aggression and anger.

By age 15, Randy’s drug use escalated, exper-
imenting with “magic mushrooms,” opiates, and
amphetamines and snorting cocaine. By 18, he
was addicted to crack cocaine, which would
remain his drug of choice throughout life, though
he was able to maintain prolonged periods of
abstinence from all substances, both in and out
of jail.

At age 16, Randy dropped out of school and
continued having non-violent legal problems
primarily to support his drug habit. However, at
age 19, he was convicted of his first violent

crime — an assault causing bodily harm on a
drug-using friend while high on cocaine. He
served 11 months for this offense. He had a
number of other non-violent offenses, includ-
ing fraud, thefts, stolen property, and breaches.
His second serious violent offense was an
attempt murder charge, at 24 years old. It has
been a drug deal “gone wrong.” The charge was
pleaded down to aggravated assault, and he
served 7 years in a federal penitentiary. At the
time of his current presentation to the emer-
gency, he did not have any other violent charges
in his legal history. His last conviction was
around 5 years ago for possession and distribu-
tion of cocaine. In total, he had 25 previous sen-
tencing dates and had served about 12 years of
his adult life in jails.

Despite his substance use and other problems,
Randy maintains close ties with his mother, who
worked as a nurse and is now retired. He was also
skilled in carpentry, learning this from a close
uncle. He has worked intermittently in construc-
tion, noting he did not want anyone supporting
him and would refuse to apply for social assis-
tance when out of work. He is currently in
between jobs and sleeping at friends’ places.

From a relationship perspective, Randy had a
number of short-term heterosexual relationships
early in life. He had one common-law girlfriend
of 3 years, prior to his 7-year federal sentence, at
the age of 24. The relationship had been very
stormy and was characterized by mutual physical
and emotional abuse. She was also addicted to
crack cocaine and likely had some borderline
personality traits. Since then, however, he has
been single. He noted that he always “picks
unstable women,” and it’s better to be alone.
Despite his tumultuous common-law relation-
ship, he has no domestic violence history and
elaborated, “Real men don’t hurt women.” He
does not believe he has any children and explained
that he would never want to put a child through
what he did growing up.

Physically, Randy has osteoarthritis in numer-
ous joints, in addition to severe low-back pain.
He has hepatitis C, though his liver enzymes are
stable. He is otherwise healthy.
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Randy’s family psychiatric history was rele-
vant for bipolar type 1 in his maternal uncle,
depression in his mother, and schizophrenia in
his paternal grandfather and a paternal cousin.
His father and several relatives on both sides of
the family had alcohol problems.

As a child, Randy was very shy and easily
embarrassed. He hated being the center of atten-
tion, which was difficult given his ADHD. Starting
in adolescence, he drank to cope with his anxiety
in social situations. Similarly, he has always
tended to worry over small issues, which wors-
ened his sleep and ability to focus. In early adult-
hood, Randy started to develop chronic and
worsening depressive episodes that appeared
separate from, though worsened by, substance
use. He would also use substances to cope with
“bad childhood memories” and anxiety.

While incarcerated for his attempt murder
charge, Randy maintained complete abstinence.
However, about 2 years into the sentence, at the
age of 26, he had a psychotic episode. At the
time, he had been held “in the hole” (i.e., 24-h
seclusion) for 3 months for talking back to
guards and “causing problems.” He had started
to think the guards were reading his mind and
trying to poison him. He also started hearing
auditory hallucinations. Initially, he was selec-
tive about the foods he was eating and then
stopped eating completely. He was not forth-
coming about symptoms. After his weight
dropped to a dangerously low level, however, he
eventually saw the prison’s general practitioner.
He was diagnosed with schizoaffective disorder
and treated with oral antipsychotic medications.
He agreed to take medications in jail to “sleep
his time away,” but he did not believe he was ill.
On completion of his sentence, he stopped his
medications, which resulted in a relapse of his
psychosis. Since then, he has been hospitalized
on three occasions for psychosis and suicidal
thoughts. He continues to have a pattern of medi-
cation non-compliance, intermittent substance
use, and recurrence of his psychosis. Obtaining
follow-up has been difficult, and he has been
refused from most mental health facilities given
his criminal history.

14.3 Discussion

Randy’s case may appear atypical to those who
do not work regularly with those with criminal
histories, particularly given that Randy is not
“just another personality disorder.”” In fact,
equally complex presentations are frequent in
many individuals with primary or comorbid per-
sonality disorders. While patients with mental
health issues can face stigma, those with person-
ality disorders are particularly at risk of stigma,
even within the psychiatric field [12, 34]. This is
likely in part due to misperceptions about and
lack of experience with these populations, thera-
peutic nihilism, and countertransference.

The reality, however, is that personality disor-
ders are mental disorders that have significant
overlap with other mental disorders. Further,
many of the sequelae and symptoms of personal-
ity disorders have effective interventions.

14.3.1 Diagnosis and Epidemiology

ASPD is one of the ten personality disorders out-
lined in the DSM-5 [4]. As one of the few diagno-
ses that can only be given to those who are 18 and
older, individuals must show evidence of antiso-
ciality, in the form of conduct-disordered behav-
ior, before the age of 15. This might include rule
violations, lies, theft, aggression, and destruction
of property.

Approximately 40-70% of adolescents with
conduct disorder go on to meet criteria for ASPD
[3]. The latter diagnosis of ASPD is character-
ized by a pervasive pattern of disregard for, and
violation of, the rights of others that begins in
childhood or early adolescence and continues
into adulthood. As with all personality disorders,
these traits must be inflexible, pervasive, and
persisting.

Diagnosing any personality is difficult in a
single interview without collateral information,
given one must establish that the traits go back to
adolescence, are inflexible, and are not due to
other causes. In fact, full-blow antisocial person-
ality is relatively rare in the general population,
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with a prevalence of approximately 3% of adults.
Conversely, adult antisocial behavior is seen in
approximately 12% of individuals [14, 30].
Higher rates of 40-60% are seen in prison popu-
lations [30].

While ASPD is not common, antisocial behav-
ior is more common and can have numerous
causes. Such behavior, however, is often mistak-
enly equated with an antisocial personality disor-
der. The DSM-5 takes efforts to differentiate such
behavior as either stemming from mental disor-
ders or from other causes. For example, one can
give a V-code diagnosis of “Adult antisocial
behavior (V71.01)” for someone showing crimi-
nal, aggressive, or other antisocial behavior that
comes to clinical attention but “is not due to a
mental disorder.”” Examples include professional
thieves, drug dealers, or racketeers. Thus, an ill
individual with schizophrenia, who assaults under
the influence of psychosis, would not be given this
label. Similarly, a diagnosis of ASPD would not be
given if the antisocial behavior is seen exclusively
in the course of bipolar disorder or schizophrenia.
Some clinicians may overlook psychosis or mania
in those presenting with aggression and anger.
Alternatively, they may mislabel similar aggres-
sion and anger from a stress state as antisocial,
when the cause may simply be anxiety, depres-
sion, or another temporary state of distress.

For all personality diagnoses, clinicians
should apply the DSM-5 criteria longitudinally,
to the lifespan of the patient. Many individuals
with ASPD have similar childhood experiences
[30]. They often have childhood adversity with
exposure to physical violence. They demonstrate
early difficulties with attention and impulsivity,
and many gravitate to use of alcohol or illicit
substances.

Of note, many individuals will erroneously
use ASPD and psychopathy interchangeably.
This confusion unfortunately clouds the litera-
ture, making evidence-based conclusions diffi-
cult. Noteworthy distinctions are that psychopathy
is often characterized by a lack of empathy, lack
of emotions, and callousness, which are not seen
in ASPD. Individuals must score high on the
Psychopathy Checklist (PCL-R). Only approxi-
mately 15% of individuals with ASPD have psy-

chopathy [25]. It is unlikely that Randy, as
described above, would qualify for a diagnosis of
psychopathy.

14.3.2 Transinstitutionalization

Much of the psychiatric literature shows that
there is an inverse relationship between the num-
ber of long-term psychiatric beds and the num-
bers of people in prison. Given the current lack of
long-term beds, there has been an exponential
growth of individuals with mental illness/intel-
lectual disabilities in prisons [24, 36].

Unfortunately, prisons were not developed to
care for mentally ill individuals. As such, these
individuals may be placed in long-term seclusion
for illness-motivated behaviors. They may have
difficulties getting appropriate medications. They
also have problems getting appropriate supports
upon release from jail, given mental health pro-
viders may feel uncomfortable about treating a
“criminal.”

14.3.3 Comorbidity

While many clinicians may think that those with
ASPD are cold, callous, and without emotions, in
fact, many ASPDs have significant dysregulation
in mood and anxiety. Large-scale studies indicate
these individuals are at increased risk of mood
and anxiety disorders [1, 23]. More than 50% of
individuals with ASPD have an anxiety disorder,
about twice the rate of non-ASPD individuals.
Most common is social phobia (31%), followed
by PTSD (21%). GAD, panic disorder, and ago-
raphobia are also prevalent. Rates of depression
are around 20%, escalating to 40% if an anxiety
disorder is present. Alcohol use disorder affects
54% of ASPDs, escalating to 70% if comorbid
anxiety is present. Substance use disorders affect
40%. Thus, a fair summary is that anxiety, depres-
sion, and substances are the norm. It could be
hypothesized that these individuals, who often
have early trauma, develop anxiety disorders
with subsequent anxiety. They then turn to sub-
stances to self-medicate these disorders.
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Suicidal ideation and suicide attempts are also
common in ASDPs. Nearly 50% of individuals
have suicidal ideation, if suffering depression and
anxiety.

14.3.4 Etiology

As with all personality disorders, the cause of
ASPD is multifactorial. There appears to be heavy
genetic influences, as supported by large-scale
twin, adoption, and family studies [26, 29, 32].
Specific genes have been purported to be most
important, including those related to monoamine
oxidase (MAO). It is likely that this genetic load-
ing only makes an individual more vulnerable to
the effects of an adverse environment. Caspi [11]
showed variable number tandem repeats (VNTR)
creating a functional polymorphism in the pro-
moter region of the MAO-A gene located on the
X-chromosome. This polymorphism results in
decreased activity of MAO. Individuals with
severe abuse and maltreatment were much more
likely to have antisocial behaviors if they had this
MAO-A polymorphism.

In addition to genetic influences, sympathetic
hypoarousal has been noted in individuals with
ASPD and aggression, which is apparent in very
young children [31, 37]. Frontal lobe dysfunction
has also been seen in those with ASPD [9, 38].
This may contribute to impaired executive func-
tion, with ensuing cognitive rigidity, impaired
problem-solving ability, and abnormal attention.
The potential result is an impaired ability to rec-
ognize contextual cues in the environment.
Further, this may lead to difficulties formulating
plans, the reduced ability to reason or recognize
consequences, limited ability to maintain con-
centration and focus on long-term goals, difficul-
ties with behavioral regulation, lack of guilt, and
unstable moods.

Further to neurotransmitter and sympathetic
nervous system differences, it is hypothesized
that individuals with ASPD also have differences
in brain structures. In particular, impaired amyg-
dala and hippocampal function may interfere
with emotional regulation, aversive conditioning,
and social learning [21]. Abnormalities in pre-

frontal gray matter have also been highlighted
[10, 21].

Social factors and the resulting psychological
sequelae also likely play a role in development of
ASPD. In particular, dysfunctional family and
peer influences have been hypothesized to be
important. This includes psychopathology in par-
ents, coercive parenting styles, physical abuse,
and family conflict [32]. These factors likely
have impact, particularly on those with genetic
and physical vulnerabilities to developing ASPD.

14.3.5 Natural Course and Prognosis

Unfortunately, there are limited studies on
ASPD. However, the natural course of ASPD
appears to be similar to other personality disor-
ders, with gradual but important improvements
and a portion “burning out” [7]. Many struggle
with addiction, mental health issues, and the
related sequelae. Individuals have elevated rates
of early natural death and unnatural death (sui-
cide, homicide, and accidents). In 1966, Robins
published data pertaining to 523 child guidance
clinic patients who were seen between 1922 and
1932 [33]. In the mid-1950s, nearly 90% of these
patients were located, and, of them, 94 individu-
als met lifetime criteria for ASPD. Of these indi-
viduals, 12% remitted, 27% improved but had
not remitted, and 61% had not improved. While
more than one-third had improved, many had
ongoing interpersonal difficulties, irritability, or
marital discord.

Similarly, the Gluecks [22] followed 500 boys
deemed to be delinquent. Follow-up interviews
were conducted at ages 25, 32, and 45 years.
Childhood antisocial behavior predicted worse edu-
cational, economic, employment, and family status
in adulthood. Job stability and marital attachment,
however, were associated with improvement.

One study examined 39 individuals with ASPD,
aged 41-67 [6]. Criminality was noted to decrease
from 27 years of age and onward. In another study
of 68 men with ASPD [8], with an average follow-
up of 29 years, approximately 24% had died, 27%
had remitted, 31% had improved but not remitted,
and 42% had not improved.
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14.4 Approach and Treatment
of ASPD

When faced with individuals suffering from ASPD,
it important to have an organized, multidimen-
sional approach. As noted above, many individuals
with ASPD present with psychiatric comorbidity,
substance use problems, and potential violence.

14.4.1 Clarification of Issues

A thorough biopsychosocial assessment should
be completed. The interview should initially
focus on primary psychiatric disorders, includ-
ing mood disorders, psychosis, anxiety disor-
ders, substance, and ADHD. These can mimic
or worsen antisocial symptoms. The history
should confirm childhood adversity and con-
duct disorder. Collateral information can also
be helpful. Comorbid medical issues should be
clarified, as many individuals with ASPD may
have hepatitis, HIV, or other illnesses related to
a high-risk lifestyle. Intoxication and recent
substance use should be ruled out with urine
alcohol and drug screens. Further, it is vital to
do formal evaluations for risk of violence and
risk of suicide.

In the complex case above, it would helpful to
make a problem list, which would include:

e Acute and chronic risk of violence and self-harm

e Substance use issues

e Medication non-compliance

* Schizoaffective disorder

e Anxiety disorders (social anxiety disorder,
generalized anxiety disorder, PTSD)

e ADHD

e Lack of stability/housing/supports

The next step would be to develop a treatment
plan prioritizing the above needs.
14.4.2 Risk Assessment and Risk

Management

As with any psychiatric patient, it is important
to evaluate the risk individuals pose to them-

selves and others. Individuals with ASPD have
increased rates of suicide and of violence. As
such, a formal risk assessment should include
evaluating the risk of violence and risk of sui-
cide. Semi-structured violence risk assessment
tools may assist, such as the HCR-20 [15].
This is not, however, required. Some individu-
als can present in crisis in the context of dys-
functional interpersonal relationships and may
be at risk for partner violence. Once risk fac-
tors for self-harm and violence are identified,
the clinician should develop a safety manage-
ment plan addressing the most important risk
factors.

When an inexperienced clinician faces some-
one showing anger and aggression, they may
incorrectly assume the person simply has
ASPD. While those with ASPD can become
aggressive, if it is motivated strictly by person-
ality, then this aggression is often predictable.
Many will respond well and settle with de-
escalation techniques such as support, empathy,
and reassurance. Anger is usually only directed
at care providers when an adversarial approach
is taken or when denying them something they
are seeking (e.g., substances).

While many individuals with ASPD will not
be violent in the healthcare setting, some may
act out, if intoxicated with alcohol or sub-
stances. Alternatively, this may occur, should
they have altered thinking due to psychosis,
mania, or other illnesses affecting rational
thought. In severe cases, individuals may
require firm limits, sedating medications, or
seclusion/restraint. Police or security may also
be required, when de-escalation techniques are
not working.

Risk management plans may include hospi-
talization, though it is recommended to clarify
expectations of behavior prior to doing so,
though safety of staff and other patients should
trump treatment needs of the patient. At times,
some individuals with ASPD may have legal
issues at hand. However, it cannot be assumed
that police will hold the individual or get the
person appropriate psychiatric care if taken into
custody. There may also be needs to warn poten-
tial targets of a real risk, such as an intimate
partner.
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14.4.3 Pharmacologic Treatment

As with all personality disorders, there are currently
no validated treatments, specifically aimed at treat-
ing ASPD. There is, however, evidence that treat-
ment of comorbid conditions, and related symptoms,
may provide improvements in those targeted areas.

With this, the authors recommend the follow-
ing principles:

e Treat comorbidities, including depression, anxi-
ety, ADHD, psychosis, and substance abuse with
evidence-based interventions.

* Avoid potentially abused medications or those
with a high street value, such as narcotics,
benzodiazepines, and short-acting stimulants.

e Choose agents that:

— Have limited interaction with street drugs
if it is an ongoing issue for the patient

— Account for specific patient difficulties
including impulsivity, suicidality, and lack
of reliability — this may mean using longer-
acting agents and those with less risk of
withdrawal if missed or intoxicated if taken
in overdose

— Also assist other symptoms (e.g., choosing
an antidepressant that helps with anxiety,
sleep. and mood stability)

e Be aware of common comorbid physical diag-
noses, such as HIV, hepatitis, and COPD to
optimize medication selection.

e Many individuals with ASPD have very high
tolerance to medications and may require high
doses.

* Be clear on what you are treating, with ongo-
ing evaluation of the specific treatment target.

* Avoid giving agents to appease the patient’s
request. Many will have “heard from friends”
that a medication is good or may have tried
specific medications on the street. That said,
the patient may, at times, be right and may
have actually found useful agents through
their own trial and error.

e Continue to balance risks and benefits of any
agent.

* Keep treatment goals realistic.

In addition to addressing primary psychiatric
disorders that are comorbid, there is some limited

evidence suggesting that medications may be
helpful for specific target symptoms or behav-
iors. For example, when evaluating criminality,
one very large study [27] noted that while on
appropriate treatment for ADHD, men with
ADHD had a 32% decrease in the criminality rate
and women had a 41% decrease. Of course, the
clinician would want to prescribe medications
with less abuse potential.

Addressing aggression as a specific target has
some variable evidence but could be tried in
many patients, all the while weighing the risks
and benefits. As noted above, if the individual has
another psychiatric disorder, it is appropriate to
choose an agent for that disorder and have
reduced aggression as a secondary target.

Specific agents that have evidence for off-label
use include valproic acid/divalproex sodium, car-
bamazepine, SSRIs, lithium, atypical antipsychot-
ics, typical antipsychotics, and -blockers [18-20].
Use these selectively, however, following the
above principles and monitoring their effect on
target symptoms.

14.4.4 Psychotherapeutic Options

The authors further recommend that psychothera-
peutic treatment should follow many of the same
principles as with pharmacologic treatment:

e Treat comorbidities, including depression,
anxiety, ADHD, psychosis, and substance.

* Be clear on what you are treating, with ongo-
ing evaluation of the specific treatment target.

e Continue to balance risks and benefits of
therapy.

* Keep treatment goals realistic.

Gabbard [16] noted that patients with ASPD
often “just go through the motions of treatment with-
out being touched by it.” However, a small portion
may require or benefit from hospitalization, and thus
the following principles are recommended:

* Have very clear treatment rules and regulations.
* Focus on the patient’s faulty thought process,
holding them accountable for their behavior
and showing them that each behavior is a
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learning experience. Many patients will
repeatedly fail to anticipate negative outcome
of their behavior.

e Help the patient insert thoughts between their
impulses and action. If appearing impulsive,
review with them what possible outcomes
may occur.

* Keep a “here-and-now” focus.

While evidence is lacking, due to a paucity
of quality studies, it is recommended to use
psychological interventions, with the caveats
noted by Gabbard above. While patients with
ASPD may need hospitalization in crises or for
comorbid conditions, the therapist must be
cognizant that they may be more likely to
exploit vulnerable copatients. They may also
have lower frustration tolerance. Similarly,
they will, at times, induce dysfunctional coun-
tertransference within the clinical team. It can
be helpful to use motivational techniques
focused on changing behavior to avoid the neg-
ative results that have occurred. In fact, use of
cognitive-behavioral interventions, augmented
with motivational techniques, may have the
best success.

There has been some evidence that dialectical
behavior therapy (DBT) approaches may also
provide some benefits [28]. Modifications were
made to traditional DBT, including agreements at
the beginning, treatment targets, skills training
groups, and dialectical dilemmas. For example,
they included an additional skills module entitled
“Crime Review.”

A Cochrane review of psychological interven-
tions for ASPD noted that there was a paucity of
high-quality studies focused on expected targets
of ASPD treatment [17]. Three interventions
(contingency management with standard mainte-
nance, CBT with standard maintenance, and an
anti-drunk driving program with incarceration)
had evidence for improving outcomes, particu-
larly around substance use. Similar results were
found by the NICE guidelines [3].

While psychotherapy techniques have a lack
of evidence in ASPD, there is significant evi-
dence in the correctional literature focused on
reducing criminality. One of the best-supported

interventions is the risk, need, and responsivity
(RNR) model. In this model, treatment is matched
to the risk posed by individual offenders (risk),
specifically targets criminogenic needs (needs),
and is adapted to the individual learning styles
and abilities of offenders (responsivity) [2].

The theory describes eight risk factors, known
as “The Big 8,” which are tied to recidivism and
are as follows:

e Criminal history

e Procriminal companions

e Procriminal attitudes

* Antisocial personality pattern
e Education/employment

e Family/marital

e Substance abuse

e Leisure/recreation

One of the “responsivity factors” includes
issues such as mental illness, which would inter-
fere from an individual benefiting from any inter-
vention. Thus, a clinician may need to treat
depression, psychosis, or ADHD to allow the
individual to improve in therapy.

14.4.5 Other Interventions

In addition to risk assessment/management,
pharmacological treatments, and psychological
treatments, clinicians may need to consider
alternate interventions. For example, individu-
als who present with aggression, violence, and/
or ASPD often invoke negative countertransfer-
ence reactions. These may interfere with accu-
rate diagnosis and inappropriate treatment and
interventions. Furthermore, while the behavior
of an individual with ASPD may not be purely
motivated by mental illness, any negative out-
comes like assaults or death would put high
scrutiny on the clinician. As such, clinicians
would likely benefit from consulting colleagues
around the case. Further, consultation to a foren-
sic psychiatrist or forensic psychologist may
also be helpful as many have significant experi-
ence with complex cases involving those with
ASPD. These professionals may also provide
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assistance with risk assessment and manage-
ment, as needed.

In the case of individuals with extreme
ASPD and associated violence, the criminal
justice system may become involved. There are
provisions in many jurisdictions to incarcerate
or civilly commit individuals who show extreme
and recurrent violence. At times, individuals
with ASPD and comorbid severe mental illness
will commit offenses under the influence of
their illness. For example, in our case example,
Randy may assault someone motivated primar-
ily by delusional beliefs. In such a case, he may
qualify as not criminally responsible due to
mental illness. The courts or his legal counsel
would potentially pursue this. Generally, the
forensic psychiatry system, which focuses pri-
marily on managing risk of ill individuals, has
greater resources to manage such difficult
individuals.

14.5 Recommendations

In working with individuals who have ASPD or
any other personality disorder, clinicians face
numerous challenges as outlined. With this, it is
recommended that the clinician:

e Be aware of their own skills and knowledge,
including limitations which may prevent them
working with this complex population.

* Be aware of the diagnostic criteria for person-
ality disorders, including literature regarding
the relationship to offending and risk.

* Be comfortable recognizing and treating comor-
bid diagnoses, which commonly occur in those
with personality disorder.

e Ensure complete risk assessments and risk
management for suicide and violence, which
are essential when dealing with individuals
with ASPD.

e Use pharmacological and psychotherapeutic
interventions, in addition to any possible con-
sultations, when needed.

Disclosure Statement “The authors have nothing to
disclose.”
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Kuppuswami Shivakumar, Shabbir Amanullah,

and Adnan Rajeh

15.1 Case Example of
Adult Attention
Deficit Hyperactivity

Disorder (ADHD)

DJ is a 44-year-old divorcee and father of five
from three different relationships. He was recently
fired from his job where he was discovered to
have been under the influence of alcohol. He is
currently on welfare and has to pay a fine for a
speeding ticket that he was recently issued. When
seen by the family physician, he was diagnosed
with generalized anxiety disorder (GAD) and
depression whereupon he was referred to your
services for further assessment and management.

He was seen in your outpatient clinic. On
assessment, he was complaining of having gener-
alized anxiety disorder (GAD) symptoms includ-
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ing excessive worry, fatigue, muscle tension, sleep
problems (e.g., difficulty falling asleep, shutting
his mind off), restlessness, and having difficulty
concentrating. He also reports feeling tense except
when he drinks. He complains of low mood, easy
boredom, and irritability. These symptoms were
prominent when he was at work where he was
unable to focus on tasks at hand. His appetite is
erratic, and he tends to indulge in fast food and
claims that when he gets around to cooking a meal,
he can eat it well. He denies any significant weight
loss and strongly denies any sustained periods of
elation, euphoria, or excessive spending.

His daily routine consists of waking up at
around 11:00 AM, typically starting his day by
heading out for coffee and bagel. He showers on
occasion and tends to connect with friends over
the phone, primarily to discuss whose house they
will have a drink at in the evening. The patient
does little else at home, and despite many remind-
ers to update his resume or pay bills, he never
gets around to doing it. His kitchen sink is filled
with unwashed dishes, and he hasn’t done his
laundry in many weeks. Newspapers and maga-
zines litter his living space, and his friends have
often said his house is “like a pig stye.” Contact
with children was reduced out of concern from
the child protection services about the patient’s
erratic behavior and difficulty sticking to the
times that he said he would pick up the children.
His children have grown distant, and this worries
the patient quite a lot as he says he’s “a good
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father.”” He denies any significant preoccupation
with suicide or wanting to be dead and claims
that when he is with friends, he feels happy and
can enjoy their company.

The patient reports that his relationships never
seem to last more than a few years as he doesn’t
like to be told what to do. The last relationship he
had was among the most stable ones but ended
after a series of arguments about his procrastina-
tion. His inability to complete tasks and quick
temper were issues both at work and at home. He
denies any features in keeping with obsessive-
compulsive disorder (OCD).

At work, where he was often late and was fre-
quently told that tasks needed to be completed
within a limited time frame, he received many
warnings, but these were to no avail. His work-
place was disorganized with sheets of paper
strewn across the table with no notes or book-
marks to help guide with task completion. He
also reported that his disorganization was because
the other workers talked loudly on the phone or
were otherwise distracting.

Given the above presentation, it is felt that fur-
ther clarification is needed to look for specific
features of ADHD. This includes a collateral his-
tory from family members, especially his parents
(developmental perspective), in addition to infor-
mation from his school if available. A compre-
hensive assessment also includes the use of rating
scales like Adult ADHD Self-Report Scale
(ASRS) or Conners Adult ADHD Rating Scales.

As he did not show any acute withdrawals
from alcohol, nor did he express any suicidal or
homicidal ideas, he was asked to come back after
completing the above tasks with his mother (with
his consent).

Minimal brain damage
1920s to 1930s

Minimal brain dysfunction

Hyperkinesis/Hyperkinetic syndrome

Hyperkinetic reaction of childhood

On follow-up, he presented with his mother who
gave a history of being disruptive (e.g., often disrupt-
ing the class, disturbing and distracting the other
children) at home and at school. In fact, he was rec-
ommended by his teachers for a psychiatric consul-
tation, but unfortunately, this was not completed.
The mother also stated that when her son was grow-
ing up, he was always on the go and restless, had
difficulties paying attention, and was frustrated
when asked to do chores which required concentra-
tion such as homework. He was also suspended from
his school on a number of occasions for challenging
authority and being the class clown. His mother
reports that he had few close friends as he found it
hard to wait his turn when playing games.

15.1.1 Key Findings from the History

Although the predominant complaints are of anx-
iety and feeling tense, the underlying presenta-
tion strongly suggests adult ADHD. The history
obtained from his mother strongly supports this
diagnosis.

15.2 Discussion
15.2.1 Diagnosis and Epidemiology

The condition, which has assumed many labels
over the past century (Fig. 15.1), has a prevalence
rate in school age children ranging between 3%
and 10% with a worldwide mean of 5.3% [1-5].
ADHD key features, distinguishing features, and
the associated comorbid conditions are described
in Table 15.1.

Attention deficit disorder

Attention deficit hyperactivity disorder
1980s onwards

Fig. 15.1 Evolution of terms used to describe adult ADHD over the years
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15.3 ADHD: Key Features

Table 15.1 Major key features of ADHD, distinguishing features and the associated comorbid conditions

Inattention
Failure to give attention to details/makes careless mistakes
Difficulty with organization/easily sidetracked and distractible
Reluctance to engage in activities that require sustained attention
Forgetful in daily activities/careless mistakes at work/failure to complete household chores or tasks at the
workplace
Does not seem to listen when spoken to/forgets to return calls/pay bills
Failure to follow through instructions/inefficiency
Procrastination which can be paralyzing
Difficulty with fine print/difficulty in reviewing lengthy papers/meeting deadlines

Hyperactivity
Feeling restless/rash driving
Likes hands-on jobs or those that are “active”
Being uncomfortable in meetings, restaurants that involve sitting for an extended period of time
Low frustration tolerance
Difficulty waiting one’s turn
Intrusive in conversations
Inefficiency at work

DSM-IV TR DSM 5
Classified as disruptive behavior disorders seen in childhood and Classified as neurodevelopmental disorder
adolescence Subtypes have moved to specifiers
Two subtypes, predominantly attention deficit and impulsivity/ Age criteria: Before 12
hyperactivity

Age criteria: before 7

*Symptoms must be present in at least two distinct settings (e.g., home, work). Symptoms interfere with academic,
occupational, or social functioning. More than five symptoms from each category as in DSM-5 (Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition, APA).

Distinguishing features and prevalence rates of comorbid conditions

Anxiety disorders and OCD

Generalized anxiety disorder (53%) Obsessive- Social anxiety Panic disorder (15%)
Lack of energy compulsive disorder Palpitations
Feeling tense disorder (13%) Fear centered Tremors
Somatic symptoms of anxiety Ego dystonic around social Shortness of breath
Excessive worry thoughts, situations Feelings of
Sleep problems images, Fear symptoms impending doom

6-month period of the above

impulses, fears
Repetitive or
intrusive
thoughts

will be
evaluated
negatively
Tendency to
avoid social
situations
Social
situations
promote
intense anxiety

Depersonalization/
derealization

Fear of loss of control
Abdominal
discomfort
Crescendo/

decrescendo pattern

Feelings of light-
headedness/dizziness
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Mood disorders

Major depressive disorder (15-75%) Dysthymia Bipolar disorder (20-30%)
Sustained low mood (15-75%) Episodic but sustained mood changes
Feelings of worthlessness and Overeating from baseline

hopelessness

Weight loss or gain

Suicidal thoughts/thought of death
Anhedonia

These are episodic

Depressed mood
Feelings of
hopelessness
Low self-esteem
Duration of 2

Elation or euphoria

Decreased need for sleep

Expansive ideas or grandiose delusions
Pressure of speech/flight of ideas different
from baseline

years Excessive involvement in activities that
Low energy could lead to painful consequences
Fatigue

Personality disorders

Borderline personality disorder
Over idealization/devaluation
Fears of abandonment
Suicidal threats
Chronic feelings of emptiness
Quick mood fluctuations
Self-harm
Poor identity/poor sense of self

. . Stimulatns and
Cannabis Cocaine .
Hallucinogens

Fig. 15.2 Directional preference for other non-alcohol substances in adults with ADHD

15.3.1 Substance Use Disorders
in Among Adults with ADHD

Given the similarities in the neurophysiological
basis of ADHD and SUD, the causation is likely
multifactorial. One can hypothesize there is a
significant genetic component that includes syn-
aptosomal-associated protein 25 (SNAP-25)
and D2 and D4 receptor signaling pathway.
Animal studies have shown that deletion of the
SNAP-25 gene may have been implicated in the
susceptibility to ADHD. The risk of SUD in
ADHD is attributed by some authors to impul-
sivity. While prevalence rates are the same in
those without ADHD, those with ADHD drink
alcohol excessively. There are certain unique
characteristics in adults with ADHD and those
without ADHD. The cohort with ADHD began

using at an earlier age, used more often, and
continued for a longer period. The diagram
below depicts in descending order the prefer-
ences for other non-alcohol substances in adult
ADHD (Fig. 15.2).

Studies have examined the symptoms sub-
types of ADHD and shown that hyperactive-
impulsive symptoms were more consistently
associated with substance use and SUD com-
pared to inattentive symptoms.

15.4 Approach and Treatment
of ADHD

Given that ADHD in itself is not an acute condi-
tion but rather a chronic one emphasis should be
laid on collecting and corroborating information
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about the individual before initiating a treatment
plan. The following integrative management
principles can be used in someone with complex
ADHD [6-8].

1. Clearly define objectives that include current
symptoms, differential diagnosis, comorbid-
ity, psychosocial problems, and any other
associated legal issues.

2. Patient psychoeducation: This is of paramount
importance for the patient to improve self-
awareness, to reduce stigma, and also to
improve compliance. Giving brochures and
connecting them with self-help groups may
improve the long-term commitment to the
treatment.

3. Family education plays a key part in reducing
stigma and increasing the long-term treatment
success.

The approach to the treatment of adult
ADHD depends strongly on the severity of
comorbid conditions, any forensic issues, and if
acute admission is needed. Individuals with
substance abuse comorbidity, especially alco-
hol dependence with a history of delirium tre-
mens/seizures, will need to be admitted and
managed accordingly so to those with psycho-
sis secondary to substance abuse. Many indi-
viduals with substance abuse comorbidity may
have sustained head injuries, and this will need
to be addressed as part of acute management.
Suicidal ideas or individuals with active sui-
cidal plans need to be admitted and managed
accordingly.

15.5 Management Options
15.5.1 Pharmacologic Treatment

Before initiating pharmacotherapy, one has to
rule out potential cardiac risk factors given the
side-effect profile of these medications. The his-
tory would include fainting spells, seizures, pal-
pitations with exercise, a family history of
unexplained death, and QTc prolongation. It will
also be good to get corroborative information
from the family physician for any other cardio-
vascular morbidity. A note of involuntary move-
ments and tic disorders should be made.

15.5.2 Initiating Treatment

Discussing treatment options with the patient
constitutes good practice. The discussion of side
effects, duration of treatment, and expectations
helps with not just compliance but also for the
patient to be an active part of the treatment pro-
cess. The FDA has approved certain drugs that
include the following (Table 15.2):

Third-line strategies include use of medica-
tions like tricyclic antidepressants (e.g., nortrip-
tyline, desipramine); however, the data currently
supports the use of stimulants with over 90%
response during the acute phase of treatment.
One of the drawbacks is the wearing off of the
effects of the stimulants. Common side effects
include a loss of appetite which, consequently,
can result in weight loss, and some patients may

Table 15.2 Drugs which are approved or used off-label to treat ADHD

FDA
Approved Not approved/oft-label
Stimulants Non-stimulants Buproprion

Methylphenidates, including OROS (osmotic-controlled
release of oral delivery system)

Atomoxetine Alpha-2 agonists-immediate

release

Lisdexamfetamine

Alpha-2 agonists-slow | Second generation

release antipsychotics/atypicals
D-Amphetamine Clonidine Modafinil
D-Methylphenidate Guanfacine
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find this very troubling. Dry mouth and head-
aches are also well-known, hence the importance
of discussing this with patients. One of the mech-
anisms by which a more sustained benefit can be
achieved without fear of effects wearing off is to
use long-acting preparations. Of the more com-
monly used medications is Concerta or extended-
release methylphenidate, and the dose starts at
18 mg/day up to a maximum of 72 mg/day.

The use of medications like lisdexamfetamine
is associated with a lower risk of abuse as stimu-
lants can be inhaled or injected. One would usu-
ally start at a lower dose of about 20 mg/day and
gradually increasing based on tolerability and
response up to a maximum of 70 mg/day.

The non-stimulants have a low response rate
and are considered second line. One of the main
advantages with this group of medications is the
very low abuse potential and should be given
serious consideration with those in whom there is
a high risk for stimulant misuse or due to side
effects emerging from stimulants. Atomoxetine
dosing is based on body weight of the individual
with ranges between 1.2 and 1.4 mg/kg body
weight. Maximum daily dosing is 100 mg/day. It
is recommended that one starts at lower doses to
minimize side effects. Caution should be exer-
cised given its breakdown by cytochrome 2D6
and the potential for drug interactions, for exam-
ple, fluoxetine.

The use of alpha-2 agonists (e.g., clonidine
and guanfacine), although approved for use in
children and adolescents, has occasionally been
used in adults and been found to have a positive
therapeutic role in individuals with inattention,
and there are suggestions for combining it with
stimulants. However, one should err on the side
of monotherapy before looking into combining.

Sedation is a side effect along with fatigue,
abdominal pain, and dizziness among others and
hence the need to monitor blood pressure.
Starting at the lowest possible dose is very impor-
tant, for example, in clonidine, 0.1 mg/day with a
target range of 0.1-0.2 mg, twice per day.

There will be individuals who require a com-
bination of extended release and immediate
release, and this could be due to the need for
“coverage” at specific times including work,
school, or all day coverage. An inadequate
response may warrant a discussion on compli-
ance, side effects, and to rule out any comorbid
psychiatric conditions. Dosing may be increased
or switching may be an option. Compliance has
been found to be an issue, and evidence shows
noncompliance within 2-3 months in a majority
of patients. Long-acting medications have better
compliance. At times, adjunctive agents may be
required which include neuroleptics, SSRIs,
mood stabilizers, and regiments involving com-
bination treatments.

15.5.2.1 Psychological Interventions
Coaching can offer supportive therapy in a struc-
tured manner either individually or in groups,
and CBT is capable of treating many comorbidi-
ties associated with ADHD (Fig. 15.3). However,
psychotherapy alone cannot treat the wide spec-
trum of ADHD symptoms and problems. It has
many more beneficial effects in comparison with
pharmacotherapy in the long-term treatment plan
of ADHD. Many recent articles state the increased
benefit of combined therapy, especially CBT plus
stimulants in the treatment of ADHD.
Psychotherapy, generally, leads to the improve-
ment of behavioral, social, cognitive, and execu-
tive impairments.
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Fig. 15.3 A visual
representation of
non-pharmacological
interventions

Environmental
Interventions

As listed below but not
limited to:

Using calendars
Reduce distraction
Predictable
environment

Other
Psychological
Strategies

Cognitive behavioural
therapy
Marital therapy
Metacognitive therapy
Use of technology (Mobile
phones,etc.)
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Complex Cases of PTSD:
Importance of Sociocultural

16

Factors in the Sri Lankan Context

Daya Somasundaram and T. Umaharan

16.1 Introduction

What are the consequences of disasters?

What are the factors influencing the experience of
trauma?

Why is it important to understand social and cul-
tural factors in the management of trauma?

On average 700 natural and man-made disas-
ters kill 100,000 and affect 255,000,000 people
each year (International Federation of Red Cross
and Red Crescent Societies, 2010). Although
impacts and mental health consequences of disas-
ters have many similarities, nature, type, and
severity of trauma can cause differences. Man-
made disaster also known as war produces count-
less deaths and injuries of civilians as well as
combatants and displacement of large numbers
of populations. Disaster-stricken communities
often experience disruption of family and com-
munity life, work, normal networks, institutions,
and structures [1]. Members of the community
exposed to disasters can develop loss of motiva-
tion, dependence on relief, hostility, and despair.
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It has been understood that disasters dispropor-
tionately strike the socioeconomically deprived,
minorities, and marginalized and that their conse-
quences may be more serious and chronic in
these groups.

Disasters cause a variety of psychological and
psychiatric sequelae [2].These range from a num-
ber of maladaptive behavioral patterns to diag-
nosable psychiatric disorders as well as adaptive
and resilient coping responses in the face of cata-
strophic events to understandable non-pathologi-
cal distress. Conditions like acute stress reaction
(ASR, the old disaster syndrome), post-traumatic
stress disorder (PTSD), depression, anxiety,
somatoform disorders, and substance abuse
(especially alcohol) can occur in a significant
number of survivors, although most people
recover remarkably well [2, 3]. Chronic trauma,
particularly interpersonal where escape is not
possible, can lead to complex PTSD [4], endur-
ing personality changes [5] or Disorders of
Extreme Stress Not Otherwise Specified
(DESNOS) [6].

There even appears to be a neurobiological
basis to PTSD that is reflected in changes in brain
structures such as the amygdala, hippocampus,
and prefrontal cortex and their functioning, mem-
ory networks, neurotransmitter systems such as
noradrenalin and serotonin, and the endocrinal
axis. Perception of trauma is influenced by many
factors: age, sex, culture, past experience,
preparedness, and dimensions of trauma such as
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duration, intensity/magnitude, continuity, and
type.

It is becoming clear that social and cultural
values, beliefs, and perceptions shape how trau-
matic events impact on an individual, family, and
community and the way they respond [1, 7, 8].
There are social and cultural factors which make
trauma; and hence PTSD is complex and difficult
for straightforward interventions. On the other
hand, the same factors, social, cultural, and per-
sonality, can exert favorable effects in expres-
sion, duration, and recovery process of PTSD and
adherence to treatment. Therefore understanding
social, cultural, and personality factors is of para-
mount importance in managing PTSD. This
chapter tries to elaborate the values of these fac-
tors through the study of several complex cases.

16.2 Methodology

What are the adverse effects of the civil war in Sri
Lanka?
What is meant by the term “collective trauma?”

Sri Lanka faced multiple devastating disasters,
both man-made and natural, in the recent past.
Individuals, families, and communities in Sri
Lanka, particularly of the Northern and Eastern
provinces and the border areas of Sri Lanka, have
undergone 25 years of war trauma, multiple dis-
placements, injury, detentions, torture, and loss
of family, kin, friends, homes, employment, and
other valued resources [9].

Sri Lankan ethnic conflict, at its extreme,
manifested as war for about three decades and led
to casualties of more than 100,000. The war also
caused permanent disability (both physical and
psychological), internal and external (overseas)
displacement of civilians, and exceptional
destruction of properties, social structure, and
ecosystems [10-18]. The armed manifestation of
the Sri Lankan ethnic conflict emerged in the
mid-1970s and was brought to an end in May
2009 resulting in more than 40,000 deaths of
civilians with indiscriminate shelling and bomb-
ing by the state as the rebels held the civilian
population hostage, and many more injuries and
unacknowledged war crimes [19-25].

In addition to widespread individual mental
health consequences [26, 27] such as PTSD
(13%), anxiety (49%), and depression (42%)
among internally displaced persons (IDPs) from
the war-affected zones [26] of Sri Lanka, fami-
lies and communities have been uprooted from
familiar and traditional ecological contexts such
as ways of life, villages, relationships, connect-
edness, social capital, structures, and institutions
[9] and have resulted in tearing of the social fab-
ric, lack of social cohesion, disconnection, mis-
trust, hopelessness, dependency, lack of
motivation, powerlessness, and despondency.
Social pathologies like substance abuse, vio-
lence, gender-based abuse, and child abuse have
been increased. The social disorganization led to
unpredictability, low efficacy, low social control
of antisocial behavior patterns, and high emigra-
tion, which in turn cause breakdown of social
norms, anomie, learned helplessness, thwarted
aspirations, low self-esteem, and insecurity. The
long-lasting impact at the collective level or some
have called it tearing in the social fabric would
then result in the social transformation [28] of a
sociopathic nature that can be called collective
trauma that in turn, through breakdown in social
support systems and social capital, would
adversely impact on individual traumatization,
prognosis, and recovery.

This chapter is based on qualitative analysis
of individuals with PTSD and analysis of cases
encountered in clinical practice (see the Annex)
whose predisposing factor was traumatic expo-
sures in the war. This chapter reports on famil-
ial and sociocultural factors influencing the
manifestation and course of the PTSD. The
findings discussed in this chapter are therefore
clinical outcomes and observations obtained
from the case series and qualitative
interviews.

16.3 Sociocultural Factors Making
Trauma (PTSD) Complicated

What are the sociocultural factors complicating
trauma (PTSD)?

How do these factors make trauma (PTSD)
complicated?
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Box 16.1 Sociocultural Factors Complicating
Trauma

Ostracization

Social isolation

Environment

Economical status

Belief systems

Collective bereavement

16.3.1 Ostracization

Ostracization maintains PTSD. It has many
social, economical, familial, occupational, and
interpersonal impacts. Trauma survivors find no
one listening them, to provide necessary sup-
ports, and to incorporate them into family and
community and refusal of employment and rela-
tionship problems. Labeling (as mad) and conse-
quences of stigmatization further traumatize
PTSD sufferers. Some families treat PTSD suf-
ferers as a mental case. This is noted to happen
predominantly to female survivors. Some even
assault survivors to “control” them. Such survi-
vors are again noted to be women mostly.
Mrs. A. was viewed as incapacitated to look after
her child. Her family including her daughter
stopped talking and relating to her. Mrs. A. said “I
used to wander while crying. This was a shame to
my family. They misunderstood as I behaved
deliberately (as mad). They even punished
(assaulted) me for behaving madly. They think that
their prestige was damaged by my illness, medi-
cines I take for the illness and attendance to mental
health services.”

16.3.2 Social Isolation (Lack
of Support Systems)

Social isolation has huge impacts on trauma and
recovery. Survivors living alone or experiencing
enforced isolation show symptoms of PTSD in
greater intensity, chronicity of illness, and very
slow recovery even with appropriate and vigor-
ous interventions. The opposites are noted
among survivors with no social isolation or
loneliness. PTSD symptoms are less in number
and intensity among sufferers not isolated or not
experiencing loneliness. They also show com-

paratively faster and greater recovery. The sur-
vivors come out with the fact that when they are
supported or surrounded by others they are less
frequently and less intensely intruded with
PTSD symptoms. They further state that such
social opportunities provide them ways of occu-
pying themselves.

Survivors with huge disease burden, chronicity
of illness, or frequent hospitalization invariably
claim that they do not share their trauma or suffer-
ings because no one is available. This results from
greater number of loss in survivors’ families or
networks or migration of family members or
members in networks due to the disaster. Some
survivors maintain a formal network with people
in their environment. But they do not share because
other people in network are also in a similar status,
i.e., with traumatic exposures and/or losses, and
they express no or minimum interest to listen.
Failure to share maintains PTSD and trauma. For
some survivors social isolation is enforced,
because families of sufferers are reluctant to accept
survivors due to stigmatization. Such survivors
have to live alone, and loneliness or enforced isola-
tion perpetuates and maintains trauma symptoms.

Mrs. A. stated “the war wiped out all my family mem-
bers from my world. I have been made to experience
enforced isolation. Loneliness is extremely unbear-
able to me. This further aggravated my illness.”

In some instances survivors are exposed to a dif-
ferent type of enforced isolation caused by initial
trauma. Many survivors found all family mem-
bers killed in war or displaced from the war area.
Sometimes relatives keep survivors away from
them because of accurate or misperception of
involvement of survivors in war activities. In
such instances relatives are highly anxious to
support survivors as they believe that they would
be punished for such actions.

Mrs. A. further stated “I was followed by military
intelligence for my involvement with campaigns
against enforced disappearance and participation
in protests for missing in the war. This produced
greater amounts of anxiety to my family. My fam-
ily were scared that they would fall into troubles
with the military. This had been the main reason
for my family’s unwillingness to become involved
in my activities and behaviors, refusal to relate and
communicate with me and keeping themselves
away from me.”
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Some patients are noted to perceive loneliness or
isolation in absence of such thing. Absolute or
perceived lack of emotional warmth is the usual
cause for this. Lack of emotional warmth can be
resulted from poor family dynamics, exhaustion
of family following long-term interventions to a
chronic sufferer, continuing circumstances which
caused trauma such as chronic war in which peo-
ple’s primary concern is to save their lives, or
complete investment of time to manage conse-
quences of disaster or basic needs of life.

Enforced isolation or loneliness sometimes
results from PTSD withdrawal symptoms caus-
ing weakness of support system. Irritability,
aggression, and violent or destructive behavior
expressed by survivors are noted to be the causes
for this. Such survivors are noted to be chronic
sufferers or possess post traumatic personality
change. When patients express these maladaptive
behaviors, members in their support system do
not understand this as expression of disease and
instead view as deliberate or with noxious inten-
tion. The result is exclusion of patients. Weakened
support system exerts deleterious effects on
patients’ mental status and recovery from trauma.

Sometimes family members precipitate or
perpetuate PTSD symptoms. They do this
without their knowledge. But by doing this,
they construct an environment maintaining
and/or exacerbating disease. Many survivors
who missed their children in disasters are
repeatedly told by family members that their
children have been killed and survivors’ strug-
gles to find the missing were meaningless. In
such circumstances, survivors experience a
sudden increase in their symptoms. In some
instances survivors are forced to accept views
of their family members and give up searching
for the missing (Fig. 16.1).

Mrs. A. said “my family and husband’s family
used to tell repeatedly that my daughter would not
be alive and she would have been killed. They were
very firm in their judgment. In their view, my
efforts to find my daughter and crying for my chil-
dren and husband were useless and meaningless.
They even verbalized this straight forwardly to me
as ‘dead and disappeared never return by crying’.
My family forced me to obey them and behave
according to their commands/expectations.”

Fig. 16.1 Grieving mother

Enforced isolation or loneliness has another man-
ifestation. In a war-affected zone, commonly
female survivors and uncommonly male survi-
vors are at risk to be sexually exploited by the
military, or at least survivors perceive fear of
sexual exploitation (commonly females).
Sometimes fear of sexual exploitation emerges
after an experience of sexual violence. In general,
isolated or lonely survivors become prey to such
violence. Recurrent sexual exploitation or fear of
sexual exploitation carries the risk to perpetuate
symptoms and signs of PTSD or make PTSD
resistant to treatment. Also sufferers appear to be
less interested into interventions in such
situation.
Mrs. A. stated “the military attempting to exploit
me sexually was a persistent problem. Sometimes
the attempts manifested as threats. These
attempts and threats increased the tendency to be
overwhelmed with the flashbacks and memories
of the war. Reliving experiences were also due to
the compulsion to see the military because I had
to see them, for a considerable time in a day,
walking around my dwelling. Sometimes this
was caused by my imagination because I had

been anxiously imagining the military and their
presence around my house.”
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16.3.3 Environment

Most survivors with war trauma say changes made
by war in their environment distress them. They
see environment altered by disaster as not belong-
ing to them. They feel uneasy with their altered
environment. The surrounding appears unfamil-
iar, unfavorable, and unsuitable to them or not to
the extent of their expectation. There are many rea-
sons for such interpretation and perception; altered
physical structure of environment by war; exodus
or evacuation of people from the war environment;
persistent exposure to people with physical conse-
quences of war such as loss of vision or amputated
limbs; alterations in behavior of people caused by
collective trauma and which include submissive,
unmotivated, and depressed population; and pres-
ence of the military in the environment and mili-
tary vehicles and ammunitions. Survivors in such
altered environment show less interest to adhere to
interventions for PTSD. Survivors in an altered
environment continue to perceive impending trau-
mas. Also transitioned surrounding persistently
provides triggers to sufferers to reexperience past
traumas.

Mrs. A. claimed “there is a huge change in my
environment after the war. I see and experience a
huge vacuum around me. This has greatly been
caused by the absence of my husband and daugh-
ters; also by the absence of other people who were
my relatives, friends and neighbors. They were
killed in the war.”

Mrs. B. admitted “I do not want to be in my
village... because being there triggers memories/
flashbacks of my children and subsequently what
happened to them in the war and what I did...
when I am away from my village intensity and fre-
quency of memories and flashbacks are compara-
tively less.”

Mrs. B. also said “there are few in my village.
They voluntarily provide support to me. This helps
me. Their words pacify my suffering. Before the
war there were sufficient people with such quality
in my neighborhood. But the war either killed or
displaced those people in high quantity. I see a sig-
nificant difference in between the numbers of such
people before and after the war. If such people
could have been in my surrounding I would have
been better alleviated.”

War destroys and alters structure of landscapes. It
wipes out, either by Kkilling or displacement,
civilians from villages. Trauma survivors per-

ceive that their environment and surroundings
have been shrunken. They see their villages con-
tain few families and are saturated with army sol-
diers, in contrast. Therefore villages are not the
same as in the past to them. Hence sufferers feel
villages are not their own; environment is less
familiar; altered set up of the village does not
provide what it yielded in the past, i.e., support,
connectedness, and happiness. The results are
impairment in support systems and refusal to be
in an altered environment. When they do visits to
their villages or stay there, they feel strange and
lonely.

Mr. C. said “I do not want to be in my village...

because being there triggers memories/flashbacks

of my daughter and subsequently what happened

to her in the war. Seeing army soldiers... listening

their language... watching military vehicles...

produce tremendous agony to me... I imagine and

feel the military and their vehicles walk and run
over my daughter.”

16.3.4 Economical Status

Importance of economical status varies accord-
ing to the economical strength of survivors and
magnitude of trauma. Survivors with greater
number of losses and traumatic experiences are
not alleviated with economical subsidiaries.
Economical strength has little value for patients
with complex PTSD. They are also noted to be
poorly motivated to practice routine coping prac-
tices and collective measures of community men-
tal health. Economical assistance does not prompt
them to practice these measures. Some survivors
were paid compensation for their losses in the
war. They indicated that raised economical status
does not alter their sufferings and trauma. Some
patients with PTSD and traumatic loss hold an
opinion that adequacy of economy and spending
on name of dead pacify them. They attribute part
of their suffering to poor economical strength and
subsequent failure to do rituals, customs, and
other traditional last rites to the dead. Those
patients are found to be economically deprived
even before their trauma. They believe that if
their economical status could have been better,
they could have done more customs, rituals, and
other traditional measures, and by doing these
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activities, their sufferings and trauma would have
been improved. However, survivors with same
traumatic experiences, but economically better
off, claim that their economical strength does not
bring any impact on their suffering and trauma.
They do not associate their economical status
with their suffering and complexity of trauma.
Patients” economical status at time of
trauma associates with trauma symptoms.
Socioeconomically deprived patients believe
that if their economy could have been better at
time of trauma, they could have well managed
trauma, and its consequences would have been
less. Such interpretation makes the trauma
experience more dynamic and prevents
healing.
Mr. C. said “until the moment my daughter died
she did not experience a comfortable life. I agree
that I did not let her to experience poverty, but on
the other hand I could not provide her a life with-
out deficiencies. The final war and its conse-
quences further aggravated the socio-economical
condition of my family. When my daughter was
killed, economical status of my family was worse.
My family’s economy has now improved and we
have been experiencing a fairly good socio-eco-
nomical well being. I ruminate about the past
(socio-economical situation) of my family and
compare it with the present status. In such circum-
stances, I feel ashamed and depressed because my
daughter’s suffering the deprived status and now
she is no more to have the current improved life
strikes my mind. I would have been better if my

daughter could have had a comfortable life when
she was alive.”

Patients who lost their family members in disasters
feel relief when they do economical assistance to
poorer. They claim this satisfies them. These survi-
vors expect the merits of their acts will pass onto
the dead. Some feel they are possessed with souls
of the dead and acts are done by those souls.

16.3.5 Belief System

Multiple losses of family members alter the belief
system of patients. Such patients start to think
that there is no meaning to continue life in the
absence of their family members and they are not
entitled to have a life in the world where their
family members are no more. The altered think-

ing pattern leads to committing or attempting sui-
cide. These survivors are also found to be
chronically and severely ill.

Family members are essential parts of the
world of people of collectivistic cultures.
Therefore when trauma is associated with sudden
loss of family members, they feel that their life
ends with death of intimates. The perception of
the shrinking of world proportionately increases
with increasing number of losses. Survivors per-
ceiving their world is lost do not show interest to
replenish their world with other measures. They
continue suffering and do not attend to mental
health services and adhere to treatment. In such
circumstances PTSD becomes chronic. These
patients are simultaneously and persistently
invaded with the thoughts “my family members
are no more,” “therefore I have no more life,” and
“I do not need happiness” in addition to intruding
PTSD memories/flashbacks. These patients com-
monly say “I am not interested to involve with
pleasurable activities” and “I do not need the
happiness which was not possible to my family
members killed in the war.”

Evaluation of relationships plays an important
role in the recovery process of PTSD. When
patients believe that particular relationships are
genuine and important to them, they struggle to
acknowledge losses. In such circumstances losses
appear unbearable and irrecoverable. These
beliefs magnify symptoms and prolong duration
of illness.

Mrs. B. said “if my sons were unkind it would have
been easier to me to calm myself. They had never
had such characteristics.”

Mr. C. said “the relationship between my
daughter and me was more than a daughter-father
relationship. I know she was exceptionally differ-
ent from other children. She was very concerned
about me. She did not allow my other children to
overrule, ill-treat or emotionally abuse me. She
was very much emotionally supportive to me. She
was the child who completely understood my
problems, views, sufferings. She was consciously
aware that [ brought up them (children) with enor-
mous hurdles after the death of my spouse. She
knew how much I sacrificed my life for them. She
used to point out these facts when she argued with
others for me. She was never apart from me when
she was alive. She did not sleep without my pres-
ence; she need me to sleep.”
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Evaluation of loss is another factor. Almost all
patients with traumatic loss are very concerned
about value of loss. If perceived value of loss is
greater, then they are at risk to develop severe and
chronic symptoms. Value is directly associated
with survivors’ life context (social, economical,
familial), future plans, and social acceptance.
When a member in a family is lost in a traumatic
way and if the member’s perceived value is
greater, survivors’ hope about life, future, and
family are lost, and they perceive it irreplaceable
and a chronic gap in their life which then main-
tains the PTSD.

Mr. C. said “she was so clever... in study...,
sports..., leadership qualities... She was an all-
rounder. She loved the family. She was highly con-
cerned about the family. She also acted as an
advisor to me. I had lot of hopes about her. She had
an aim to provide me a comfortable life and to care
for me. She had many ambitions in her life... to
study well... to enter university... to have a best
employment... She wanted to give a meaning for
the struggles I had overcame for the family. In times
when I was not well, she used to become stressed.
In those times, she cared for me very well. She used
to order my other children to take care of me.”

PTSD and associated grief symptoms continue
when patients believe losses cannot be replen-
ished. Patients who are ready to replace loss with
appropriate substitutes recover earlier than others
who are reluctant to do the same. Such measures
expand the support system of sufferers or make
survivors occupied.

Mrs. B. claimed “I am not ready to replace anyone
in my sons’ positions. My elder sister killed in the
war has another son. My brother-in-law requested
me to treat him as my son. But I refused. I can
never imagine others in my sons’ positions. I do
not think this will help to heal my trauma. I lost
what I owned. I do not want to own others’ assets.”

Mr. C. claimed “when I spend times at my
house, my first daughter’s daughter (first grand-
daughter) joins to stay with me for accompaniment.
She sleeps on my right arm, similar to my daughter.
This is a surprise to me. I prefer this to happen again
and again. When my granddaughter sleeps on my
right arm she appears as my daughter to me.”

Some patients show reluctance to practice coping
mechanisms daily and for prolonged times at
home. They believe this would be an annoyance to
other family members; and this might hurt them.

They even imagine disagreement from family
members for this and increase their suffering by
disagreement. Such reluctance and imagination
maintain trauma and delay recovery.

Mrs. B. said “flashbacks and memories of my sons
could only be managed with lamenting. When I
fail to lament, the agony turns into severe head dis-
comfort. Therefore I try to lament as much as pos-
sible. But this is not possible all the times.
Therefore I do this mostly in washrooms.”

Mrs. B. further said “crying is not acceptable in
ceremonies of happiness. Youngsters in such cere-
monies remind me my children. This instantly
causes me to weep. But I cannot cry because when I
cry by looking at youngsters their parents might
think that would bring misfortune to their children. I
do not want to destroy others’ happiness by crying.”

Many patients do comparison of their life with
pre- and posttrauma contexts. In disasters trauma
is usually associated with destruction of wealth
and relationships, and therefore patients are made
socioeconomically, emotionally, and biologically
deprived. Comparison unwraps their trauma and
makes them to be chronic sufferers.

Mr. C. said “I see girls, who were colleagues of
my daughter but performed less well in the school
compared to my daughter. When I see them I
instantly think that if my daughter could have
been alive she would have been shining more than
them. Subsequently this thought brings abun-
dance of sorrow. This is unmanageable to me.”

Mrs. A. said “when I become severely ill, my
mind spontaneously recalls and thinks how I was
served by my children and husband and how far I
would have been served by them if they could have
been alive.”

16.3.6 Collective Bereavement

PTSD turns into complex and chronic when it is
associated with loss of family members. This
phenomenon is additionally complicated when
survivors find lack or no space to grieve for
killed. Sufferers show severe and intractable fea-
tures when they cannot get space to grieve for
their loved ones.

Mrs. A. said “There was no time to grieve. I
could not do what I was supposed to do for my
husband and daughters. I should have grieved at
the time for them. Their souls could have been
pacified, if.”
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Fig. 16.2 Showing the girl’s drawing of the scene of a
shell blast (Note the child drew a cut leg hanging in the
tree. Materials depicted in red are other body pieces)

When whole families are affected, when some
are killed, while others are injured or some are
separated, the consequences can be complicated
by the lack of family support and interactions
with uncertainty and helplessness. The following
description and drawing by a child brings out the
complex context (Fig. 16.2):

“My mom was giving a shower to my elder broth-
er’s son. My elder sister was assisting her daughter
to bath. She requested me to bring talcum powder
for her daughter. While I was bringing it, I heard a
blasting sound of a shell. When I regained con-
sciousness, I found I was thrown on the ground. I
noticed other members in my family also on the
ground; my dad was on one side of me and my
mom and elder sister were on the other side. I
noted I had an injury. I rushed here and there in the
house and found all of my family members who
were injured. My dad’s elder brother had severe
injuries. Uncles (rebels) in the environment quickly
took all of us into a lorry. I, my mom and younger
brother were then taken in a boat.”

16.4 Recovery from Trauma

What are the sociocultural factors helping in the
recovery from trauma (PTSD)?

How can these factors be used to improve recov-
ery from trauma (PTSD)?

Box 16.2 Sociocultural Factors Helping in
Recovery

Social support system

Normalization

Practice of routine coping strategies

Practice of rituals, customs, and other
traditional measures

Expression of grief

16.4.1 Social Support System

A good social support system helps survivors
recover significantly and relatively quickly from
PTSD. It provides emotional, intellectual, physi-
cal, and social supports and keeps survivors
occupied with members of support system or
some kind of activities or responsibilities. In such
instances, survivors devote their attention and
concentration to activities or responsibilities or
interact with members of support system that
appears to reduce experiencing traumatic flash-
backs, memories, and reliving. Activities also
increase survivors’ motivation. Survivors feel
protected and develop insights when support sys-
tems provide emotional and intellectual help.
They understand that someone is available to care
for them and find meaning to continue their life.
They also feel obliged to repay what they receive
and a sense of responsibility to survive for others
who provided support to them.

Mrs. A. feels considerably better with remarriage.

She admitted “I needed support from at least some

one. So when one gentleman who also lost his entire

family in the war requested me to remarry I accepted.

He is very supportive to me. After remarriage, inten-

sity of my illness has been reduced. My remarriage

has provided at least someone to interrupt my ten-

dency of sinking into flood of memories and flash-

backs of my children and husband persistently.”

Mrs. A. also said “my immediate family was

not supportive (emotionally) to me. But few of my

far relatives are. This helps me. I think trust on oth-

ers is important for recovery process from trauma.

Support from few of my relatives helps me in this

aspect. If I could have received my family’s sup-

port my recovery could have been better, I believe.”

Mrs. B. said “my second son maintained few
aquariums. When I returned to my village from the



16 Complex Cases of PTSD: Importance of Sociocultural Factors in the Sri Lankan Context

179

internment camp, the tanks were found undam-
aged, but without contents. Each time when I saw
the tanks I developed head discomfort elicited by
the traumatic memories. My family noted this and
removed the tanks to prevent this.”

A good support system assists to trauma sufferers in
another way. Sufferers frequently say they are
prompted to function when they observe others
functioning well. Observation reminds them of
responsibilities and necessity to function. Further it
stimulates and nourishes motivation. When survi-
vors are surrounded with a good support system and
people functioning well, they start to function vol-
untarily and progress gradually. This has an ener-
gizing effect on functional and cognitive recovery
of sufferers. The same effect is noted when survi-
vors’ environment is normalized. This effect is time
dependent, i.e., progresses with time and early res-
toration have more favorable outcome.

Mr. C. claimed “my children and relatives do not
allow me to be preoccupied with the memories of
my daughter and flashbacks of her death. My mother
used to admonish me when she saw me crying or
preoccupying with the thoughts of my daughter. She
used to make sure that I was not alone or isolated.
My father used to say that he might die anytime as
he was in the latter half of elder hood and once he
died, he would join my daughter and take care of
her; and therefore, to not worry. My father died with
the exodus from the Vanni region. My elder brother
was so supportive to me, economically, physically
and emotionally. He took additional care of me after
the death of my daughter. He used to guide and
counsel me. With deaths of these three people, my
support system has shrunk.”

A good support system helps patients to deal with
suicidal thoughts. Patients emotionally resisted sui-
cidal thoughts and subsequently they regain hope.

16.4.2 Normalization

Trauma survivors from war zones were immedi-
ately placed in internment camps. Internment
camps did not have basic needs such as food,
shelter, sanitary facilities, and water that are part
of normal life. Moreover, survivors were pre-
vented from moving freely (out of the camps),
and most of them had to face continuous and
severe security threats to their lives. Detention in

internment camps prevented trauma sufferers
from practicing routine coping mechanisms and
rituals, customs, religious ceremonies, and other
traditions for those killed in the war. Survivors
clearly recalled that when they were kept inside
the camps, their symptoms were overwhelming.
However, they found their symptoms improved
markedly once they were freed from camps.
Release from camps made them to be freely
mobile, fulfill their needs, settle in their own way
and have their own life, and importantly practice
routine coping measures and collective tradi-
tional rites. Once they established a routine life,
they found their recovery further increased.

A comparison between PTSD patients was
made with the time periods they were kept inside
internment camps. Those who spent more time in
camps, which in turn reflected delay in normal-
ization, presented with posttraumatic personality
changes, more somatic symptoms, comorbid
depression, and resistant type of illness. In con-
trast trauma sufferers with early normalization or
those who spent less time in internment camps
showed less disease burden and relatively quick
response to treatment.

Some patients are slow to recover. They con-
tinuously encounter cues in their surrounding or
environment and subsequent intrusion of traumatic
flashbacks, memories, and reliving experience.
These patients avoid public places, events, and to
be freely mobile. They choose a place with mini-
mum or no cues and fix their life into the particular
environment. However, when these patients are
encouraged to return to normal routine or placed
so as to be flooded with clues eliciting their trau-
matic experiences, PTSD symptoms are noted to
be improved with continuous exposures.

Mr. C. said “in the first few months of my internment

camp life I could not do monthly ritual (‘Maalayam”)

for my daughter. This caused me lot of torment; I

was anxious that my daughter would feel uneasy by

the failure. However after about 4/5 months of
entrance into the camp, a temporary temple was set

up inside the camp. This relieved my frustration as I
could continue doing rituals and customs.”

Normalization is also important to caregivers.
Normalized caregivers display more acceptance,
empathy, and commitment to care for survivors.
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Caregivers not normalized are reluctant to do the
necessary as their primary concern is to be nor-
malized. Therefore normalization indirectly
shapes support system.

Normalization has another dimension. It is an
essential component for therapeutic alliance.
Normalized patients show more interest to access
and communicate with healthcare workers than
patients not normalized. Healthcare workers also
find it easier to reach and treat normalized patients.

A Statement About Internment Camp
Experience Written by a Survivor

No facilities are available to fulfill our basic
needs in the camp where we are kept. There
is a severe shortage for drinking water. We
have to be in a queue for at least 2 h to get
1.5 liter water in a bottle. We are issued rice
not properly boiled with either eggplant or
pumpkin curry, daily. Sometimes we find
worms, beetles, and flies in the curry. We
have no access to get nutritious food. We

Figs. 16.3,16.4,16.5
and 16.6 Internment
camps after the end of
the war in Sri Lanka

have been experiencing security threats
continuously and in any form from the
army. This has made us just as cadaveric
creatures. The camp contains very mini-
mum medical facilities. Sanitary condition
of the camp is very poor. At least two peo-
ple die daily in the camp. The cooking areas
have been structured next to the temporary
toilets. Drainages from the toilets leak and
cause sewage to be flooded around the toi-
lets and cooking areas. This has been per-
sistently producing and keeping a very bad,
foul odor in the camp. We have been living
by enduring these struggles and sufferings.
There are no closed facilities for women. In
summary this (camp) is an open prison.
Some army soldiers try to seduce and abuse
identified female ex-combatants and men-
tally ill. They attempt to fulfill their inten-
tion by giving valuable gifts to them.
Labeled ex-combatants are taken by force
or threatening in nights and this is explained
as inquiry.
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Figs. 16.3,16.4,16.5
and 16.6 (continued)
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16.4.3 Practice of Routine Coping
Strategies

Return to routine practices of coping can pro-
duce significant improvement in the mental
status of trauma sufferers. While these prac-
tices reduce severity and frequency of symp-
toms and signs, they also empower survivors
and recreate or strengthen their motivation.
Many patients, especially patients who lost
their intimates in traumatic ways, lose faith on
god or religion after trauma. This is a feature
of phase one reaction of grief, and it is a
defense mechanism (displacement). This
occurs as they believe that their god failed to
save or rescue their loved ones. Religion and
faith on god are well-known coping mecha-
nisms, and they also act as a matrix to produce
other coping mechanisms in  Eastern
communities. Therefore when a victim loses
faith on god or religion, he/she also loses trust
on other coping practices. It is noted that survi-
vors who lose interest or are unmotivated to

practice routine coping strategies are to be
chronic and intense sufferers of PTSD. They
seek repeated hospitalization and function
poorly. These patients concomitantly express
loss of faith on practicing rituals, customs, and

other traditional activities. Loss of faith
appears to be a manifestation of loss of drive or
motivation resulted from PTSD itself or comor-
bid depression or traumatic grief reaction.
However when these patients are enrolled into
an organized coping activity, improvement is
noted in disease burden and functional capacity.
In the beginning of such enrollment, patients will
be passive, and once they start to feel improve-
ment, they convert into active. Therefore entry
into routine coping practices is one of the chan-
nels for recovery.
The following is the experience of Mr. C. I heard
that souls died without water wander and will not
reach the god. This must not happen to my daugh-
ter’s soul. So in nights I keep water in containers
beside flowering plants and in places where she

used to occupy or spend times. I do not sleep in
nights and look at the plants and places to make
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sure my daughter’s arrival to drink water. I want
my daughter’s spirit to be peaceful. I keep photo-
graphs of my daughter all the times with me. When
I am urged to see her I see her photographs. This
pacifies me and gives some satisfaction.”

Mr. C. further said “I feel relief by attending
temples, praying gods and doing ‘Pooja’. These
measures lift up my mind. I feel I do something for
my daughter. I keep a routine to give meal for at
least 200 people on each annual remembrance day
of my daughter. I do economical assistance to
poorer. I feel my daughter will be happy by these
acts, because she used to help to poorer and be sup-
portive to marginalized people. When I do these 1
pray the gods to deserve the outcomes or merits
(‘Punniyam’) to my daughter. I trust these mea-
sures will help to heal my daughter’s sufferings. I
beg at the gods to fulfill her needs and desires and
keep comfortable and happy. When I perform these
acts I feel they are done by my daughter; I feel  am
possessed by my daughter.”

Mrs. A. admitted “T attend to temples daily,
morning and evening. I devote flowers and sing
devotional poems (‘Thaevaaram’) with absolute
love to gods. I paint and keep holy ass in my fore-
head all the times. I put currencies or coins into
tiller boxes in temples. I do all these measures to
soothe my children. I supplicate at god to take my
children into heaven. By doing them I feel
comfortable.”

16.4.4 Practice of Rituals, Customs,

and Other Traditional
Measures

vinced that they devote something to dead; inti-
mates (dead) will receive outcomes of the
measures, and souls of dead would be soothed.
They further believe souls of killed will forgive
them for not taking rescue measures (perceived
guilty). Some sufferers feel themselves as
equipped or possessed by the dead, and these
activities are carried out by the dead. Survivors
are pacified by practicing these measures regard-
less of such interpretations. For survivors who
lost their intimates in trauma, practicing these
measures is partly an undoing action of defense
mechanism and partly a continuing service to
intimates lost in trauma. However survivors with
trauma of missing their intimates in disasters are
not in a position to practice these activities for the
missed. Traditional compulsion to commit these
measures, but insufficient evidences to confirm
assassination of missed, and absolute unwilling-
ness to do traditional practices resulting from
denial of probable catastrophe to missed make
survivors indecisive and distressed and keep alive
trauma.

Mr. C. said “there were 4 students including my
daughter from my neighborhood killed in the war.
They studied in the same school. They were buried
beside each other in the seashore of my village.
Villagers and relatives of the dead planted flower-
ing plants, herbs and trees in the land of burial.
The place was maintained as a sacred place. I used
to visit the place daily when I was in my village
until I was displaced. I used to devote flowers,

Patients put in places like internment camps or
asylums where no facilities found to practice tra-
ditional measures or routine coping practices
show relatively severe and lengthy illness than
patients who obtain such opportunities. From this
observation it becomes evident that practicing
routines and traditions prevents deep routing of
trauma.

Many patients with history of traumatic deaths
of their intimates admit that disease burden
becomes less, and they recovered motivation and
functioning with institution of customs, rituals,
and other traditional measures. When practicing
these measures, survivors believe and are con-

aroma and incense sticks to my daughter and do
lament (‘Oppaari’). I used to do lament until my
sufferings subsided. I used to sleep beside my
daughter (sepulture). I used to pour water to the
plants. Each time when I poured water I felt my
daughter was cooled. These measures helped to
me a lot. I practiced this as a routine. But the war
and displacement stopped me from practicing
them. It was a huge drawback to me in dealing my
trauma. When I returned to my hometown with the
resettlement program, I was shocked. There was a
military camp in the land where we buried our
children. We explained to the military the impor-
tance of the place and pleaded them to return the
land to us. But the army refused to leave the place.
This reenacted my sufferings. I could not accept
military feet over my daughter. It meant to me that
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my daughter was disgraced. I am frustrated. I feel
I am stopped from caring my daughter; I am pre-
vented to devote meal (‘Padaiyal’) to my daugh-
ter; I am blocked from interacting with my
daughter; I am held away from expressing my
grief; and I am halted from practicing annual
remembrance day in the place where she was
seeded. When I see or imagine that army soldiers
walk above my daughter (sepulture), I immedi-
ately and increasingly become melancholic. This
had been the main reason for my leaving the vil-
lage. When I had visits to my village I avoided
visiting to the land where I seeded my daughter. I
also have to resist the thoughts that my daughter is
trampled by the military.”

Mrs. B. said “once I was resettled in my village
I did almsgiving ceremony (‘Anthiyeddy’ and
‘Veeddukirithikam’) and for next one year prac-
ticed monthly remembrance day (‘Maalayam’) for
my children. A year after completion of last
monthly remembrance day I started to practice
annual remembrance day (‘Thivasam’) and I con-
tinue practicing this on annual basis. These prac-
tices calm my mind. I started to visit temples last
year onward to pray and do rituals for my children.
1 did special ‘Pooja’ (‘Moadcha-archanai’) for my
children to be united with the god. I granted 2 tra-
ditional lambs to a temple for the names of my
children. I gave meal (‘Annathaanam’ and
‘Moathaka-poosai’) to poor people. This year I vis-
ited to Car (‘“Thaer’) festival of a popular temple. I
am satisfied that I do something for my kids. I will
definitely continue these measures until I die.”

Mr. C. told “I lost faith on gods and tradi-
tions after the death of my daughter. But after
doing them I felt there was a reduction in the
turbulence in my mind. The Mental Health Unit,
General Hospital, Vavuniya conducted annual,
traditional fasting (‘Aadi-Amaavaasai
Viratham’) ceremony inside the camp for the
people who lost their intimates in the war. I par-
ticipated and felt some relief.”

16.4.5 Expression of Grief

Survivors hold different opinions about visiting
places where their loved ones were disposed or
just left to be following their death (killing). Some
prefer to visit frequently. These patients are found
to lament instantly once they entered such places.
They feel better following abundant and free lam-
entation. But some patients are reluctant to visit

such places because it becomes unbearable and
agonizing. These patients are found to be victims
with multiple losses and chronic sufferers.
Nevertheless, these patients also admit that expres-
sion of their grief pacifies them. They are ready to
lament in appropriate places. Here the term appro-
priate is used because patients struggle to find
appropriate places. There is a misunderstanding
about lamenting. Family members, caregivers, and
even therapists misunderstand that lamenting trig-
gers severe illness. But the fact is opposite. It has
an alleviation effect.

Mrs. B. stated “T want to do frequent visits to the
place where I put my second son and the place
where my first son was buried. But my family and
psychiatrist do not allow. They are afraid that I
would develop another episode of severe illness.
When I visit the place I am readily prompted to
lament for my children by striking my head and
chest with palms and it continues for long time
(‘Oppari’). I continue this without my awareness.
This is why I am not allowed by my family and
psychiatrist to do visits. But at the end I feel paci-
fied. When I am flooded with the memories and
flashbacks of my sons, I am tormented by them.
The torment could only be managed by lamenting
intensely and for long time. Suppressing the tor-
ment causes severe suffering (severe head discom-
fort). My family stops me from visiting to prevent
falling into illness (severe head discomfort). But
they do not know the value of lamenting. Flashbacks
and memories of my sons and trauma could only be
managed with lamenting. When I fail to lament, the
agony turns into severe head discomfort. Therefore
I try to lament as much as possible.”

Lamenting is an important measure to patients
to cope with PTSD and grief. Especially this mea-
sure significantly alleviates grief and reduces
heaviness of mind of female survivors with trau-
matic loss. Sufferers find place of burial is the best
place to lament. But some patients find places
where they buried their family members are occu-
pied by the military and therefore have fewer
opportunities to lament. These patients are noted
to develop more grief. They reason out that their
loved ones are disgraced by military presence.
Patients lamenting freely show greater coping than
patients with less opportunities to lament.
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Figs. 16.7,16.8, 16.9, 16.10, 16.11 and 16.12 Practice of routine coping strategies, rituals, customs, and other tra-
ditional measures in the internment camps in Sri Lanka
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Figs. 16.7,16.8, 16.9, 16.10, 16.11 and 16.12 (continued)
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17.2 A Complex Case History

Jennifer is a 33-year-old female living in a rented
apartment in downtown Toronto, Canada. She
supports herself by working as a server. She has a
partner, but is vague about the details of her cur-
rent romantic relationship, which has been
strained as of late. She has no children, but her
partner has one child from a previous
relationship.

Jennifer was advised to go to the emergency
department (ED) by a physician at a walk-in
clinic after she expressed suicidal ideation. The
physician had not seen her before and was con-
cerned about her vague suicidal plan, but was not
concerned enough to certify her under the mental
health act. In the ED, she refused to engage with
nursing staff, stating “I suggest you read my
record” and preferring to wait and tell her story to
“the doctor”. There were a number of urgent
trauma and resuscitation cases in the ED and she
waited 4 h before being assessed. Jennifer
lamented the wait and was rude and condescend-
ing to the nurses, demanding to be seen immedi-
ately. Her tone shifted when the emergency
physician assessed her, and she intimated in a
quiet, childlike manner that she was feeling
unsafe, her medications were not working, and
her partner was not returning her calls after an
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intense argument earlier this morning. She admit-
ted to drinking two glasses of wine but did not
appear clinical intoxicated. She was terrified that
she would be at risk of harming herself if left
alone in her apartment, and she had not been hav-
ing regular appointments as her psychiatrist had
been away on vacation for the past 3 weeks.
Fortunately, he was returning next week, and an
appointment had been scheduled at that time. She
did not endorse any specific plan or intent to
harm herself. The emergency physician agreed to
review the clinical record.

Jennifer had gone to the ED with similar con-
cerns a week ago and discharged by the emer-
gency physician with a plan to follow up with the
Psychiatric Urgent Care Clinic. When the clinic
staff phoned 2 days later to book a time for an
assessment, it became evident that she did not
meet criteria for the referral as she was already
connected with an outpatient psychiatrist at
another city hospital. Thus, the referral was can-
celled, and Jennifer felt frustrated with the lack
of support.

As she denied suicidal intent, the initial dispo-
sition plan was to discharge her home. The emer-
gency physician encouraged her to follow up
with her psychiatrist next week and mobilize
available friends to help her cope over the week-
end. Jennifer became distraught, angrily declar-
ing that she had purchased a large bottle of extra
strength acetaminophen and would swallow a
lethal amount if not admitted to hospital.
Frustrated and unsure, the emergency physician
decided to refer for psychiatric consultation. She
provided brief handover of the known facts with
the emergency psychiatry day team, who were
wrapping up their shift. Thus, Jennifer waited a
further 3 h before being assessed by the junior
psychiatry resident on call.

The wait, and some dinner, had served to
soften Jennifer’s tough exterior. When assessed,
she was engaged and felt validated to be speaking
with “the psychiatrist”. Despite attending weekly
psychiatric appointments and a monthly wom-
en’s support group, Jennifer was upset about her
lack of support and stated that her mood had been

“up and down” over the past few months. She
reported that she had recently been accepted into
a Dialectical Behaviour Therapy treatment pro-
gram (DBT). While this provided some hope, the
1 year wait list was incredibly disheartening, and
she admitted that she needed assistance dealing
with her history of trauma. She identified an
ongoing conflict with her partner as a significant
trigger and was unsure of his whereabouts at the
moment. She became tearful when asked about
what happened, and reported that, a week ago,
she had found out that her partner had been hav-
ing an affair with his ex-partner, who is the
mother of his child. She had initially demanded
that he leave the apartment, which she pays for,
but felt devastated when he actually did. He
returned to collect his belongings 2 days ago, and
the couple briefly reconciled. He stayed the night
but left this morning after another fight. When
she was unable to connect with a close friend,
Georgia, she went to a walk in-clinic to find some
help.

A review of psychiatric symptoms indicated
that she had been experiencing low mood and
poor sleep for the past week, though her energy
and appetite were normal. Suicide had been on
her mind for many years, but over the last week,
her thoughts had intensified. Her suicidal plan
included acetaminophen overdose, but she said
she would never go through with it. She denied
significant symptoms of anxiety and no symp-
toms of mania or psychosis.

She had long struggled with mood swings, par-
ticularly in the context of interpersonal stressors.
Seven months ago, she had quickly fallen in love
with her current partner after they met on a dating
app. She described him as “her saviour”, attentive
and emotionally supportive. She was happy to
have met him at a very vulnerable time, almost
immediately after the dissolution of her previous
relationship. Though she had not self-harmed for
many months, she disclosed that she had superfi-
cially cut after finding out about the affair, but as
she had promised herself, she would never cut
again; she felt deeply ashamed. Cutting had been
a coping mechanism for a number of years, but a
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significant part of her work with her outpatient
psychiatrist had been developing alternative strat-
egies, including yoga, mindfulness, and calling
friends. Alcohol use had been an off and on con-
cern, but she had recently cut down to 46 drinks
per week. At one point she had been drinking
closer to 10-15 drinks per week, but she has no
history of withdrawal seizures. She reported a
remote history of marijuana use, but no other
illicit drugs.

Jennifer had, at one point or another, been
diagnosed with persistent depressive disorder,
post-traumatic stress disorder, alcohol use disor-
der, and borderline personality disorder. The
most recent discharge summary from 8 months
ago indicated “complex post-traumatic stress dis-
order” with a referral to DBT services. She had
had three previous psychiatric admissions, two of
which had been in her mid- to late-20s, the lon-
gest having been 3 months. She had been doing
relatively well for a number of years after being
connected with her outpatient psychiatrist, until
an impulsive suicide attempt 14 months ago fol-
lowing the death of her mother. She ingested a
large number of acetaminophen and alprazolam
tablets and was brought to hospital after calling
911 immediately post-ingestion. She spent 3 days
in the intensive care unit, followed by 2 days on
the general medical unit before a 5-day psychiat-
ric admission.

Her current psychiatric medications include
escitalopram 20 mg by mouth daily, clonazepam
1 mg by mouth at night, and quetiapine 300 mg
by mouth at night as well as 25 mg by mouth,
three times daily, as needed for anxiety. Typically,
she does not use the extra medication but has
lately started taking all three tablets at night for
sleep. She is also taking dienogest 2 mg by mouth
daily for chronic pelvic pain from suspected
endometriosis. Otherwise, her past medical his-
tory is noncontributory.

She is the youngest of three siblings, born in
Kingston, Ontario. She met her developmental
milestones on time. She was a lively child and an
average student, who started dating early with a
string of sexual partners when she was 15. She had

a therapeutic abortion at age 16 after an unplanned
pregnancy. She graduated high school on time and
attended university, studying 2 years of art history
before leaving to work as a server. She reported
being sexually abused by her father between the
ages of 9 and 14. When it happened, she told her
mother who did not believe her. When her older
brother discovered what was happening and con-
fronted her father, it caused a significant conflict
within the family. She no longer has contact with
her father, and her mother died 14 months ago in a
motor vehicle accident. Her mother had been
struggling with depression for a long time, and it is
suspected that her death may have been a suicide,
a fact Jennifer vehemently refutes.

On mental status, Jennifer is a 33-year-old
female who appears younger than her stated age,
wearing a fitted tank top and jeans. Her speech is
soft and high pitched, and despite her initial
reluctance, she is cooperative with the assess-
ment. Her mood is “okay”, her affect mildly dys-
phoric. Her thought form is linear and goal
directed, focused on her interpersonal stressors.
There is no psychotic content evident, and she
does not appear to be responding to internal stim-
uli. She harbours suicidal ideation, a previously
expressed plan, but denies intent. Insight and
cognition are preserved, but a history of impul-
sivity is noted.

Jennifer and the resident worked together to
develop a safety plan, and Jennifer called a
friend to pick her up. She felt validated and
heard after the assessment, stating “I don’t want
to kill myself, I just don’t want to be alone”.
The resident was uncertain about the best
course of action, but was loathed to admit a
“frequent flying BPD” patient and felt pres-
sured by the nursing team who stated she
“didn’t need to be here”. Jennifer had grown
weary of waiting in the hospital and wanted to
leave. As she had an upcoming appointment
next week with her psychiatrist, denied suicidal
intent, and had managed to connect with her
friend, the staff felt that she would be safe for
discharge. She was asked to return to the ED if
suicidal intent developed.
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17.3 Assessing Suicide Risk
in a Patient with BPD
and Chronic or Recurrent

Suicidality

As a core diagnostic feature of borderline person-
ality disorder (BPD), recurrent suicidal behav-
iour, gestures, or threats present a challenging
management experience [1]. With a 10% preva-
lence among psychiatric outpatients and between
15% and 25% in an inpatient population [2],
patients suffering from this disorder are com-
monly encountered in the ED. In a study of
patients admitted to a psychiatric hospital through
the ED for suicidal behaviours, 56% met criteria
for BPD [3]. As the portal of entry for a number
of psychiatric services, clinicians in the emer-
gency setting must provide a thorough and effec-
tive risk assessment. Though it may be easy to
underestimate the acute risk of suicide in a patient
with chronic suicidality, multiple studies have
converged on an approximate 10% rate of com-
pleted suicide, or one in ten patients diagnosed
with BPD [4].

At the core of any suicide risk assessment is
an empathic understanding of the patient’s cur-
rent presentation from a biopsychosocial per-
spective. An acute and frantic ED may not be the
ideal setting for developing rapport. Patients,
such as Jennifer, typically explain their story to
multiple staff members before receiving a thor-
ough risk assessment. Finding a comfortable and
private environment and clearly explaining your
role and the purpose of the assessment are thera-
peutic first steps [5]. Validating the patient’s dis-
tress, highlighting his or her strengths, and
respecting the decision to come for help as an
alternative to suicide can make the patient feel
heard and understood. Developing this sense of
respect is key to engaging and eliciting important
information from a patient who may have diffi-
culty trusting an unfamiliar process. If a patient is
guarded or frightened, directly asking about sui-
cidal ideation may not provide accurate or com-
plete information [6]. Validation is critical; a
2006 study of consumer experiences in the ED
following a suicide attempt indicated that fewer
than 40% of patients felt listened to and taken
seriously by providers [7].

Inquiry into the nature of the suicidality, with
attention to intent and plan, is paramount. Intent
is a reflection of the intensity of ideation and can
be accompanied by a plan with varying degrees
of specificity and lethality. Assess the practicality
of the plan and what steps the patient has taken
towards implementation. Plans with immediate
and deadly consequences such as jumping from a
height or shooting oneself are particularly con-
cerning, though elucidating the patient’s pre-
sumption of the lethality of their plan remains
important. Patient intent cannot be discounted
even if a suicide plan is unlikely to end in death.
Patients with chronic suicidality may have a long
history of multiple attempts with varying degrees
of lethality and intent. Assessing and document-
ing past attempts, including features such as the
situation, method, intent, and consequence of
each attempt, provides essential backstory to
place the current suicidality into context [6]. In
Jennifer’s case, her previous attempt occurred in
the context of significant interpersonal loss fol-
lowing the death of her mother. Though she
sought emergency assistance after the toxic
ingestion, her ICU admission suggests that her
attempt was of high lethality. The present context
of interpersonal conflict places her at higher than
baseline risk. Notably, the conflict is ongoing,
and relationship status not yet determined. There
is the potential that further distress is imminent
pending interaction with her partner. While clini-
cians cannot predict the future, discussing the
patient’s hopes and fears about what may happen
to him or her and how that will affect suicidality
can clarify the level of risk.

Impulsivity is a recognized risk factor for sui-
cidal behaviour [8, 9]. A predilection for acting
on a whim, without forethought or careful consid-
eration, is a frightening reality for many patients
(and similarly, their caregivers and providers) [1].
Though detailed plans are generally associated
with a greater risk of suicide, a history of impul-
sive behaviour is cause for concern and difficult
to assess [6]. Jennifer’s previous suicide attempt
occurred impulsively, with limited premeditation
and planning. In patients without a clear history of
prior suicide attempts, screening for other poten-
tially dangerous behaviours such as substance
abuse, high-risk sexual behaviours, and deliberate
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self-injurious behaviours can paint a picture of
impulsivity in various contexts [8]. This is not
to suggest that all dangerous behaviours are
indicative of suicidality, though presence of self-
mutilation has been reported to double the risk of
suicide [10]. Reported reasons for self-injurious
behaviour vary and include interpersonal frustra-
tion, attention seeking, lessening internal distress,
and numbing emotional pain [11]. A history of
childhood physical and sexual abuse is associated
with an increased risk of attempted suicide and
self-destructive behaviour [12]. Jennifer reported
a history of both impulsive and non-impulsive
wrist cutting, and her prior suicide attempt was
not extensively premeditated. Jennifer’s ability
to maintain her physical safety in the context of
further interpersonal difficulty could be com-
promised by her impulsivity. Further increasing
her suicide risk is the lingering question of sub-
stance abuse. Though she had worked hard to
reduce her weekly alcohol intake, the presence
of intoxication or a comorbid substance use dis-
order increases the risk of suicide attempts [12].
Though in sustained partial remission, her alco-
hol use had long been a coping mechanism, and
reports of intoxication in the ED were concerning.

Helpful Things to Say

1. It sounds like you are incredibly frus-
trated right now. What is the worst part
about this whole situation?

2. Is there anyone I could talk to who
really understands what you’ve been
experiencing?

3. You have had really difficult experi-
ences in relationships. It makes sense
that you are feeling this distressed.

4. What helps when things are this bad?

Clinicians in the emergency psychiatric setting
will develop a level of familiarity with a num-
ber of frequently presenting patients. While this
familiarity can be useful in developing longer-
term rapport and comfort with engagement, a key
component of the assessment must be a longitu-
dinal view of the current pattern of behaviour and
presentation. An ‘“‘acute-on-chronic” model of

suicidality recognizes the baseline elevated risk
but also acknowledges that current stressors may
elevate the acute likelihood of a suicide attempt
[13]. For patients with chronic ideation and recur-
rent utilization of healthcare services, assess what
has changed and what is new. Consider the pat-
tern: Jennifer had a past history of ED presenta-
tions but had been doing well in the community
and had only been reappearing in the ED over
the past week. In cities with multiple hospitals
and crisis centres, finding out if there have been
multiple emergency visits across the region can
help establish the pattern. If available, contact
friends and family for collateral information. The
escalation of presentations, coupled with her sub-
stance use, interpersonal conflict, and impulsivity,
increases Jennifer’s acute risk of suicide.

Key Points to Consider

e BPD is commonly encountered in the ED and
carries a significant lifetime risk of suicide.

e A therapeutic rapport helps to ensure a thor-
ough risk assessment.

* Note previous suicide attempts and the con-
text in which they occurred.

17.4 Documenting Risk
in the Chronically
Suicidal Patient

A key part of risk assessment is accurate docu-
mentation. The acronym CAIPS (Chronic and
Acute factors, /mminent warning signs, Protective
factors, and Summary statement) is a tool to
construct a suicide risk assessment that is clini-
cally sound and legally defensible [14]. The resi-
dent summarized Jennifer’s risk as follows:

Jennifer’s previous suicide attempts, history of sub-
stance abuse, impulsivity, and diagnosis of BPD
place her at a chronically elevated baseline risk of
suicide. Acutely, she is in the midst of a difficult
breakup that increases her level of risk. She has
acted on a plan by purchasing a bottle of acetamin-
ophen for use in overdose. However, she denies
current intent or hopelessness, is not intoxicated,
and wants to follow up with her outpatient supports.
She has sought help in the ED as an alternative to
self-harming and can present a coherent plan of
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treatment as an outpatient, engaging friends and
crisis supports, and returning to the ED if needed.
In summary, Jennifer is at a chronically elevated
risk of suicide that is currently increased due to
interpersonal conflict. Despite this, she is denying
intent and future oriented, with a clear treatment
plan in place, and is at low risk of acute suicide.

17.5 Managing Their Personal
Reactions to Patients

in the Emergency Setting

Due to the volume of patients with BPD assessed
in the ED, providers must be mindful of their
own feelings and reactions to patients in this set-
ting [15]. The fast-paced, loud, and chaotic nature
of the ED can be frightening to patients who are
unsure about what they are experiencing or what
may happen to them. Psychiatric presentations to
EDs are increasing [16], leading to longer wait
times for patients who may not realize that emer-
gency staff have been working hard to ensure
patients are assessed in a safe and timely manner.
Time and resource demands, coupled with unso-
ciable hours, may not allow front-line staff the
requisite time to build a therapeutic alliance and
understand a patient’s uncertainty and distress.
Patients may be brought to the ED by coercive
means, and collateral may not be readily avail-
able. Thus, factors associated with the emergency
setting can worsen or exacerbate the crisis expe-
rience for patients with BPD. Debriefing any
negative aspects of the ED experience, in a sup-
portive and nondefensive manner, can build rap-
port and give insight into the patient’s concerns.
There are a number of practical steps that emer-
gency staff can take to understand a patient’s distress
and provide the excellent care each patient deserves
and requires. If possible, finding a calm, quiet, and
private space to speak can provide the patient a sense
of control and safety. Attend early to concrete and
physical needs like hygiene and hunger so that
patients can readily engage in a fulsome discussion
of their crisis needs. Dialectical Behaviour Therapy
(DBT) is an empirically supported, structured thera-
peutic programme for the treatment of BPD [17]. As
the core dialectic in DBT, the tension between
accepting oneself and recognizing the need for
change may be exacerbated in a crisis [18].

B. Fage and J. Lofchy

Techniques from DBT can be adapted for the emer-
gency setting. Validation of the person’s experience
is a critical first step in crisis de-escalation [15]. It is
essential to presume the distress the patient is feeling
is real, and their inner experience is intolerable. It
can be difficult to relate to patients who present with
what appear to be relatively minor concerns; how-
ever, accepting that the crisis is having a significant
impact is crucial. Validating the decision to come
and seek help, as opposed to self-harming, can
help the patient feel understood. Feeling understood
could lead to better rapport, which is necessary
for completing a thorough and accurate risk
assessment.

When upset or distressed, patients with BPD
can lash out at providers or attempt to “split” the
team. Splitting is a common defence mechanism,
whereby patients have difficulty holding oppos-
ing views of a person at the same time. In a
healthcare setting, this can result in some team
members being rejected and others adored. In
Jennifer’s case, she was angry and dismissive
with the nursing staff and idealized the psychia-
try resident. Recognizing these patterns can help
interprofessional teams work together and handle
personal reactions to these demanding scenarios.
Patients with a diagnosis of BPD face significant
stigma in healthcare settings, with staff in inpa-
tient settings reporting less optimism and more
negativity about their experience working with
this population [19]. Attitudes of emergency staff
are often mixed; despite expressing sympathy,
front-line workers can feel that working with
self-harming patients is not rewarding or a good
use of ED resources [20].

Helpful Things to Say

1. This experience is unbearable, and it is
really hard to cope right now.

2. I'm glad that you came for help instead
of hurting yourself.

3. What lets you feel in control when you
are this upset?

4. You are worried about your relationship.
Let’s think about what you need right
now.
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Emergency staff may feel that they do not
have the necessary skills to assist patients with
BPD who are experiencing a crisis, or worse,
feel that managing these patients is impossible.
It is important to recognize that the patient’s dis-
tress is not about you. Jennifer is experiencing
an interpersonal crisis and feeling angry, frus-
trated, and abandoned. In this moment of extreme
distress, she is unable to use her coping skills to
handle what she is experiencing. Address and
contain the distress before trying to problem-
solve. Taking breaks from discussing traumatic
episodes allows for recovery time. Patients may
have community teams, and linking with them is
key, reinforcing the available supports [13]. It
can be tough to feel empathic in the middle of
the night when you are exhausted or burnt out.
Providers who work in these settings need space
and time to debrief about their experiences with
colleagues and take opportunities to attend to
self-care.

Healthcare workers may question the value of
admission in patients with BPD, expressing frus-
tration with “frequent flyers”, or patients with
recurrent ED presentations. Hospital volumes
may also increase pressure to discharge patients
due to a limited number of psychiatric beds.
Limited resources can set up a power struggle
between patient and clinician. Providers in train-
ing, as in Jennifer’s case, feel pressure to avoid an
admission that will be seen as unhelpful in the
eyes of their senior colleagues. A more empathic
approach is to listen to the patient and avoid mak-
ing an a priori decision about admission. The role
of admission in patients with BPD is controver-
sial, and while there is a general clinical consen-
sus that inpatient care should be minimized, the
APA Practice Guidelines for the Treatment of
BPD do suggest indications for admission [8, 9].
A clinical system that provides brief hospitaliza-
tion or holding in a psychiatric ED can provide
good clinical care during periods of acutely
increased suicidal risk, avoiding the need for a
long-term admission.

Key Points to Consider

e Be mindful of your feelings and reactions
when working with this patient population.

e Validate the extreme vulnerability and level of
distress that a patient is feeling.

e Take time for self-care and debrief with
colleagues.

17.6 CasePart2

The next evening, Jennifer returns to the ED. She
is clearly intoxicated and admits to consuming a
bottle of wine. Jennifer is irritable and sarcastic,
swearing, with slurred speech. The same physi-
cian picks up her chart and asks Jennifer why she
came back to the ED. Jennifer angrily states “I
will only talk to a doctor who cares”. She will not
provide a history, but repeatedly states she needs
to be in a safe place. Her vitals are within normal
limits. The physician is frustrated by Jennifer’s
return and refers for psychiatric assessment.

Due to a high number of referrals, the psychia-
try resident is not able to immediately assess
Jennifer. Tired of waiting, Jennifer tells the emer-
gency nurse she is leaving, gets up, and stumbles,
knocking a tray of suturing instruments from the
bay beside her onto the floor. The nearby emer-
gency physician comes back to the bedside and
tells her that because of her intoxication and
safety concerns she is being detained under the
mental health act and cannot leave until the morn-
ing. Jennifer becomes irate, screaming and
attempting to push past the nurse on her way out,
causing the nurse to fall back against the counter.
A code white is called, with security guards rush-
ing in, pinning Jennifer to the bed and placing her
in restraints. She is struggling and spitting at
staff. The emergency physician tells her she
needs medication to “calm her down” and orders
25 mg of loxapine and 2 mg of lorazepam to be
given intramuscularly. After receiving the injec-
tion, Jennifer starts crying and goes limp.

The psychiatry resident responds to the code,
arriving after the medication is administered. The
emergency physician angrily tells the resident that
“this is not a good use of resources” and demands
that he “go ahead and admit the patient”. Jennifer
is distraught and refuses to answer questions. The
resident brings her some tissues and asks if she
would be willing to stay if taken out of restraints.
Tearfully, she agrees. The resident assists her out
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of restraints, and she is transferred to the psychi-
atric holding area in a quieter section of the ED.

Jennifer is not forthcoming with details but
insists she does not feel safe at home. When
pressed, she admits to suicidal ideation and intent
but will not disclose a plan. She denies toxic or
lethal ingestions. The history of her presenting
illness is vague; based on the information from
previous assessments, the resident feels comfort-
able with holding overnight for further assess-
ment. She appears tired, and the resident ends the
assessment and allows her to sleep.

Three hours later, the resident receives a stat
page. During nursing rounds Jennifer is discov-
ered unresponsive with vomitus beside her bed.
A code blue is called. She is intubated and trans-
ferred to the intensive care unit.

17.7 Navigating the Medical
and Psychiatric Interface
in the Emergency
Setting Using an
Interprofessional Team

Patients suffering from psychiatric emergencies
may present in a variety of settings, including
general and psychiatric hospitals, crisis clin-
ics, mobile teams, and to community practitio-
ners [21]. As psychiatric patients have similar
or greater risk for medical comorbidity when
compared to the general population [22], the
general hospital emergency physician provides
the first-line screen for acute medical problems.
Determining whether or not a patient’s presenta-
tion is due to medical or psychiatric illness can
be challenging, and evidence suggests that physi-
cians may be prone to attributing symptoms to
psychiatric illness and fail to screen for medical
comorbidity [22, 23].

Providers struggle with determining whether
or not a patient is medically stable for psychiatric
assessment. Factors such as level of medical sup-
port on site and timing of referral will change the
threshold at which a patient is deemed medically
stable, and it is recommended that psychiatric
consultants have an open discussion with the
referring physician about how to best meet the
patient’s needs. This can be particularly problem-

atic when the reason for referral is vague, or the
lines between medical and psychiatric are unclear.
While there is no universal standardized defini-
tion for medical stability [24], the American
College of Emergency Physicians published com-
prehensive guidelines regarding medical clear-
ance [25]. Medical assessment of patients
presenting with psychiatric complaints should be
guided by history and physical examination, and
there are no recommended routine investigations.
Routine urine toxicology screens on patients who
are alert and cooperative do not affect emergency
management and should not delay referral to psy-
chiatry, as psychiatric teams are capable of order-
ing these investigations when clinically indicated.
A common point of contention is when to refer an
intoxicated patient for psychiatric assessment, as
psychiatric complaints may resolve when the
patient is no longer intoxicated. Ideally, referrals
to psychiatry should be made when the patient is
capable of participating in an interview so that an
accurate risk assessment can be performed. This
should be based on a patient’s cognitive ability to
participate in an interview and not a specific blood
alcohol concentration [25]. Realistically, pres-
sures on ED staff lead to referral prior to detoxifi-
cation. Clinicians should be aware of the policies
and culture of their institution [21]. Arguing over
the appropriateness of a referral in the middle of
the night is unhelpful, and strong, collaborative
relationships between emergency and psychiatric
services are essential to a well-functioning
department.

In Jennifer’s case, frustration with her multi-
ple presentations may have led to inadequate
screening for toxic ingestion. As a well-known
“psychiatric patient”, it would be easy to under-
estimate the acutely elevated level of risk. Based
on her previous history of overdose, screening for
alcohol, acetaminophen, salicylates, and other
intoxicants may have provided useful informa-
tion and changed management early. It may have
been beneficial to request blood or urine screen-
ing to clarify. Collaboration between the psychi-
atric resident and emergency staff is key to ensure
that she is in a monitored setting. It is unclear
how long Jennifer was nonresponsive, and the
added effect of chemical restraint complicates the
clinical picture.
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17.8 Proactively Reducing
the Risk of Violence
and Agitation

The ED is a stressful environment for people
experiencing a psychiatric crisis. Long wait
times, intoxicants, and uncertainty can com-
bine to exacerbate a patient’s stress level
and increase the likelihood of violent behav-
iour. Despite the high prevalence of agita-
tion and violence in the emergency setting, a
lack of clear guidelines and best practices led
many facilities to quickly employ physical
and chemical restraint. The Best Practices in
Evaluation and Treatment of Agitation proj-
ect (BETA) was an attempt by expert working
groups to synthesize the available literature
into practical guidelines for clinicians [26].
Notably, agitation has a broad differential, and
it is important to undertake a thorough medi-
cal and psychiatric evaluation and uncover the
reasons for the distress. Aggressive behav-
iours, both physical and verbal, are a means
of communicating that whatever is happening
is not okay. Patients with BPD who present in
crisis may be overwhelmed by their experi-
ence and have difficulty communicating their
needs; enable containment of their distress and
establish communication to prevent escalating
behaviour. If possible, emergency psychiatric
assessments should occur in a designated men-
tal health space, away from the stressful, high-
stimuli emergency setting [27]. Specialized
equipment such as video monitoring, alarm
buzzers, clear lines of sight to nursing stations,
weighted furniture, and non-barricadeable
doors are recommended design elements for
a safe space for patients and providers [28].
Consider the potential of violence and work to
mitigate risk factors. If available, review past
charts and speak with the emergency team to
determine if there is a history of aggressive
behaviour. Observe the patient in the waiting
area before assessment for signs of agitation,
such as pacing or yelling. In Jennifer’s case,
the crowded emergency area, replete with IV
poles and other potentially dangerous equip-
ment, was a suboptimal environment for her
assessment.

17.9 Trauma-Informed Approach
to Help Patients
Experiencing Agitation

With the growing recognition that many men and
women receiving psychiatric care are survivors
of physical and sexual trauma, providers in the
emergency setting must recognize vulnerability
and work to avoid re-victimizing patients who
are presenting in crisis. Clinicians and patients
struggle with the complicated dynamic of safety
and autonomy. It is recognized that when some
people are highly aroused and emotionally
charged, they lose the ability to self-regulate and
modulate their affect. One should be mindful of
the patient experience and help promote an
enhanced internal locus of control. Offer choices
and opportunities for decision-making, as many
trauma survivors experienced abuse at a time
when everything seemed out of their control [29].
Providing time and space for verbal de-escalation
may preclude the eventual use of physical and
chemical restraints. As a clinical skill, verbal de-
escalation requires training and practice with a
number of technical domains [30].

Restraint practices can be harmful, unsafe,
and traumatizing, even with the best of inten-
tions [31]. Patients and families are faced with
locked doors or detainment under mental health
legislation in a system that can feel byzantine
and unsupportive. At the same time, the safety
of the distressed patient, other patients, and the
clinical team is a top priority. Institutions may
implement mandatory hospital gown policies,
which provide an opportunity for searching and
removal of belts, shoelaces, and any potential
weapons but also represent a loss of autonomy.
Physical and chemical restraints are an unfor-
tunate, but sometimes necessary, last resort.
Even in a restrictive ED environment, there are
opportunities to facilitate patient autonomy.
Explain what is happening, what medications
are being administered, and what the potential
side effects may be [32]. If clinically appropri-
ate, seclusion rooms may avoid the need for
mechanical restraints. Most institutions have pol-
icies regarding least restraint or minimum effec-
tive restraint to keep everyone safe. Restraints
must be applied in a way that minimizes the
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re-enactment of a prior sexual assault. Some orga-
nizations have instituted a policy about patient
debriefing following a restraint event, in which
a patient, at an appropriate time, is provided an
opportunity to discuss his or her experiences and
offered support. Though difficult during a first
meeting, co-creating a safety plan provides a
chance for patients to identify triggers and alter-
nate methods of coping with distress. Clinicians
must be aware of this potentially coercive aspect
of psychiatric care and work to find solutions for
our vulnerable patients.

Helpful Things to Say

1. Would you like to have the interview
here in the waiting room or in a more
private interview room?

2. When you are yelling, it makes it diffi-
cult for me to hear you — I bet if we sit
down, we could start to understand what
is troubling you.

3. I can see you are very uncomfortable —
can | offer you some medication to help
you feel in control?

4. Jennifer, you are having a psychiatric
emergency. Medication would be help-
ful right now. Would you like the medi-
cation by mouth or by needle?

17.10 Summary

Risk is a complex issue and a difficult part of
emergency psychiatric assessment. Our patients
who suffer from chronic suicidal ideation are
among the most difficult to help, both from a per-
sonal and systems perspective. One must recog-
nize the level of risk and make a calculated
decision about discharge. It is of the utmost
importance to appreciate the challenges facing
this patient population in order to provide effec-
tive patient-centred care.

Disclosure Statement “The authors have nothing to
disclose.”
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A Complex Case of Binge Eating
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Kuppuswami Shivakumar, Shabbir Amanullah

and Nicolas Rouleau

18.1 Case Example of Binge

Eating Disorder (BED)

This is the case of a 35-year-old married female,
mother of three school-going kids. She has been
treated for depression for the last 5 years with poor
response and weight gain. Over the last 2 years,
she noticed increased levels of fatigue, poor con-
centration, and irritability, prompting her husband
to request “‘a change in medication.” Despite three
different antidepressants, the patient continued to
report fatigue and weight gain. When seen in
clinic, she presented on her own with concerns
about fatigue and her mood. Her low libido was
contributing to some of their marital difficulties.
She is 5’3", 230 Ibs., yielding a body mass index
of 39.5 (morbidly obese). Any discussions around
her eating habits seem to trigger anger and a response
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“I'm doing my best.” On careful probing, she finally
admitted to eating fairly large quantities of food that
included three bags of chips, a number of candy bars,
a tub of ice cream, and a large amount of popcorn
with two cans of pop. She claims that she finds it hard
to stop and feels intensely guilty about this behavior
and has tried to stop many times only to succumb to
temptation. She tends to eat in the above manner at
least three times per week when the children have
gone to school and her husband is out at work, as she
has no control during the episode. She eats until she
is uncomfortably full and states clearly that she is not
eating because she is hungry. She strongly denies any
purging behavior, excessive exercising, or any restric-
tive or compensatory behaviors.

She also goes on to talk about her poor educa-
tional performance and difficulty with teachers in
school because she did not like to be told what to
do. Although she had friends, they were few and
far between. She grew up in a critical environ-
ment with little emotional support. There was
also some remote history of sexual abuse by a
cousin when she was growing up.

18.2 Epidemiology

The prevalence of BED in the USA varies from
1.6% to 0.8% based on gender, with females
having 1.6% prevalence over a 12-month period.
Prevalence rates across racial and ethnic groups
seem to be similar. Lifetime prevalence is 3.5%
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for females and 2.0% for males in the general
population, making it the most common eating
disorder [13]. For comparison, anorexia nervosa
is associated with a lifetime prevalence of 0.9% in
females and 0.3% in males. Similarly less preva-
lent, bulimia nervosa is associated with rates of
1.5% in females and 0.5% in males. BED is asso-
ciated with a late mean age of onset (25.4 years)
relative to bulimia nervosa (19.7 years) and
anorexia nervosa (18.9 years). This condi-
tion is considered to have significant morbid-
ity including impaired health-related quality of
life, increased medical morbidity and mortality,
higher risk of weight gain, and potential obe-
sity. Early intervention is key in achieving full
recovery, and various treatment approaches are
used lately. The onset of BED is associated with
a late mean age of onset (25.4 years) compared
with bulimia nervosa (19.7 years) and anorexia
nervosa (18.9 years). Although BED can be
associated with increased weight, it can occur in
normal weight or obese adults [9]. Compared to
individuals who are not obese and who report no
binge eating, individuals affected with BED can
experience impairments with work productiv-
ity [21]. It is also known that daily stressful life
events, such as death of spouse or close family
member, divorce, separation, prolonged illness,
or job loss, can contribute to the development
of BED. A study by Wolff et al. [22] suggests
that stress and negative mood (depression, anger,
excessive guilt, self-blame) are likely anteced-
ents to binge eating disorder.

18.3 Etiology

Etiology of binge eating disorder is complex and
multifactorial. Twin studies have suggested that
genetic factors are responsible for 40-60% of lia-
bility for binge eating disorder. Neurochemical
studies have shown that the reward mechanism has
been implicated in the development of the disorder,
including activation of opiate or cannabinoid recep-
tors. Other stresses such as physical, emotional,
and sexual abuse, significant early trauma, life
events, and daily stresses have been strongly impli-
cated with the development of BED. It is also
important to understand the family environment;

the family’s attitude to eating, weight, and shape;
and the emotional support that they receive from
the family which could be an important factor in
the development of BED [8].

18.4 BED Is a Distinct Diagnosis
Entity in the DSM-5

The term binge eating disorder was classified under
the category of eating disorders not otherwise spec-
ified in DSM-1IV, and recently in DSM-5 it was
considered as a specific psychiatric disorder [12].

Summary of the current DSM-5 criteria for a
diagnosis of BED:

e Recurrent episodes of binge eating behavior
(eating in a discrete period and a sense of lack
of control over eating).

* Binge eating episodes are usually associated
with eating rapidly or eating until feeling uncon-
trollable or eating large amounts even when not
hungry or eating alone or having emotional con-
sequences after eating large amount of food.

e Significant distress after binge eating, which
should occur frequently (once a week for
3 months) and not associated with any other
inappropriate compensatory behaviors.

* Binge eating does not occur during the course
of bulimia or anorexia nervosa.

Although current studies have shown an
increased prevalence of BED, symptoms are
underreported especially around mood and bing-
ing secondary to shame and denial. Multiple
factors (Table 18.1) have been identified in under-
reporting of symptoms and a lower treatment rates.

Table 18.1 Possible reasons for low detection rates of BED

Patient related factors | Physician related factors

Poor knowledge of BED

Feelings of shame and
guilt

Low comfort levels in
asking appropriate questions
to diagnose BED

Lack of familiarity in using
appropriate screening tools

Fear of accepting a
diagnosis

Unawareness of a
diagnosable disorder

Stigma Negative feelings toward a

diagnosis of BED
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Table 18.2 Comorbidities and prevalence in BED

Comorbidities Prevalence
Specific phobia! 37%
Social phobia' 32%
Alcohol abuse or dependence’ 21%
Unipolar major depression' 32%
Post-traumatic stress disorder! 26%
Any personality disorder? 29%
Avoidant personality disorder? 12%
Borderline personality disorder? 10%
Obsessive-compulsive personality 10%
disorder?

Three or more conditions? 49%

“Kessler et al. [14]
"Friborg et al. [3]
“Hudson et al. [9]

18.4.1 Psychiatric Comorbidity
in Binge Eating Disorder

Binge eating disorder (BED) is associated with
significant comorbid psychiatric conditions
including specific phobia, social phobia, unipolar
major depression, post-traumatic stress disorder,
and alcohol use or dependence. In general,
according to a survey completed in the USA,
79% of BED population had a lifetime history of
at least one other psychotic disorder, and 49%
had a lifetime history of three or more comorbid
disorders (Table 18.2).

18.4.1.1 Medical Comorbidity

in Binge Eating Disorder
Medical comorbidities associated with BED
(Fig. 18.1) which may be related to obesity include
type 2 diabetes (mellitus), hypertension, sleep/pain
conditions, and dyslipidemia, whereas those which
present independent of obesity can include asthma,
gastrointestinal symptoms, intracranial hyperten-
sion, polycystic ovarian syndrome, and menstrual
dysfunction [15]. The history and physical examina-
tion should focus on medical comorbidities which
are commonly observed in binge eating disorder.

18.5 Assessment

The assessment of binge eating disorder relies
quite heavily on good rapport and a thorough

history. Childhood experiences, trauma, genetic
factors, and seeking weight-loss treatment have
been linked to the above conditions and, hence,
play a critical role in management. A variety of
questionnaires have been used to assess binge
eating including the 9-item Binge Scale, [16] the
16-item Binge Eating Scale (BES) [17], and the
Eating Disorder Inventory — a 64-item multi-scale
inventory [18]. SCOFF questionnaire (which is
not a specific questionnaire to BED) has been
shown to be an effective and quick screening tool
that can be easily administered [20].

The 16-item Binge Eating Scale (BES) can be
used to assess the presence of binge eating behav-
iors. The scale is not required for diagnosis but rep-
resents a useful screening tool. Scoring involves
assigning a numerical value where scores <17 rep-
resent non-binging, 18-26 represent moderate bing-
ing, and >26 represent severe binging [17]. The
7-item BED screener is an easy tool which can be
administered rapidly in outpatient settings
(Fig. 18.2).

A thorough assessment will include a his-
tory of the patient’s comorbidities with the
view to predicting outcomes. Patients with
BED who had a lifetime history of depression
seemed less likely to receive full remission.
Patients with poor self-esteem also fared worse
with behavioral weight-loss treatment than
interventions like cognitive behavioral therapy.
Medical comorbidity is also an important area,
but except for obesity, there is poor evidence
base on specific medical conditions.

18.6 Treatment

Treatment options vary for binge eating dis-
order (BED), and include psychological,
pharmacological [19], and dietary interventions.
Psychological treatments include individual or
group therapy, CBT, interpersonal therapy (IPT),
dialectical behavior therapy (DBT) [24], behav-
ioral weight-loss treatment (BWLT), guided
self-help therapy (GSHT), and combination
therapy (COMB) (Fig. 18.3). Close to a half of
patients with BED do not seem to benefit from
psychological and behavioral interventions, and
hence pharmacotherapy with either behavioral or
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Fig. 18.1 Visual
representation of medical
issues associated with BED
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Fig. 18.2 BEDS-7 tool (Herman et al. [10]. Used with permission ©2014 Shire US Inc., Lexington, MA 02421)
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Fig. 18.3 Therapeutic options associated with BED.
Cognitive behavioral therapy (CBT), interpersonal ther-
apy (IPT), dialectical behavior therapy (DBT), behavioral
weight-loss treatment (BWLT), guided self-help therapy
(GSHT), and combination therapy (COMB)

psychological interventions may have better out-
comes. However, a recent article shows that this
clinical strategy has generally failed [5]. Only
one study supported the benefits of combining
the two. The addition of topiramate, however,
has shown some promising results when added
to CBT. CBT and IPT have the most evidence for
effectiveness [1, 11].

Treatment should also focus on providing
nutritional counseling, normalizing portion sizes/
regularizing food intake [2], addressing eating
behavior, and dealing with excessive concerns
with body image. Psychiatric comorbid conditions
should be treated with antidepressants, anticon-
vulsants, centrally acting sympathomimetics, and
psychostimulants. IPT is an effective treatment for
binge eating disorder (BED). A follow-up study
performed by Wilson et al. [23] comparing IPT
and CBT showed that both therapies were signifi-
cantly more effective than behavioral weight-loss
treatment in eliminating binge eating after 2 years
[6]. In common clinical practice, the combination
of pharmacological and psychological treatments
such as CBT or behavioral weight loss are widely
used which seems to be superior to medication
management or psychological treatment alone [7].

Table 18.3 Drugs used to treat BED

Centrally acting Substance abuse

sympathomimetics — Approved treatment
agents — Out of
license

Lisdexamfetamine#(tatine at 0meg perday) | Naltrexone
Baclofen

2Only one approved drug by the US | ALKS-33

Food and Drug Administration for | Acamprosate

the treatment of BED
Antidepressants — Out of license

Anti-seizure
medication — Out

of license
SSRIs (e.g., Citalopram, Sertraline, | Topiramate
Fluvoxamine) Zonizamide
SNRIs (e.g., Venlafaxine, Lamotrigine
Duloxetine)

NRIs (e.g., Reboxetine)
NDRIs (e.g., Bupropion)

Anti-obesity medication — Not licensed
Orlistat

Fenfluramine

Sibutramine®

Adapted from Goracci et al. [4] and Parker et al. [20]

*This medication is no longer used due to side effects such
as headache, dry mouth, insomnia, constipation, dizzi-
ness, non-fatal myocardial infarction, and non-fatal stroke

Table 18.3 describes some commonly used medi-
cations in BED.

Response to treatment is found to in some
cases predict eventual remission posttreatment.
Some studies pointed out to a rapid response to
treatment, and this seems to be a positive predic-
tive factor. In patients receiving pharmacother-
apy, the absence of a rapid response indicated no
further improvement which should lead the clini-
cian to consider alternative pharmacotherapy.
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19.1 Case Presentation: Part |

A 23-year-old man of West African heritage is
brought to the emergency room by the police fol-
lowing concerns raised by members of the public
at a train station. He had been observed outside the
station, pacing up and down, waving his arms in
gesticulation, speaking in a loud tone, and inter-
mittently shouting incoherently while shaking his
head. His mood was elated and he said he had the
gift of ‘speaking in tongues’. Alarm was raised
when he held onto strangers insisting that they lis-
ten to him as he felt they were possessed by the
devil. He demanded they showed repentance for
their sins in prayer or deed. During the police
safety search, a packet of cannabis seeds, pieces of
paper and a bible were found in his pocket.

While in the emergency room, he insisted he
was the ‘Son of God’ and that no one should
speak to him. He was observed looking around as
if perplexed and muttering incoherently. As he
was approached by clinical staff, he shouted
‘back off you sinners!’
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19.2 Questions

1. What differential diagnoses would you con-
sider at this stage?

2. What features of the presentation would sup-
port or refute each differential diagnosis?

(Discussion on differentials below)

3. How would you establish rapport with this
man during this state of agitation?

4. What would be the most appropriate initial
investigations at this stage?

19.3 Case Presentation: Partll

The man’s parents attend the emergency room
relieved to have located him and expressed con-
cern about his wellbeing. They are seen sepa-
rately in a quiet room and you ascertain the
following:

His father is a faith leader in a West African
Pentecostal church. The family migrated from
West Africa about 5 years ago. They felt inte-
grated into the new society and belong to a large
supportive faith group network. He reported that
his son was an outstanding postgraduate univer-
sity student and an emerging church leader. He
was proud of his son’s faith outreach and leader-
ship of an antidrug campaign. Over the past two
nights, while preparing for exams, their son had
been overheard praying loudly and continuously
in his room until the early hours of the morning.
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This was unlike him. Devoted members of the
congregation were said to be blessed with the
ability to ‘speak in tongues’, while senior clergy
were also able to ‘see visions’ and carry out
‘divine healing’.

His mother had additional concerns when he
informed her he was receiving spiritual messages
from the microwave when turned on, which she
found quite odd.

Although they referred to him as their son, he
had been adopted in infancy and had only realised
this a few weeks ago. His biological mother had
been a member of the congregation and died dur-
ing his birth. Little was known of his estranged
biological father, other than that he had died of a
sleep medication and pain medication overdose
10 years ago. Their son never knew either of his
biological parents.

In the emergency room, both parents expressed
the belief that the current presentation was a
‘spiritual and demonic attack’ on their son.

19.4 The Relationships Between
Spirituality and Mental
Health

19.4.1 Religion and Spirituality
in Psychiatric Diagnosis

Religion and spirituality are addressed in the
American Psychiatric Association’s handbook
of diagnostic classification (DSM-5%) [1] in the
chapter on ‘Other Conditions That May Be a
Focus of Clinical Attention’. These conditions,
which are not mental disorders, may affect the
diagnosis, course, prognosis or treatment of a
patient’s mental disorder and as such deserve
attention in the course of treatment (see Tables
19.1 and 19.2). From DSM-5: Religious or
Spiritual Problem This category can be used
when the focus of clinical attention is a reli-
gious or spiritual problem. Examples include
distressing experiences that involve loss or
questioning of faith, problems associated with
conversion to a new faith, or questioning of
spiritual values that may not necessarily be
related to an organized church or religious

Table 19.1 Relationship between culture, faith and
health

Relationship between culture, faith and health

Distinguishing between ‘normality’ and ‘abnormality’

Actiological influence on some disorders

Influencing clinical presentation

Influencing interpretation of behaviours

Influencing rates and distribution of illness

Determining the recognition of disorders

Generating labels for disorders

Explanatory models of disorders

Determining treatment options

Determining care pathways

Influencing the outcome of treatment interventions

Table 19.2 Brief assessment of spirituality and faith
issues

Assessment and therapeutic awareness of faith issues
(reference)

Are religious or spiritual beliefs an important part of
your life?

How do these beliefs influence the way you take care
of yourself?

Do you rely on your faith beliefs to help you cope
with health problems?

Do you belong to a faith community?

Are there specific faith issues that need addressing?

Who would you like to address these issues?

How would you like the issues addressed by others?

institution. *Diagnostic and Statistical Manual
of Mental Disorders, Fifth Edition [1].

19.4.2 A Role for Spirituality

Some studies show that people involved in a reli-
gious, faith or spiritual group may have a lower
risk of premature death or illness than those not
involved. The reasons for this apparent benefit
are not well understood. But the fellowship,
goodwill and emotional support offered by reli-
gious or spiritual groups may also promote
healthy living and mental health. Some faith
communities offer pastoral counselling services,
which can be an additional support to therapy
and/or medication and may help people cope
with mental health challenges (Mental Health: a
guide for faith leaders, APA 2016).
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19.4.3 The Cultural Formulation
Interview (CFl), DSM-5 [1]

The core features of the Cultural Formulation
Interview are as follows:

1. Cultural definition of the problem
2. Cultural perception of the cause
3. Cultural perception of the context
4. Cultural perception of support

19.4.4 Cultural Formulation
Interview (CFI), Adapted
from DSM-5 [1]

Guide to interview Questions

The following questions aim | Introduction

to clarify key aspects of the | I would like to understand
presenting clinical problem | the problems that bring
from the point of view of the | you here so that I can help
individual and other you more effectively.

members of the individual’s
social network (i.e. family,
friends or others involved in
the current problem). This
includes the problem’s
meaning, potential sources
of help and expectations for
services

I want to know about your
experience and ideas. I
will ask some questions
about what is going on
and how you are dealing
with it. Please remember
there are no right or
WIong answers

Cultural definition of the problem
(Explanatory model, level of functioning)

Elicit the individual’s
view of core problems
and key concerns
Focus on the
individual’s own way
of understanding the
problem
Use the term, expression
or brief description
elicited to identify the
problem in subsequent
questions (e.g. ‘your
conflict with your son’)

1. What brings you here
today?
People often understand
their problems in their
own way, which may be
similar to or different
from how doctors
describe the problem.
How would you describe
your problem?

Ask how the individual
frames the problem for
members of the social
network

2. Sometimes people have
different ways of
describing their
problem to their family,
friends or others in
their community. How
would you describe
your problem to them?

Guide to interview

‘ Questions

Cultural perceptions of cause, context and support

Causes

(Explanatory model, social network, older adults)

This question indicates
the meaning of the
condition for the
individual, which may be
relevant for clinical care

4. Why do you think this
is happening to you?
What do you think are
the causes of your
[problem]?

Note that individuals may
identify multiple causes,
depending on the facet of
the problem they are
considering

Prompt further if:

Some people may explain
their problem as the result
of bad things that happen
in their life, problems
with others, a physical
illness, a spiritual reason
or many other causes

Focus on the views of
members of the
individual’s social
network. These may be
diverse and vary from the
individual’s

5. What do others in your
family, your friends or
others in your
community think is
causing your
[problem]?

19.4.5 The Traditional Psychiatric
Formulation Versus
the Cultural Formulation

There are a number of differences between the
traditionally used psychiatric formulation and the
Cultural Formulation (see Table 19. 3 below)

Table 19.3 Key

components of the

Psychiatric

Formulation and Cultural Formulation

Traditional psychiatric
formulation

Cultural formulation

Predisposing factors

Cultural definition of the
problem

Precipitating factors

Cultural perception of the cause

Presenting factors

Cultural perception of the
context

Perpetuating factors

Cultural perception of support

Protective factors

19.5 Case Presentation: Partlil

19.5.1 Further Information

Focus on the aspects of 3. What troubles you most
the problem that matter about your problem?
most to the individual

A urine drug screen was negative for any psy-
choactive substances, and the breath alcohol
reading was zero. This was consistent with both
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patient and family emphasis that he neither used
alcohol nor drugs. It transpired that a member of
the public had handed over the cannabis seeds to
him in response to his demands to repent and
change his ways.

The man’s father reported that he had a similar
though less severe episode, around 3 years ago
while studying for his undergraduate university
exams. The family felt his behaviour at the time
was related to a desire to succeed and poor sleep
during exam preparation. They had not brought it
to the attention of health services.

19.6 Questions

1. Do you think this is a culture-specific mental
disorder, cultural concept of distress or culture-
bound syndrome?

2. If so what disorder or syndrome?

3. What are the contemporary distinctions
between culture-bound syndromes and cul-
tural concepts of distress?

In the DSM-IV-TR (2000) 2], the term culture-
bound syndrome ‘denotes recurrent, locality-specific
patterns of aberrant behaviour and troubling experi-
ence that may or may not be linked to a particular
DSM-1V diagnostic category’.
Characteristics of Culture-Bound Syndromes
(a) Indigenously  considered  illness  or
afflictions

(b) Local names — often in the indigenous lan-
guage and may be part of folk diagnostic
categories

(c) Symptoms, course and social response often
influenced by local cultural factors

(d) Limited to specific societies or cultural areas

(e) Localised — therefore experiences that are not
globally recognised

In the DSM-5 (2013) [1], the concept of culture-
bound syndromes was discarded with a preference
for the term cultural concepts of distress defined as
‘ways cultural groups experience, understand, and
communicate suffering, behavioural problems, or
troubling thoughts and emotions’.

The three cultural concepts of distress are:

Syndromes — clusters of symptoms and attribu-
tions occurring among individuals in specific
cultures

Idioms of distress — shared ways of communicat-
ing, expressing or sharing distress

Explanations — labels and attributions suggesting
causation of symptoms or distress

The DSM-5 contends that the terminology
culture-bound syndromes insufficiently appreci-
ates the influence of culture on the range of
expression of distress, stressing all mental dis-
tress is culturally framed, and different popula-
tions have culturally determined ways of
communicating their distress, explanations of
causality, coping and help-seeking behaviour.

Both the World Health Organisation [3] and
American Psychiatric Association diagnostic
classificatory systems continue to incorporate
social, cultural and anthropological research
findings in the understanding of mental distress
in different populations.

19.6.1 Culture-Bound Syndrome:
Brain Fag Syndrome

In 1960 Raymond Prince a Canadian psychiatrist
working in Nigeria described a cluster of symp-
toms among students, associated with intensive
study and examinations. Their reference to men-
tal exhaustion (‘brain fag’) led to him terming
the symptom cluster - ‘brain fag syndrome’ [4].

Distinctive symptoms of the syndrome were
described as:

e Intellectual impairment

e Sensory impairment (chiefly visual)

e Somatic complaints, most commonly of pain
or burning in the head and neck

e Other complaints affecting the student’s abil-
ity to study

e An unhappy, tense facial expression

e A characteristic gesture of passing the hand
over the surface of the scalp or rubbing the
vertex of the skull



19 A Complex Case of ‘Speaking in Tongues’

This clinical presentation of distress was initially
felt to be a culture-bound syndrome localised to
southern Nigeria. However, subsequent reports in
other African regions have brought this into ques-
tion. There has been considerable debate as to
whether this actually constitutes a unique nosologi-
cal entity, cultural expression or mixed presentation
of mental disorders with local idioms of distress [4].

It may be attractive to consider the case above as
a West African cultural presentation of affective,
psychotic and anxiety disorders. After all, the man
is a student of West African heritage presenting
with emotional distress while preparing for exams.
However, such a consideration would be simplistic
and ignores the presentation and phenomena.

19.7 Learning Points

1. Psychoactive substance issues: where possi-
ble, objective testing or clinical evidence of
substance use should be made before making
a definitive diagnosis. In this case the pres-
ence of cannabis seeds did not indicate use.

2. Spirituality and mental health: in the Pente-
costal Christian faith, speaking in tongues is
part of the spiritual experience and generally
acceptable. Collateral information and faith
considerations are relevant to diagnostic clari-
fication (see Table 19.4).

3. Cultural concepts of distress: unfamiliar dis-
turbing experiences in this West African stu-
dent preparing for examinations is not a
‘culture-bound’ brain fag syndrome.

It is important to objectively verify the use of
psychoactive substances where possible. While
tempting to assume the cannabis seeds found on
the patient were for his consumption, they had
actually been handed over to him by a stranger
during his crusade outside the station. The patient
did not drink alcohol and had never used a psy-
choactive substance before.

Speaking in tongues is not uncommon in a
number of Christian Pentecostal faith groups
and actually an encouraged practice during
prayers. While the unfamiliar phenomena may
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be considered as glossolalia or neologisms with
different associations, within the faith subcul-
ture, this is normal.

There may be additional clinical challenges if
the patient also speaks an unfamiliar language or
with a different accent.

19.8 Outpatient Clinic Review
2 Weeks Later

The patient presents low in mood with reduced
eye contact, psychomotor retardation and anx-
ious. He said he recently found out that his bio-
logical father had been a violent man and drank
heavily. He died following an alcohol, sleep med-
ication and pain tablet overdose.

The man is worried about the risk of being
like his biological father and asks for advice to
reduce risk and promote his positive mental
wellbeing.

19.8.1 Question

1. What advice would you give him?

Suggestions for Advice

1. Exploratory discussion about his con-
cerns and perceptions

2. To consider alternate explanatory mod-
els for his distress

3. Sleep hygiene advice — particularly at
certain times of heightened stress (i.e.
exams)

4. Consider the potential for future depen-
dence on opioid analgesics due to fam-
ily hisvtory

5. To explore the idea of accessing psy-
chological therapies (such as cognitive
behaviour therapy)

6. Involvement of the family in discus-
sions with patients consent — family
work
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Table 19.4 Relationship between faith and mental wellbeing

Some reported benefits of faith to mental wellbeing

Wellbeing, happiness and life satisfaction

Hope and optimism

Purpose and meaning to life

Self-esteem

Social support and less loneliness

Lower levels of depression, anxiety

Lower levels of substance misuse

Greater relationship stability

Adjustment to loss and bereavement

Adapted from Royal College of Psychiatrists — Spirituality
and Mental Wellbeing

Conclusion

This conundrum involves a 23-year-old man of
West African heritage who came to the attention
of mental health services following a behavioural
disturbance in a public place. He was brought to
the emergency room by the police for a psychiat-
ric assessment. He had no previous contact with
mental health services. Presentation was charac-
terised by an elated mood, and he was perceived
to make expansive comments of a religious
nature. In addition, cannabis seeds were found in
his pocket. Investigations did not identify an
organic cause. The potential predisposing factors
were initially unknown; however it subsequently
came to attention that he was adopted in infancy
and previously had a similar episode in the con-
text of studying for another exam. In addition, he
was going through some acculturisation to the
new country. A recent systematic review and
meta-analysis (Mindlis and Boffetta, 2017) [5]
observed a relative risk of 1.25 and 1.16 of mood
disorders among first- and second-generation
immigrants, respectively. Men were found to be
at higher risk. The precipitating factors include
sleep deprivation in the context of exam prepara-
tion against a backdrop of being told he was
an adopted child. Initially, the question of whether
cannabis use was related to his presentation was
raised; however, it was realised that in fact he did
not use cannabis, was a staunch leader of the
antidrug campaign in his local church commu-
nity and also had negative urine drug screens.
The perpetuating factors appear to be unresolved
issues regarding his identity and his attempts to

cope with this. The potential protective factors
include his close supportive family and faith
group. The young man also had positive health
attitudes regarding reducing the risk of harm
from psychoactive substance misuse.

It is important to be mindful that predispos-
ing, precipitating, perpetuating and protective
factors are dynamic in nature and may change.
This case highlights a number of complex
issues further conceptualised through the use
of a cultural formulation and the inherent risk
of early assumptions when faced with unfa-
miliar clinical presentations. With a sensitive
and considered use of formulations, a clearer
understanding of this man’s distress became
apparent while sustaining an important thera-
peutic relationship.

Disclosure Statement “The authors have nothing to
disclose.”
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20.1 A Complicated Case of Social

Anxiety Disorder
A 25-year-old man

Although nothing particular in mental state
was pointed out at early childhood examinations,
after starting his elementary school, he was often
teased or left out by his classmates.

In his adolescence, some symptoms started to
appear. He was concerned about blushing, and
he felt that his voice and hands trembled while
speaking in front of the classmates. He also felt
his hands shaking while having a meal with oth-
ers, so he started avoiding having meals with
peers. Despite these concerns, he still had a few
friends he could get along with through his hob-
bies such as playing video games.

He did not particularly have a problem in his
academic performance and went to university to
study engineering. There, he was interested in
research and continued his study up to a post-
graduate master’s course.
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He thought of continuing his study to a doctoral
course. However, since his parents recommended
that he should work after graduation, he started job
hunting. He felt nervous and often could not talk
well at job interviews. It was a struggle until he got
a job offer. Eventually, he joined a major manufac-
turing company as a technical engineer.

After his job training was over and he actually
started his work, he began to feel strongly nervous
and distressed in speaking at the morning group
meeting or communicating with his boss and col-
leagues. Moreover, his self-esteem decreased
since his boss pointed out that he was slow in
learning his job in comparison with his colleagues.
Gradually, he started feeling reluctant to go to
work. He felt strong fatigue after going back home
and could not even play his favorite games on holi-
days. His appetite and weight reduced. He started
having trouble falling asleep, and even when he
managed to fall asleep, he woke up in the middle
of night thinking about his work.

20.2 Whatls Social Anxiety
Disorder (SAD)?

Social anxiety disorder (SAD) is characterized
by the excessive fear and avoidance for several
social situations, according to Diagnostic and
Statistical Manual-5 (DSM-5).

Clark and Wells suggested the psychological
model of SAD [1]. In this model, patients with
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SAD quite often ruminate on themselves with
negative cognition when they are exposed to
social situations where they feel fear. They nearly
always expect negative evaluation by others in
such situations, too. Their attention tends to be
self-focusing, and they easily lose chances to
observe responses from others. They use several
types of “safety behaviors” (e.g., a patient wears
heavy makeup because he/she fears blush) so that
they decrease their embarrassment although
those efforts often end up with enhancing their
self-focusing attention and making their symp-
tom worse. Furthermore, misinterpretation of
internal information (e.g., heartbeat, shake) is
another aspect of SAD. Cognitive behavioral
therapy (CBT) which is the most effective psy-
chotherapy for SAD [2] has been conducted
based on this model.

Its lifetime and 12-month prevalence is esti-
mated at 13.0 and 7.4% [3], although the preva-
lence rates vary by country or culture [4]. SAD is
the fourth most frequent psychiatric disorder [5].
SAD usually develops from adolescence and
often persists unless it is treated [6]. Because of
its chronicity, it contributes serious social dys-
function such as unemployment or the loss of the
marriage opportunity [7, 8].

Not only psychological studies but also a large
number of biological studies have been con-
ducted on SAD. Among those studies, genetical
studies and neurobiological studies have the
majority.

Genetical studies have accumulated possi-
bly responsible genes. However, among psy-
chiatric disorders, genetical studies usually
focus on “endophenotypes” which mediate
gene and disease [9]. As endophenotypes, neu-
robiological studies are gathering attention.
There have been functional magnetic reso-
nance imaging (fMRI) studies and structural
MRI studies. Most of the fMRI studies of SAD
have focused on the limbic (hippocampal/
amygdala) hyperactivity with unpleasant
(angry or disgust) facial expressions [10, 11].
Those areas have been also highlighted by the
volumetric studies [12—14]. Similar to other
anxiety disorders [15, 16], it has been reported
that hippocampal/amygdala volume was

reduced in patients with SAD. Although it was
a small sample study, we also reported insula
volume reduction [17]. Hyperactivity and vol-
ume reduction is also mentioned in insula.
Insula hyperactivity causes altered interocep-
tion in patients with SAD.

Furthermore, SAD has been known as a psy-
chiatric disease with a high probability of other
comorbid psychiatric problems. In this chapter,
we focused on SAD as complex cases of anxiety
disorder.

20.2.1 Psychiatric Assessments

Several tools are used for psychiatric assess-
ment of SAD. Liebowitz Social Anxiety Scale
(LSAS) [18] is the most popular one which esti-
mates the social anxiety with 24 performance or
social interaction situations. Each situation is
separately scored for both fear (0-3 indicate
none, mild, moderate, and severe, respectively)
and avoidance (0-3 indicate never, occasionally,
often, and usually, respectively). LSAS was
originally developed as a rater-administered
assessment tool; however, self-reported version
has also been developed and validated. Apart
from LSAS, Social Interaction Anxiety Scale/
Social Phobia Scale (SIAS/SPS) [19] is also
used for measurements of social anxiety. The
SPS provides the fear of being observed,
whereas the SIAS measures fear of social inter-
action. Both SPS and SIAS are 20-item self-
report questionnaires with ratings on a 4-point
scale from O (not at all characteristic or true of
me) to 4 (extremely characteristic or true of
me). Otherwise, the Fear of Negative Evaluation
(FNE) Scale or its brief version, the Brief ver-
sion of the Fear of Negative Evaluation Scale
(BFNE), can be used for assessment of SAD
symptoms.

20.2.2 Treatment

Some patients cannot reach treatment or go
treatment after long time of nontreatment [20, 21]
because they believe that their concern is just
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within their characters. Once they can access
psychiatric medical care, selective serotonin
reuptake inhibitors (SSRI) or CBT has been
frequently used for SAD. More recently, Mayo-
Wilson et al. conducted network meta-analysis
which included both psychological and pharma-
cological interventions for SAD [2]. According
to this study, interventions which showed high
effect sizes compared with waitlist were mono-
amine oxidase inhibitors(SMD -1.01, 95%
credible interval (CI) —1.56 to —0.45), benzo-
diazepines (-0.96, —1.56 to —0.36), SSRIs and
serotonin-norepinephrine reuptake inhibitors
(SNRIs) (=0.91, -1.23 to —0.60), individual
CBT (-1.19, —1.56 to —0.81), and group CBT
(-0.92, -1.33 to—-0.51).

In the aspect of pharmacotherapy for SAD,
there have been a number of randomized con-
trol trials [22-25] and some meta-analytic
studies. For example, Blanco et al. conducted
a meta-analysis of pharmacotherapy for SAD
[26]. Although they reported that some medi-
cations such as phenelzine, clonazepam, and
gabapentin have showed larger effect sizes
rather than SSRIs, they recommended SSRIs
as the first-line treatment in regard to the
safety, tolerability, and comorbid condition.
On the other hand, in the previously men-
tioned network meta-analysis, the efficacy of
benzodiazepines was also superior to that of
SSRIs and SNRIs. However, the number of the
included participants is further limited in ben-
zodiazepines, and in case of SAD, benzodi-
azepine use should be cautious because of its
dependency or tolerance. Considering the high
rate of depression comorbidity [27], SSRIs
may be a good treatment choice except for
those with bipolar depression (i.e., concerns
for manic switch) or for children or adolescent
cases (i.e., agitation or suicidal side effects)
[28]. Psychotherapy might be better than phar-
macotherapy in those cases.

Similar to pharmacotherapy, positive effects
of CBT have been repeatedly reported [2, 29].

The following is a brief introduction of CBT
program for SAD of the authors [30]. We have
developed our manual based on the one written
by Andrews et al. [31] and then modified the pro-

gram according to Clark and Wells’ model [1]. A
group is composed by three patients with one
principal therapist and one co-therapist. One ses-
sion lasts for 120 min once a week, and the total
number of the session is 12-16 depending on
patients’ needs. We also assign homework every
session.

Session 1 Psychoeducation about SAD
Session 2 Introduction about the individual
cognitive behavioral model of SAD
Session 3 Cognitive restructuring
Session Attention training to shift focus away
4-5 from themselves to the task or the
external social situation
Session Video feedback of role-playing in
6-7 anxious situations to modify their
self-image
Session 8 Experiments to drop safety behavior and
to last self-focused attention
In vivo exposure using behavioral
experiments to test the patient’s
catastrophic predictions
Cognitive restructuring

Our single-arm, naturalistic, follow-up study
included 113 patients with SAD (of those, 70
patients finished I-year follow-up). The effect
sizes of SPS/SIAS at the posttreatment were 0.64
(95% confidence interval 0.37-0.90)/0.76 (0.49—
1.03), in the intention-to-treat group and 0.81
(0.46-1.15)/0.76  (0.49-1.10) in completers,
respectively. The effect sizes of SPS/SIAS at the
l-year follow-up were 0.68 (0.41-0.95)/0.76
(0.49-1.03) in the intention-to-treat group and
0.77 (0.42-1.10)/0.84 (0.49-1.18) in completers.
Older age at baseline, late onset, and lower sever-
ity of SAD were predictors for a good outcome
[30]. From what is known to date, individual
CBT was superior to group 1 [2], but we con-
ducted group CBT because of its cost-effective-
ness [32].

Network meta-analysis of Mayo-Wilson et al.
[2] also revealed that combined treatment (phar-
macotherapy and psychological therapy) was
superior to either approach alone. Actually, in
the clinical practice, combined treatment can be
helpful. For example, at our clinic, patients with
severe symptom might be able to join group CBT
sessions under the medication.
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As mentioned regarding the pharmacotherapy, con-
current psychiatric problems make treatment of
SAD complicating. Patients with SAD often suffer
from comorbid depression, other anxiety disorders,
and substance dependence disorders [27] which
lead to social dysfunction. More recently SAD is
paid attention to as the major comorbid psychiatric
problems of neurodevelopmental disorders such as
autism spectrum disorder (ASD) or attention defi-
cit hyperactivity disorder (ADHD) even in adult
cases. In this chapter, we focused on those comor-
bidities as complex cases of SAD, and we also
introduced a tip for psychological treatment for
taijin-kyofu-sho syndrome (TKS) which has been
known as a cultural variation of SAD.

20.3 SAD with Autism Spectrum
Disorder (ASD)

Autism spectrum disorder (ASD) is characterized
by the persistent deficits in social communication
and social interaction (DSM-5). Patients with
ASD are at increased risk of anxiety disorders.
Among those anxiety disorders, SAD is no
exception. Especially for patients with high-
functioning ASD, their comorbidity rate of SAD
is estimated at 21-57% [33-36]. Comorbid SAD
with ASD makes their social adaptation difficult
[37]. They sometimes also accompany social
skill deficits [38]. Some previous studies have
reported that SAD with ASD tends to occur later
than pure SAD [36] because SAD with ASD
develops as a result of repeated failure communi-
cation. In those cases, some studies have showed
that the level of social anxiety was milder than
that of pure SAD, and the others have showed
that there was no difference. [36, 39].

20.3.1 Psychiatric Assessments

Because there are some symptom overlaps (e.g.,
avoidance of social situation, hypersensitivity for
internal sense) between ASD and SAD, the diag-
nosis of ASD tends to be delayed under the pre-
ceding SAD diagnosis [36].

It is very difficult to detect ASD with comor-
bid SAD during the clinical course. In case it is
suspected, several tools for ASD such as Autism
Diagnostic Observation Schedule (ADOS) [40]
and Autism Diagnostic Interview-Revised (ADI-
R) [41] are used for diagnosis. Furthermore, as a
screening tool for ASD, Autism-Spectrum
Quotient (AQ) [42] is broadly used in general
psychiatric clinical practice. However, in patients
referred to a specialist clinic for suspected ASD,
sensitivity and specificity of AQ to detect clini-
cal diagnosis of ASD among those with SAD
were calculated at 0.81 and 0.25, respectively
[43]. Positive and negative predictive values
were calculated at 76% and 31%, respectively
[44]. Thus, the AQ may not be able to adequately
find those with clinically diagnosed ASD among
SAD patients. Eriksson et al. argued that two
questions were useful to discriminate ASD from
SAD: 1) “It is very difficult for me to work and
function in groups” and 2) “How to make friends
and socialize is a mystery to me,” both of which
were derived from the brief version of Ritvo
Autism and Asperger Diagnostic Scale-Revised
(RAADS-R) [45]. Apart from this, Kreiser
et al. have developed an assessment tool which
is named Social Anxiety Scale for People with
ASD (SASPA) [46, 47]. Those attempts are
still in the process of research. An effective
way to diagnose SAD with comorbid ASD or
discriminate SAD and ASD is expected in the
future study.

20.3.2 Treatment

For patients with SAD and comorbid ASD, typi-
cal CBT for SAD might be insufficient. Some
attempts using modified manual of CBT have
been conducted for children or adolescent cases
[48-50]. Such modified manual included addi-
tional treatment components such as the use of
visual aids, parents’ education, and group social
skill training. Although modified CBT program
for adult with both SAD and ASD is still develop-
ing, small group style or social skill training
might be helpful for adult cases [51].
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20.4 SAD with Comorbid
Attention Deficit
Hyperactivity Disorder
(ADHD)

Attention deficit hyperactivity disorder (ADHD) is
one of the most prevalent neuropsychiatric disor-
ders in childhood. These days, ADHD is known to
be highly likely to persist until adulthood. ADHD
is defined by the inattention, hyperactivity, and
impulsivity. Patients with ADHD have much diffi-
culty in school, work, and their personal life, so
that it has a significant impact on the quality of life
of sufferers.

The prevalence rate of adult ADHD is esti-
mated at 4.4% [52]. Among those patients, comor-
bid anxiety disorder is common. Especially, SAD
is the most prevalent anxiety disorder in ADHD. Its
12-month prevalence rate is nearly 30%. Moreover,
14% of patients with SAD are suffering from
ADHD [52]. According to Koyuncu et al. [53],
SAD coexistence with ADHD was more frequent
in inattentive type of ADHD. Children with inat-
tentive type ADHD have difficulty in participating
social interaction due to their shyness. Those ten-
dencies lead to late social anxiety. Even grown-ups
with combined type ADHD (both of inattentive
and hyperactivity/impulsivity symptom) feel anxi-
ety as a result of gradually reducing hyperactivity
symptom. Inattentive symptom seems to contrib-
ute SAD in ADHD.

Koyuncu et al. also reported that, among patients
with SAD and comorbid ADHD, SAD symptoms
were more severe, and depression symptoms were
more frequently observed than those with SAD
alone. They also mentioned high probability of
bipolar depression among patients with SAD with
comorbid ADHD.

20.4.1 Psychiatric Assessments

In adult cases, a generally used diagnostic mea-
surement is the Conners Adult ADHD Rating
Scales (CAARS) [54]. For screening the general
population, the World Health Organization Adult
ADHD Self-Report Scale (ASRS) is frequently
used [55]. However, to date, any specific tools for
SAD with ADHD has not been developed.

20.4.2 Treatment

Little has been known with regard to treatment of
comorbid SAD and ADHD, especially in adult
cases. Comorbid anxiety with ADHD can be mod-
erated by the treatment outcome [56]. It is reported
that behavioral treatment can be better than phar-
macological treatment or combined treatment [56].

Regarding pharmacotherapy, a RCT was con-
ducted to determine the efficacy of atomoxetine
for patients with SAD and comorbid ADHD [57].
It reported that atomoxetine improved both
ADHD and SAD symptoms. On the other hand,
Lakshmi et al. failed to show the efficacy of ato-
moxetine for the SAD in the absence of the
ADHD [58]. Thus, for the patients with SAD,
atomoxetine is one of the useful treatment options
in case of the comorbid ADHD. In our clinical
practice, sometimes it is difficult to diagnose
ADHD at the first examination. When we find
ADHD during the course of the SAD treatment,
atomoxetine can be an additional treatment.

20.5 Taijin-Kyofu-Sho Syndrome
as a Cultural Variation of SAD

Taijin-kyofu-sho syndrome (TKS) is thought to be
a cultural variation of SAD in East Asia, especially
Japan and Korea [59, 60]. Using the diagnosis cri-
teria of Western countries, the prevalence rate of
SAD is lower in East Asia than that in Western
countries, which may imply that symptom differ-
ence between Western countries and East Asian
countries exists [4]. TKS has become known after
stated in the appendix of the Diagnostic and
Statistical Manual of Mental Disorders (DSM-IV).
Its prevalence rate is estimated as 8% [61].

In East Asian countries, TKS has been well
known for its specific therapy such as Morita
therapy [62]. Morita therapy was developed by
Shoma Morita in the early 1990s. Its treatment
components include isolation from others, bed
rest, diary writing, and some routine works. The
idea of Morita therapy has often been related to
the third-wave CBT such as mindfulness-based
stress reduction.
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Most symptoms of TKS overlap with those
of SAD; however, “offensive symptom” might
be specific [59, 63]. Patients with SAD tend to
ruminate negative evaluation from others; in
contrast, patients with offensive-type TKS fear
that they have offended others. In other words,
SAD is self-oriented and TKS is other-oriented
[64]. More detail, this offensive symptom
means that the patients with TKS fear to make
someone raise an unpleasant feeling by their
gaze or their behavior. Although it is limited,
TKS has been studied in English-speaking
countries such as the USA or Australia [59, 63,
65] in last two decades. Those attempts made
DSM-5 criteria include the offensive symptom
as SAD symptom (DSM-5 SAD criteria B).
After this, TKS might be combined to SAD
than before; however, the effective treatment of
TKS symptom or offensive symptom should be
further studied.

20.5.1 Treatment

With regard to pharmacotherapy of TKS, the effi-
cacy of SSRI or SNRI has been reported [66—68]
similar to SAD.

In case of psychotherapy, there has not been
any consensus for TKS. Although it is just our
clinical CBT experience, we suggest a tip for the
offensive type symptoms. We often conduct
group experiments for the patients who believe
their gaze makes someone unconfutable. In those
experiments, patients made a role-play about cer-
tain situation (e.g., conversation with the col-
leagues at lunch), and we took video from the
direction which the patient fears. If the patient
fears more than two directions, we used two
video cameras. Then all of the experiment par-
ticipants watched the video together and dis-
cussed about how it was. Through this experiment,
patients easily accept the idea that their gaze
might not be offensive for surrounding people
rather than cognitive reconstruction on the paper.

Disclosure Statement “The authors have nothing to
disclose.”
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21.1 Case Study

AB is an 11-year-old young girl living with her
parents. She was attending a local elementary
school and was referred to the eating disor-
der clinic due to concerns about her significant
weight loss which was precipitated by a period of
food restriction. She was reported to be eating the
exact same food every day in small quantities. She
also had been showing a significant fear of gain-
ing weight, and as a result, she started to count
calories, skip meals, and avoid fatty foods. She
continued to worry about her body weight and
she had an intense fear of gaining weight despite
having a current weight that is low for her age
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and height. Her parents were concerned that she
was showing physical symptoms associated with
undernourishment (recurring dizziness, recurring
headache, light-headedness, amenorrhea).

AB also presented with low-mood, anhedonia,
sleep difficulties, loss of interest in previously
enjoyable activities, and fleeting suicidal
thoughts. She also reported experiencing irrita-
bility, anxiety, and frustration, especially around
mealtimes. She was compulsively exercising in
an effort to lose weight.

Prior to the onset of the above symptoms,
she had a bout of severe pharyngitis. At that
time there was a positive throat swab for group
A streptococcal infection. The initial impres-
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sion at the time was that of Kawasaki’s or scar-
let fever because she had a persistent fever and
rash. At the time AB developed other symp-
toms following this bout of infection includ-
ing sudden onset of OCD symptoms, recurrent
motor and vocal tics, anxiety, irritability, and
severe oppositional behavior. AB presents
with exacerbation of these symptoms follow-
ing subsequent streptococcal infections.

It was noted that while some of these symp-
toms subsided after treatment of the infection,
symptoms of her eating disorder, OCD, and
tics persisted regardless of treatment. As a
result of AB’s symptoms, she started avoiding
school, her grades declined, she became more
defiant toward her parents, and she continued
to socially isolate herself due to
self-esteem.

low

21.2 Whatls the Clinical
Definition of PANDAS/PANS
and How Is It Diagnosed

1. Pediatric Acute-Onset Neuropsychiatric Dis-
order Associated with Streptococcal Infec-
tion (PANDAS) was first described in the
early 1900s in a subset of children or
adolescents who had obsessive-compulsive
disorder and/or tic disorders that followed
streptococcal infection such as scarlet fever
or strep throat. There is now evidence that
symptoms originating from group A strepto-
coccal infection may initiate neuropsychiat-
ric disorders besides OCD and tics, such as
anorexia nervosa.

2. PANS is a newer term that describes Pediatric
Acute-Onset Neuropsychiatric Syndrome and
includes all cases of abrupt onset of psychiat-
ric symptoms, not just those associated with
streptococcal infection, for example, myco-
plasma, influenza A, chicken pox, Lyme dis-
ease, and other known infectious diseases. As
reported by Chang et al. (2013), the most
common antecedent infection seems to be
upper respiratory infection including rhinosi-
nusitis, pharyngitis, or bronchitis.

21.2.1 Key Differences Between
PANS and PANDAS

Pediatric Acute-Onset
Neuropsychiatric Disorder

Pediatric Acute-Onset Associated with

Neuropsychiatric Streptococcal Infection
Syndrome (PANS) (PANDAS)
Abrupt, dramatic onset 1. Presence of obsessive-

compulsive disorder
and/or a tic disorder

of obsessive-compulsive
disorder or severely

restricted food intake 2. Pediatric onset of
(anorexia) symptoms (age 3 years
Presence of additional to puberty)
neuropsychiatric 3. Episodic course of
symptoms, with similarly symptom severity

severe and acute onset, 4. Association with group
from at least two of the A beta-emolytic
following seven streptococcal infection

categories (a positive throat
Anxiety culture for strep or
Emotional lability history of scarlet fever)
and/or depression 5. Association with

Irritability, aggression,
and/or severely
oppositional behaviors

neurological
abnormalities (motoric
hyperactivity or

Behavioral adventitious
(developmental) movements, such as
regression choreiform

movements) [3]
12345 Working
diagnostic criteria for
PANDAS

Deterioration in
public performance
Sensory or motor
abnormalities
Somatic signs and
symptoms, including
sleep disturbances,
enuresis, or urinary
frequency
Symptoms are not better
explained by a known
neurologic or medical
disorder, such as
Sydenham chorea,
systemic lupus
erythematosus, Tourette
syndrome, or others [1, 2]

Table modified from Thienemann et al. [4]

21.3 Epidemiology of PANDAS

In contrast to the prevalence rates of anorexia
nervosa, the epidemiology of PANDAS/PANS in
relation to anorexia nervosa appears to be inexis-
tent at this time. The average age of onset of
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symptoms for tics is 6.3+/—2.7 years and
7.4+/-2.7 years of age for OCD (in PANDAS).
Some estimates have suggested that the onset of
PANDAS occurs in 10% of those children with
the childhood-onset obsessive-compulsive disor-
der and tic disorder.

21.4 Etiology of PANDAS

The exact pathogenic mechanisms are unknown;
however, it is considered to have an autoimmune
etiology. Evidence for an autoimmune etiology
has been supported by the presence of serum
antibodies that cross-react with neurons of the
caudate, putamen, and globus pallidus [5, 6]:

e MRI shows enlargement of caudate, putamen,
and globus pallidus, which suggest regional
inflammation.

* Presence of antineuronal antibodies in major-
ity of patients.

21.5 Assessment and Evaluation
of PANDAS

Once there a suspicion of PANDAS/PANS, it is
important to get comprehensive medical and psy-
chiatric history and subsequently perform a full
examination.

Diagnosis of PANDAS requires a temporal rela-
tion between GAS infection and the onset and/or
exacerbation of neuropsychiatric abnormalities [4].

In 2013, the PANS Consensus Conference,
Chang et al. (2013) are recommended the follow-
ing for PANS evaluation or diagnosis:

e Family history

e Medical history and physical examination

e Psychiatric evaluation

¢ Infectious disease evaluation

e Assessment of symptoms and history that
points for further evaluation of immune dys-
regulation (autoimmune disease, inflamma-
tory disease, immunodeficiency)

* Neurological assessment

* Assessment of somatic symptoms, including
possible sleep evaluation
e Genetic evaluation

21.6 Laboratory Features

Laboratory features of PANDAS include posi-
tive throat or skin ulcer or rapid antigen detec-
tion test for GAS as well as a clinically significant
rise in antistreptococcal antibody between the
onset of symptoms and 4-6 weeks later. These
are associated with anti-DNase B titers and are
elevated in approximately 80% of PANDAS
cases [3].

21.7 Differential Diagnosis

As this condition coexists with several other
disorders, the following requirements should be
considered as differential diagnosis: (1) obses-
sive-compulsive disorder, (2) tic disorder, (3)
Sydenham chorea, and (4) gastrointestinal disor-
der, e.g., inflammatory bowel disease and supe-
rior mesenteric artery syndrome.

21.8 Management of the
Case Study

The initial goal for managing AB is weight resto-
ration by refeeding. Hospitalization may be indi-
cated for the following:

1. Medical stabilization as weight may be mark-
edly low which subsequently may lead to an
unstable physical health e.g bradycardia,
hypotension and hypothermia.

2. Ensure the patient’s safety (from psychologi-
cal and physical risk).

Fluid and electrolyte levels may need to
be restored after refeeding, the emphasis
should be on maintaining a healthy weight.
The choice of treatment depends on various
factors including age and/or living circum-
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stances of the patient. For youths and adoles-
cents, the family-based treatment approach,
otherwise known as the Maudsley Approach,
is recommended which is a highly structured
manual-based approach that requires a thera-
peutic staff who is highly skilled in this treat-
ment. For older individuals or young adults
not living with their parents, other approaches
include cognitive behavior therapy (CBT) and
cognitive remediation therapy etc. Studies have
shown that CBT is superior to simple nutritional
counseling alone [7]. With regard to treatment
of PANDAS, antibiotics such as penicillin
are recommended along with specific targeted
treatment for OCD and tic disorders.

Conclusion
In addition to the well-known biopsychosocial
factors implicated in the etiology of anorexia
nervosa, it is important to consider evaluating
for PANDAS/PANS, as this can potentially
present as anorexia nervosa, obsessive-com-
pulsive disorder, and tic disorder.

Failure to consider PANDAS/PANS in
cases of anorexia nervosa may lead to treat-
ment strategies that are ineffective.
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