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Foreword

In 2010–2011, the World Psychiatric Association (WPA) and the World Health 
Organization (WHO) conducted a survey on a very large (N = 4887) and highly 
representative (randomly selected members of national psychiatric associations) 
sample of practicing psychiatrists from 44 countries in all WHO regions. The aim 
was to collect psychiatrists’ views about the most significant issues in psychiatric 
diagnosis and classification, in order to inform the development of the 11th edition 
of the International Classification of Diseases and Related Health Problems (ICD- 
11). The results of the survey were published in 2011 in World Psychiatry [1].

One of the questions of the survey was: “Should a diagnostic system incorporate 
a dimensional component?” The response to the question was very clear: over 70% 
of the clinicians responded positively (with the most frequently mentioned motiva-
tions being that a dimensional component would be “a more accurate reflection of 
psychopathology” and would allow “a more detailed and personalized diagnosis”). 
Among the less than 30% clinicians who responded negatively, the most frequently 
mentioned motivations were that such a dimensional component would be “too 
complicated in clinical settings” and that there is at the moment “insufficient 
research on reliability.”

The fact is, however, that dimensional assessment is already part of the diagnos-
tic practice of many psychiatrists worldwide, especially when they have to make 
their choices concerning pharmacological treatment. Indeed, although the require-
ments of regulatory agencies have produced some generations of clinical trials aim-
ing to demonstrate the “equivalence” between a new antidepressant or antipsychotic 
and a consolidated reference medication rather than any “differences” among them, 
clinicians are well aware that antidepressants and antipsychotics are not all equal, 
and that differences in their mechanisms of action lead to differences in the profile 
of their therapeutic efficacy that can be caught only by a dimensional approach.

Nevertheless, the situation concerning the application of a dimensional approach 
in ordinary clinical practice is not different from that existing in psychiatry in the 
1970s concerning categorical diagnosis. In the absence of clear guidance by current 
diagnostic systems, the use of psychopathological dimensions in ordinary practice 
is very heterogeneous, and the interrater reliability of the dimensional assessment is 
likely to be somewhat low.

In the intention of the developers of the DSM-5, the dimensional component was 
going to achieve a much more significant prominence in that system. The section on 
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personality disorders, in particular, was intended to be completely dimensional, and 
the section on psychotic disorders was expected to include a very visible dimen-
sional characterization of patients with a categorical diagnosis of psychosis. These 
expectations, however, have not been fulfilled. The dimensional classification of 
personality disorders produced by the relevant work group has not been approved 
by the DSM-5 Task Force, and that section of the system has finally remained iden-
tical to the DSM-IV, while the dimensional characterization of psychoses has been 
relegated to an appendix of the manual.

The arguments which have led to these final decisions are emblematic of the 
resistances which still exist—at a level which is more academic than clinical—
against the introduction of a dimensional component (complementary to the cate-
gorical one) in diagnostic systems. These arguments include difficulties in the 
identification and definition of the dimensions to be considered in each section of 
the system; doubts about the feasibility of the use of dimensions in ordinary clinical 
practice and about the likelihood that clinicians would be appropriately trained in 
that use; concerns about the interrater reliability in the application of the dimen-
sions; and the idea that the identification of a cut-off for caseness along each dimen-
sion would in fact reproduce a categorical approach.

There are, however, a variety of clinical settings—not to mention research 
areas—in which the use of psychopathological dimensions appears today not post-
ponable. Examples are the area of consultation-liaison psychiatry (in which cate-
gorical diagnoses are in the vast majority of cases not relevant), that of early 
detection of mental disorders (the evidence is growing that the early phases of 
development of virtually all disorders are marked by an aspecific symptomatology 
that cannot be described in categorical terms), and that of behavioral emergencies 
(which psychiatrists are increasingly called to deal with in both hospital and com-
munity settings, and for which a categorical approach appears in several cases 
reductive and clinically ineffective).

Furthermore, as previously noticed, the choice of treatment in psychiatry today 
cannot be guided just by the categorical diagnosis, but requires a further character-
ization of the individual patient with respect to several antecedent and concomitant 
variables, part of which should always be the assessment of all the relevant psycho-
pathological dimensions (for instance, the positive, negative, disorganized, cogni-
tive, manic, and depressive ones in a patient with a diagnosis of schizophrenia).

It is fair to state, however, that the need for a widely accepted instrument for a 
thorough dimensional characterization of individuals coming to the attention of 
psychiatrists remains unmet. This is the reason why this book represents a particu-
larly useful addition to the literature.

The scale presented in this volume, the SVARAD (acronym for the Italian name 
“Scala per la VAlutazione Rapida Dimensionale”, i.e., rapid dimensional assess-
ment scale), was developed in the late 1990s by a group led by the late Paolo 
Pancheri and by Massimo Biondi, both Professors of Psychiatry at the University of 
Rome “La Sapienza,” and has been then validated through a series of studies carried 
out in various settings, and subsequently applied to address a variety of issues of 
high clinical relevance, including the dimensional characterization of patients with 

Foreword



vii

major depression presenting different levels of anger/aggressiveness and impulsiv-
ity, the identification of the psychopathological dimensions influencing the decision 
to hospitalize and in particular to compulsorily admit psychiatric patients, and the 
dimensional approach to psychopharmacological treatment in somatizing patients.

I believe this book can be of great utility not only to researchers and scholars but 
also to the many clinicians who use a dimensional approach in their ordinary prac-
tice and perceive today the need to be guided in this approach so that it is as system-
atic and evidence based as possible.

Reference
 1. Reed GM, Mendonca Correia J, Esparza P, Saxena S, Maj M. The WPA-WHO 

global survey of psychiatrists’ attitudes towards mental disorders classification. 
World Psychiatry 2011;10:118–131.

Mario Maj
Department of Psychiatry

Campania University L. Vanvitelli
Caserta, Italy

World Psychiatric Association
Geneva, Switzerland
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Preface

The introduction in the 1980s of the DSM and ICD systems of explicit diagnostic 
criteria to define diagnostic categories of mental disorders was a major step for 
psychiatry. These systems provided, for the first time, a common language for men-
tal disorders for use in both clinical and research work. The systems were extremely 
helpful in that they served as a means to organize the intrinsic complexity of the 
topic through the convention of a choice of descriptive criteria based on a minimum 
number of symptoms (interchangeable from a predetermined list), decision trees 
with mutual exclusion rules, and the creation of diagnostic categories conceptual-
ized as discrete entities. On the one hand, this approach has provided a solution to 
the problem of diagnostic variability and chaos. On the other hand, limitations and 
critical aspects of the categorical classifications have also emerged, such as the 
scarce descriptive versatility in individual patients, the high variability within cate-
gories, and, above all, their unsuitability for the design of tailored treatment for each 
individual patient.

Already in the 1980s, several clinicians began to show interest in the perspective 
of a diagnosis based on psychopathological “dimensions,” rather than categories, as 
a way to better capture the true complexity of individuals suffering from mental ill-
ness. However, there were, and still are, many obstacles on this path. In its introduc-
tion, the DSM-IV mentioned interest in the dimensional perspective, but concluded 
that the time was still not ripe to introduce it. The DSM-5, too, as well as the upcom-
ing ICD-11, maintains a categorical approach, although the possibility of adopting 
a dimensional approach for personality disorders has been discussed.

The DSM-5 and ICD-11 are useful resources, as they are the only internationally 
shared classification systems that we have available. However, alongside this practi-
cal consideration, it is also possible to attempt to develop dimensional systems. In 
the early 1990s, at the Psychiatric Clinic of the Sapienza University of Rome, Italy, 
some early efforts were made to outline a dimensional system characterized by 
simplicity, practicality, and, above all, speed of usage. Paolo Pancheri and Massimo 
Biondi (a co-editor in this book) outlined a first, rudimentary system, including ten 
dimensions selected on the basis of their clinical relevance and consistent identifica-
tion in factor analytic studies of psychiatric symptoms. While more dimensions 
might have been included, their number was kept low for the sake of simplicity and 
ease of use. This first system, which was scored on a visual analogue scale, was 
subsequently refined and developed with the help of Paola Gaetano and two other 



x

co-editors of this book, Angelo Picardi and Massimo Pasquini. The refined system 
took the form of a validated rating scale that was named Scala di Valutazione Rapida 
Dimensionale (SVARAD), i.e., rapid dimensional assessment scale. An English 
version of the scale is known by its acronym, RADAS, but we will be using the 
original designation, SVARAD, throughout this book. Following its development 
and validation, this instrument began to be used for clinical evaluation in outpatient 
clinics. During the first years of its use, it was administered to many hundreds of 
psychiatric outpatients. The results were satisfactory and, in part, surprising. The 
rating scale, though somewhat raw, was simple, flexible, and well accepted by clini-
cians due to its ease and speed of use. Some findings from the study of this early use 
are reported in Chap. 2 of this book. In subsequent years, the instrument has contin-
ued to be routinely used for clinical evaluation in the outpatient and inpatient clin-
ics, and it was also employed in several studies; these are described in Chap. 1.

This book presents a synthesis of the dimensional approach to psychopathology 
and of the research that has resulted from the use of the SVARAD. Certainly, it is 
not the only possible approach, nor is it perhaps the best one for all purposes. 
However, when used alongside the DSM-5 and ICD-11, it can provide a further, 
interesting perspective on psychopathology that can be useful in both clinical and 
research settings. In particular, in busy outpatient and inpatient services, it can be 
helpful in individualizing pharmacological and psychotherapeutic treatment, and in 
research settings it can provide a reliable and comprehensive, yet rapid, assessment 
of psychopathology.

  

This book is dedicated to the memory of Paolo Pancheri, M.D. (1938–2007), 
who was instrumental in introducing the dimensional perspective in our clinic and 
who played a key role in the development of the SVARAD and the subsequent clini-
cal and research work.
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The SVARAD Scale for Rapid 
Dimensional Assessment: Development 
and Applications in Research

Massimo Biondi, Paola Gaetano, Massimo Pasquini, 
and Angelo Picardi

The SVARAD (acronym for the Italian name “Scala per la VAlutazione RApida 
Dimensionale”) is an instrument for rapid dimensional assessment that was devel-
oped in the 1990s, during a period of progressive recognition in the psychiatric field 
of the limitations inherent in the traditional classification systems for mental disor-
ders and the categorical approach to diagnosis. Psychiatric diagnosis is a complex 
and difficult issue and has been the subject of considerable discussion and debate 
over the past several decades. While a comprehensive treatment of this topic is 
beyond the scope of this chapter, some introductory remarks are appropriate.

1.1  Ontological and Epistemological Issues in Psychiatric 
Diagnosis

Ontological and epistemological questions permeate the literature on psychiatric 
nosology [1–3]. Questions of ontology deal with whether mental disorders really 
exist as abstract entities. Indeed, as noted by Pouncey [4], mental disorders generate 
ontological scepticism on a number of levels. First, they are abstract entities that 
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cannot be directly appreciated with the human senses, even indirectly, as with, for 
instance, a microscope. Also, it is unclear if they should be considered as abstrac-
tions that exist in the world aside from the individuals who experience them and 
thus instantiate them. Moreover, they are not clearly natural processes whose detec-
tion is unaffected by human interpretation or value judgments.

It should be recognised that psychiatry is not alone in dealing with these issues. 
While most contemporary working scientists and philosophers subscribe to the opinion 
that there is an objective external reality, it is commonly acknowledged that there is a 
limit to our access to absolute reality. Given that humans’ epistemic access to reality is 
limited, Pouncey has observed that all scientific constructs (be they phyla, subatomic 
particles, or diseases) are abstract entities, which can nevertheless be legitimate objects 
of scientific investigation. In this perspective, mental disorders can be viewed in a simi-
lar way to other medical diseases, as “a heterogeneous class of abstract entities that 
have uncertain ontic status aside from the persons who instantiate them” [4].

On the one hand, mental disorders could be “natural kinds”, such as chemical 
elements, which reflect a deep structure in the universe that exists independently of 
any human action or will. On the other hand, they could be “social constructs” that 
do not actually exist in nature but, rather, are concepts that are created by humans. 
There are no strong arguments to support the position that any disease, let alone any 
mental disorder, is a natural kind. For instance, as noted by Greenberg [4], there is 
no difference, from nature’s point of view, between the breaking of a tree branch 
and the breaking of a femur, as nature is indifferent. As nature does not intend hips 
to break in certain ways, things such as intracapsular, trochanteric, or subtrochan-
teric fractures do not exist in nature, any more than nature gives a branch different 
ways to snap off a tree. As observed by Phillips, while a broken bone may be a natu-
ral kind, declaring it a disease involves a human value judgment that is not inherent 
in this altered state of the bone [5]. Outside of psychiatry, the difference between 
fracture as an artificial vs. a natural category is negligible, aside from a philosophi-
cal perspective. As noted by Greenberg, designating a broken femur as a disease 
requires only assuming that it is in our nature to walk and to be out of pain, which 
are very broad and relatively uncontroversial assumptions about human nature. 
However, in psychiatry the issue becomes thorny. Much narrower and more contro-
versial assumptions are needed to designate a state of fear as “generalised anxiety 
disorder” or sadness accompanied by sleep difficulties, lack of appetite, indecisive-
ness, and fatigue as “depression” [4]. Indeed, it is not easy to differentiate between 
mental disorders and homeostatic reaction to negative life events [6]. How much 
anxiety are humans supposed to feel, aware as they are of their inevitable death? 
How sad should we be about the human condition? How can such questions be 
answered? [4] It is equally difficult to sustain the position that mental disorders are 
merely social constructs with no basis in reality, as this would question the assump-
tion that suffering is a real experience worthy of mitigation, or the existence of a 
mind that gives us the experience of suffering, or the usefulness of classifying men-
tal suffering into categories in order to work towards alleviating it [4].

While each of these extreme positions hardly seems tenable, a more realistic 
middle ground, suggested by Zachar, is to consider mental disorders as “practical 
kinds,” and embrace a pragmatic approach to developing diagnoses that best 
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achieves the things psychiatrists need, both as scientists and clinical practitioners [7].  
Such an approach may benefit from the adoption of a coherence theory of truth, by 
which disorders become more accepted as “true” when they grow increasingly valid 
over time, explain things about the world in a helpful way, and increasingly fit into 
our general knowledge about the world [3]. In this perspective, what might be con-
sidered the best classification would depend on the particular validator (e.g. genetic, 
outcome, treatment, neurobiology) that is emphasised. However, classification is 
more than a matter of preference or ideology; classifications can be invalid, and all 
classifications should be tested empirically [8]. Nevertheless, there is not a single 
right or wrong way to address the formidable problem of psychiatric classification. 
Different approaches have strengths and limitations.

Epistemological questions deal with how we can know anything about mental 
disorders and are particularly relevant in the field of psychiatric taxonomy. On the 
one hand, there are purely naturalistic definitions of mental disorders, which are 
exclusively based on objective, biological criteria, and do not refer to social or nor-
mative values. On the other hand, the normativist perspective emphasises the sub-
jective and culturally driven nature of any definition of mental disorders. Indeed, 
definitions of disease often require value judgments, and even when the value judg-
ment does have a physical explanation in terms of neurobiology, nothing physical 
can be the basis for deciding which judgment is correct. As noted by Cerullo, a look 
at areas of medicine outside psychiatry shows there is often a strong normativist 
element in how diseases are defined [4]. For instance, many diseases such as hyper-
tension or hypercholesterolemia require making arbitrary decisions about cut-off 
points in laboratory values, based upon public health considerations and the risk/
benefit ratio of any decision. In psychiatry, some conditions, such as mood or anxi-
ety disorders, more easily lend themselves to a normativist definition, whereas oth-
ers, like schizophrenia, seem to be better defined from the naturalist perspective, 
together with conditions such as Parkinson’s disease [4].

Given that all definitions of disease have normativist and naturalist elements, 
hybrid approaches incorporating both a naturalist and a normative component have 
been advocated. The best-known of these is probably the “harmful dysfunction” 
approach proposed by Wakefield, which emphasises the disturbance of a healthy or 
satisfactory state of being as the basis of a disorder. This approach posits that the 
nature of the disturbance is simultaneously biological and social, and it situates 
disorders on the boundary between the given natural world and the constructed 
social world. A disorder is posited to exist when the failure of a person’s internal 
mechanisms to perform their functions as optimised by nature has a harmful impact 
on the person’s well-being as defined by social values and meanings [9].

While such hybrid approaches to the definition of mental disorder seem to iden-
tify a reasonable middle ground, they have also attracted criticism [10]. Indeed, any 
approach has counterexamples and can be alleged to define mental disorders either 
too broadly or too narrowly. As noted by Pierre [4], it should be acknowledged that 
developing an ironclad definition of mental disorder is an intimidating task. 
Inevitably, one has to face the subjective and relativistic nature of concepts such as 
“distress” and “suffering” and the value-ladenness of concepts such as 
“dysfunction”.

1 The SVARAD Scale for Rapid Dimensional Assessment
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All these considerations about the uncertain ontological status of psychiatric dis-
orders and the difficulties inherent in coming up with an irreproachable definition of 
them should not be taken as philosophical evidence that mental disorders do not 
really exist or that any attempt at classifying them is flawed and unjustified. In fact, 
as observed by Frances [4], psychiatry is not alone in being “definitionally chal-
lenged”, as there is really no indisputable operational definition in medicine for the 
concepts of “disease” or “illness” [4]. Rather, these considerations are useful to put 
the issue of psychiatric nosology into proper context in order to appreciate its sub-
tleties and difficulties, as well as the fact that a nosological classification is neces-
sary and can be useful despite being, by its very nature, flawed and limited in some 
ways.

1.2  The Traditional Categorical Approach to Psychiatric 
Classification

As noted by Berrios, modern psychiatric classification has a long history, stemming 
from the intense classificatory drive that appeared in the West during the seven-
teenth and eighteenth centuries. In the nineteenth century, developing a personal 
classification was part of professional growth and success for an alienist [11], and 
in subsequent times a myriad of classifications of mental disorders have been pro-
posed, with varying degrees of acceptance and success.

In the last three decades, psychiatric nosology has undergone important develop-
ments. As observed by Jablensky, the introduction in the DSM and ICD systems of 
an internationally shared framework of concepts, a rule-based classification, and 
explicit diagnostic criteria has dramatically increased reliability and has played an 
essential role in linking psychiatry to science, keeping psychiatric diagnosis rele-
vant, and furthering research. However imperfect they may be, these classification 
systems have provided clinicians with a common language for mental disorders, 
researchers with rigorous diagnostic standards, public health services and insurance 
companies with diagnostic codes, and judges and attorneys with reliable diagnoses 
of mental illness [12]. In both the DSM and the ICD systems, the diagnostic catego-
ries are defined in terms of syndromes, i.e. symptoms that cluster together and 
covary over time. Essentially, these systems build on Kraepelin’s method of diagno-
sis, based on the careful examination of longitudinal history and current symptoms, 
which in turn was built on Kahlbaum’s principles of classification of psychiatric 
disorders on the basis of symptoms, course, and outcome.

Although the introduction of internationally accepted operational diagnostic 
criteria has had many benefits for psychiatric practice and research, the current 
classification systems are the subject of much criticism and debate. Kendler and 
Zachar have noted that the use of the criteria has grown to the extent that they 
often tend to be reified, as if they represented all anyone would want to know 
about a given disorder, whereas the current diagnostic classifications are actually 
remarkably thin, descriptively. They have emphasised that the diagnostic criteria 
selected to detect a disorder with good reliability, sensitivity, and specificity 

M. Biondi et al.



5

should not be confused with the disorder itself [13]. Focusing exclusively on the 
symptoms and signs listed in the classification systems reflects the conceptual 
error of mistaking an index of something for the thing itself and may stifle con-
ceptual innovation and thereby lead to a general impoverishment of psychopathol-
ogy and the psychiatric culture [12, 14].

Criticism of the categorical approach includes claiming that the diagnostic cate-
gories often do not adequately reflect the heterogeneity of presentation in patients 
grouped under a particular category, that they are relatively unhelpful in distinguish-
ing severity, that they do not accommodate subclinical cases usefully, and that they 
include highly heterogeneous “not otherwise specified” categories. Also, most diag-
noses do not meet the validity standards set by Robins and Guze, who expected that 
each diagnostic category would ultimately be validated by its separation from other 
disorders, common clinical course, genetic aggregation in families, and differentia-
tion by laboratory tests [15]. To these influential criteria for validating psychiatric 
diagnostic constructs, Kendler added differential response to treatment [16], which 
is also an unmet criterion as most pharmacological agents have been found to be 
effective for a variety of disorders, rather than matching up with specific diagnoses. 
Moreover, the current work in neuroscience, structural and functional neuroimag-
ing, and genetics has not led to clear patterns that match up with the diagnostic 
categories [5, 17, 18]. Thus, as noted by Waterman, the assumption that psychopa-
thology can be divided into discrete entities as defined in the classification systems, 
which is the basic assumption of the categorical approach to diagnosis, “is turning 
out to be inconsistent with the way genes and environments act and interact to pro-
duce brain function and dysfunction” [4].

Despite persistent doubts about the scientific legitimacy of psychiatric nosology 
[13], it should be recognised that psychiatry is not the only discipline that has wor-
ries about how to classify. In all scientific fields that rely on a taxonomy, no classifi-
catory effort ever seems to do a perfect job of “carving nature at its joints”. For 
instance, astronomers held a vote in 2006 to decide whether Pluto is really a planet, 
and they rewrote the definition of a planet [19]. Biology itself has been struggling 
with this problem since long before psychiatry came to be defined as a medical 
specialty. As observed by Zachar, we should not expect more clarity in a psychiatric 
nosology than we can achieve in a biological taxonomy. Failure to appreciate the 
complexity of biological taxonomies may lead to unrealistic standards for what 
counts as an adequate psychiatric nosology [8]. Even if there are important concep-
tual reasons why psychiatric classifications are not working well, it should not be 
inferred from this fact that classifying in psychiatry is a useless exercise. Instead, as 
noted by Berrios, when psychiatric classifications are not working optimally, this 
indicates that much more conceptual work is necessary to identify stable elements 
that anchor classifications to “nature” in order to develop classifications which do 
not only behave as “actuarial devices” [11].

Also, although most mental disorders cannot yet be described as valid disease 
categories, this does not mean that they are not valuable concepts. Kendell and 
Jablensky have suggested that a diagnostic rubric may be said to possess utility if it 
provides non-negligible information about prognosis and likely treatment outcome 
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or testable propositions about biological and social correlates [18]. Many of the 
diagnostic concepts represented by the categories of disorder listed in the DSM and 
ICD nomenclatures are extremely useful to practicing clinicians [18] and may be 
viewed as possessing predictive validity [20]. However, given that utility may vary 
with the context in which these concepts are used, statements about utility must 
always be related to context, including who is using the diagnosis, in what circum-
stances, and for what purposes.

1.3  The Prototype-Matching Approach

An alternative approach to psychiatric diagnosis that does not rely on strict opera-
tional criteria is the prototype-matching approach or “prototype diagnosis”, which 
has attracted considerable interest in recent years. In this context, the term “proto-
type” refers to the use of idealised models or archetypes of disease, and placement 
into a diagnostic category is determined by how much a given patient resembles the 
typical exemplars of the category in question. From a phenomenological perspec-
tive, Schwartz and Wiggins suggested that the clinician’s experience is pervaded by 
“typifications” which help to structure the clinician’s diagnosis meaningfully [21]. 
Husserl himself had indicated that perceptual meaning is itself based on such a typi-
fication process, as humans never perceive individual things or persons in isolation 
but instead perceive them in terms of the type that epitomises that individual entity 
[22]. Also, Westen has argued that research in cognitive science suggests that the 
prototype-matching approach is more congruent with the ways humans think and 
classify in general [23]. Indeed, it has been reported that clinicians tend to diagnose 
in their daily practice by pattern matching, rather than counting criteria for categori-
cal diagnosis and applying cut-offs [24]. Schaffner has also noted that an approach 
that identifies the most robust categories as prototypes, related to other prototypes 
by similarity, is supported by the deep structure of biology [25].

In its operationalised form, prototype diagnosis involves assessing the extent to 
which the patient’s clinical presentation matches paragraph-length descriptions of 
disorders “that weave together diagnostic criteria into a memorable gestalt designed 
to facilitate pattern recognition” [23]. The resemblance to the prototype is rated on 
a numerical scale, where the lowest score indicates no resemblance and the highest 
score indicates a resemblance so high that the patient exemplifies the disorder. High 
ratings (e.g. 4 or 5 on a 5-point scale) imply that the patient resembles the diagnosis 
enough to be described as having the disorder; middle ratings (e.g. 2 or 3 on a 
5-point scale) mean that the patient has some or subthreshold features of the disor-
der; and low ratings (e.g. 1 on a 5-point scale) indicate that there is little or no match 
between the patient’s clinical presentation and the prototype.

This approach has been the object of intense study in the field of personality 
disorders, where it was found to outperform diagnosis based on operational criteria 
in inter-rater reliability, validity, and ratings of clinical utility [26]. Studies on other 
classes of mental disorders, such as eating disorders or mood and anxiety disorders 
[27], corroborated the view that a diagnostic system based on refined prototypes 
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may be as reliable as one based on operational criteria while being more user- 
friendly and having greater clinical utility. It may also reduce the portion of comor-
bidity that is an artifact of current diagnostic methods, as clinicians are required to 
make configural judgments, rather than judgments about isolated symptoms. In a 
sense, this system incorporates the advantages of both categorical and dimensional 
diagnosis, as patients can be described as having a given disorder and can also be 
rated for the extent to which they have the disorder in question.

However, there are also some potential disadvantages in the prototype-matching 
approach. As noted by Maj, some clinicians may be reluctant to change the tem-
plates of mental disorders they have built up in their mind over years of practice, and 
it cannot be taken for granted that they will not have difficulties memorising, recall-
ing, and correctly applying the standardised prototypes proposed by a diagnostic 
system [28]. Also, prototype diagnosis may promote confirmatory biases and other 
heuristics that can lead clinicians to see what they expect to see, or to cling to 
hypotheses about a patient, despite disconfirming information. For instance, the 
expectation that a given patient will present the various features of a prototype may 
lead the clinician to form the erroneous opinion that certain clinical aspects are pres-
ent in this patient, when they are actually absent. Finally, different clinicians may 
disagree in their conclusions; while a clinician may reason that a patient matches a 
given prototype because a number of components are present, another clinician may 
conclude that the same patient does not match that prototype because some other 
aspects are absent [28].

Although prototype diagnosis includes a dimensional element, it should be rec-
ognised that it is mostly a categorical approach to diagnosis. In fact, both the poly-
thetic diagnostic criteria built into the DSM and, to an even greater extent, the 
clinical manual of the ICD-10 can be viewed as efforts to operationalise prototype 
matching. Indeed, although it lacks a way of operationalising clinical judgment to 
maximise reliability, the clinician version of the ICD-10 is close to a prototype- 
matching procedure, as clinicians are presented with what are usually paragraph- 
length descriptions of a disorder, frequently with an additional set of considerations, 
and they are instructed to diagnose the patient with whatever degree of certainty 
they feel comfortable [23]. Therefore, on the one hand, prototype diagnosis holds 
the promise of being clinically helpful and reliable and of allowing for clinically 
rich, empirically derived, and culturally relevant psychiatric classification. On the 
other hand, it mainly resides within the realm of the categorical approach to psychi-
atric diagnosis, the validity of which is itself under debate.

1.4  The Dimensional Approach

Although many of the diagnostic categories of psychiatric classificatory systems are 
quite useful for clinicians, it is a matter of fact that no ideal way of classifying even 
the common disorders has emerged. Further, some of the limitations of psychiatric 
classificatory systems are inherent in any taxonomy. As observed by Jablensky, the 
problem of drawing boundaries between psychiatric diagnostic entities has so far 
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defeated all attempts at finding an optimal solution by various rearrangements of 
symptoms and signs [12]. Goldberg has stated that we appear to be drawing lines in 
the fog, rather than “carving nature at its joints” [29].

However, it is unclear if there are real “joints” between mental disorders, and 
dimensional approaches have been proposed in opposition to the categorical 
approach. The first way of using the concept of “dimension” in the context of psy-
chiatric taxonomy is to contrast dimensions vs. categories in terms of which is the 
best way to conceptualise mental disorders. Categorical diagnostic systems, indeed, 
draw a sharp line between individuals meeting criteria for a disorder and those not 
meeting criteria, who may nonetheless have a form of illness. The question here is 
not whether psychiatric disorders are categorical or dimensional in nature, because, 
as noted by Kraemer and colleagues, every disorder is both [30]; each disorder is 
either present or not (categorical), but when it is present, patients may vary with 
respect to a variety of features of the disorder (dimensional). Indeed, every dimen-
sional diagnosis can be transformed into a corresponding categorical one by judi-
ciously applying a dichotomisation rule, while every categorical diagnosis can be 
transformed into a corresponding dimensional one by, for instance, requiring mul-
tiple assessments and using the percentage positive [30]. As observed by Zachar and 
Kendler, the really relevant question from a clinical and research perspective is 
whether psychiatric disorders are best understood as diseases with discrete boundar-
ies or as the pathological ends of functional dimensions [31]. In considering this 
issue, it should be recognised that discrete disease entities and dimensions of con-
tinuous variation are not mutually exclusive ways of conceptualising mental disor-
ders; both ways are consistent with a threshold model of disease and may account 
for different or even overlapping portions of psychiatric morbidity [18].

Dimensions can be used one at a time, for example, when the diagnosis of major 
depressive disorder is based on exceeding the cut-off score on a numerical scale of 
depression severity, rather than using rule-based diagnostic criteria. However, another 
way of making use of dimensions is to use many of them in order to construct a diag-
nostic system based on a numerically derived phenotypic classification. In psychiatry, 
systems of this kind are based on factorially derived structural models for representing 
the phenotypic variation found in the domain of mental disorders. Such systems work 
best in describing phenomena that are distributed continuously and that do not have 
clear boundaries, as is often the case with mental disorders. In fact, from a categorical 
perspective, various classes of disorders show relations of continuity rather than dis-
continuity. Kendell and Jablensky have noted that several attempts have been made to 
demonstrate natural boundaries between related syndromes, or between a common 
syndrome such as major depressive disorder and normality, either by identifying a 
zone of rarity between them or by demonstrating a nonlinear relationship between the 
symptom profiles and a validating variable such as outcome or heritability. Most such 
attempts have been unsuccessful [18]. As observed by Zachar, compared with the 
common classification systems, dimensional models offer a better solution to the 
problem of understanding the overlap that occurs between different groups of cases 
(i.e. diagnostic categories), although they cannot account for all the patterns that exist 
in any domain, and they do not eliminate classificatory conundrums [8].
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Also, keeping in mind that categorical and dimensional models are not incom-
patible but complementary, the dimensions can be used not to construct an alterna-
tive taxonomy but rather to supplement the traditional categorical taxonomy in 
order to provide an enhanced characterisation of patients based on their most promi-
nent symptom clusters. This approach aims at optimising decisions about treatment 
and providing opportunities for research activities that are not constrained by exclu-
sive reliance on categorical diagnosis and the ensuing obligation to work within 
criterial boundaries.

Papers suggesting the use of a dimensional approach to psychiatric diagnosis 
began to appear with some frequency in the literature during the last decades of the 
twentieth century, following early seminal work in this direction [32]. For instance, 
Mundt suggested a transnosological psychopathology implying both biological 
functional entities and trans-symptomatological functional psychological entities 
[32], while van Praag and his colleagues proposed a functional psychopathology 
based on biological mechanisms [33, 34]. In the latter approach, psychiatric symp-
toms are viewed as the behavioural expression of a psychological dysfunction, puta-
tively correlated with alterations in specific functional systems in the brain. The 
basic units of classification are these psychological dysfunctions, rather than syn-
dromes or diagnostic categories. This approach is clearly dimensional in orienta-
tion, as it views each psychiatric disorder as a conglomerate of psychological 
dysfunctions, most of them nosologically non-specific and occurring in different 
severities and in different combinations in the various psychiatric syndromes. 
Conceptualised as complementary, rather than as an alternative to the categorical 
approach, this approach would allow for more refined treatment, from both a phar-
macological and a psychotherapeutic perspective [35].

In recent years, the concepts of psychopathological dimensions and dimensional 
diagnosis have gained further interest. They are based on the observation that psy-
chiatric disorders appear to occur along a range of dimensions, which cut across 
diagnostic boundaries [29]. It is the diverse combination of a number of symptom 
clusters, called psychopathological dimensions, that gives rise to the wide variety of 
clinical pictures that can be observed in patients receiving the same categorical 
diagnosis. A fertile ground for dimensional conceptualisations has been the field of 
personality disorders, where proposals have been made to provide dimensional pro-
files of the existing diagnostic categories, or to reorganise the existing sets of diag-
nostic criteria into more clinically useful and empirically valid dimensions of 
maladaptive personality functioning, or to integrate the classification of personality 
disorders with dimensional models of general personality structure [36].

Focusing our attention back on Axis I, the dimensional approach to diagnosis has 
received empirical support, which further stimulated interest in this approach. For 
instance, a large number of studies have investigated the symptom structure of psy-
chotic disorders. Already decades ago, studies began to suggest that dimensional 
representations of psychopathological features were more useful than categorical 
representations as predictors of illness course and treatment decisions [37]. More 
recent studies came to similar conclusions in showing that symptom dimensions are 
superior to diagnostic categories in explaining illness-related characteristics, 
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including risk factors, premorbid, clinical, and outcome variables [38]. Most of this 
literature agrees that either four or five dimensions can adequately describe the psy-
chosis construct, with positive, negative, disorganisation, and affective symptom 
dimensions most frequently reported. Studies comparing the fit of dimensional and 
categorical models within the same data set have supported the value of dimensions. 
Also, studies comparing the predictive ability of empirically derived dimensions 
with existing diagnostic categories of psychotic disorders, using clinical or outcome 
measures as external validators, agreed that a complementary approach incorporat-
ing both dimensions and categories may provide the best system of classification, 
thus providing strong support for the utility of dimensions [39].

Further support for the dimensional approach comes from a recent study of 239 
patients with schizophrenia. The patients had been admitted to a random sample of 
all Italian public and private acute inpatient units during an index period. Factor 
mixture analysis (FMA) with heteroscedastic components was used to explore 
unobserved population heterogeneity in this group of patients. The analysis indi-
cated the presence of three heterogeneous groups and yielded a five-factor solution 
with Depression, Positive Symptoms, Disorganisation, Negative Symptoms, and 
Activation identified as the factors. As compared with traditional clinical subtypes, 
psychopathological dimensions displayed much greater discriminatory power 
between groups identified by FMA [40]. These findings are consistent with those of 
other studies using cluster analytic approaches that failed to identify the DSM-IV 
schizophrenia subtypes [41, 42] and form one of the pieces of evidence that led to 
the elimination of the subtypes from the DSM and the recommendation to use psy-
chopathological dimensions in order to describe the heterogeneity of schizophrenia 
in a manner that is more valid and clinically useful [43].

It should be clear from the discussion above that there are many ways of concep-
tualising dimensions and using them in the context of psychiatric diagnosis. Apart 
from psychopathological dimensions, the term “dimension” is also used in the psy-
chiatric literature to refer to basic dimensions of psychological functioning that 
have been the focus of neuroscience research over the past several decades. In this 
regard, it is worth mentioning the recent NIMH-sponsored Research Domain 
Criteria (RDoC) project, which focuses its pathophysiologic spotlight not so much 
on categorically defined disorders, but on endophenotypes and dimensions of symp-
toms, both within and across disorders. This project aims at shifting researchers 
towards a focus on dysregulated neurobiological systems, rather than categorical 
diagnoses, as the organising principle for selecting study populations. Therefore, 
the RDoC project is not intended to function as a diagnostic classification system, 
but rather as a research framework to assist researchers in relating the fundamental 
domains of behavioural functioning to their underlying neurobiological compo-
nents, with the ultimate aim of linking dysfunctions in neurocircuitry with clinically 
relevant psychiatric conditions [44]. While this project traces new directions in 
aetiological research and holds hope for important advances in psychiatric diagno-
sis and in the understanding of psychopathology, at its current stage, it is still a long 
way from becoming or generating an alternative diagnostic system that may inform 
treatment decisions. Indeed, its distance from several issues relevant to clinical 
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practice [45] is at the heart of the criticisms levelled against the RDoC approach, for 
example, the absence of consideration of environmental influences [46], and the 
lack of appreciation of clinically important concepts such as the difference between 
well and sick, and the importance of time in defining course or prognosis [47]. 
Possibly, as suggested by Jablensky, rather than clinical neuroscience replacing psy-
chopathology in the diagnosis of mental disorders, clinical psychiatry will retain 
psychopathology as its core, and classification will evolve towards a dual system 
with an aetiological axis, using neurobiological and genetic organising concepts, 
and a behavioural-dimensional or syndromal axis, which would be isomorphic to 
clinical reality [12].

1.5  Development, Validation, and Use of the SVARAD

When, more than 20  years ago, we started to conceive the idea of developing a 
dimensional assessment system, the literature on the dimensional approach to psy-
chiatric diagnosis was relatively scarce. Proceeding from the common-knowledge 
notion that clever clinicians commonly use symptomatic and severity dimensions to 
personalise treatment independent of diagnosis, we selected a limited number of 
symptom clusters, or “psychopathological dimensions”, based on their clinical rel-
evance and consistent identification in factor analytic studies of psychiatric symp-
toms, with the aim of developing a standardised assessment system that would 
enable clinicians to accurately characterise each patient for treatment purposes by 
the relative prominence of one or more psychopathological dimensions. For many 
of these dimensions, a putative underlying biological dysfunction had been hypoth-
esised. However, we reasoned that a standardised dimensional assessment may be 
useful for individualised planning, not only of pharmacological treatment but also 
of psychotherapeutic treatment. It should be emphasised that our intention was not, 
and never has been, to replace categorical diagnosis with the dimensional assess-
ment. Rather, we always viewed dimensional and categorical diagnoses as comple-
mentary, not antagonistic, in the firm belief that an optimal diagnostic process 
should make use of all available resources, be it dimensional or categorical.

We felt encouraged to undertake this work by the consideration that, in principle, 
clinicians view the dimensional approach to diagnosis favourably. Indeed, in the 
recent WPA-WHO global survey of attitudes towards mental disorders classifica-
tion, involving nearly 5000 psychiatrists from over 40 countries, the majority of 
participants were favourable to the inclusion of a dimensional component in a diag-
nostic system, either because it would make the system more detailed and person-
alised or because it would be a more accurate reflection of the underlying 
psychopathology [48]. However, we were aware that a crucial issue in every pro-
posal to incorporate dimensional measurements into a diagnostic process performed 
by a clinician is practicality. As noted by Whooley, between researchers and clini-
cians, there is, in fact, an epistemological tension that reflects the classic Aristotelian 
distinction between episteme and phronesis. While researchers understand psychi-
atric knowledge as aimed towards illuminating universal and general rules, 
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clinicians understand it differently, adopting a more practical posture that aims not 
towards identifying a universal truth, but instead towards a particular one, namely, 
what will be the most effective intervention for a specific patient [49]. Therefore, 
adding a complex dimensional evaluation based on multiple scales would have 
likely been seen merely as a bureaucratic burden by clinicians, and would only have 
served to widen the divide between the episteme of researchers and the phronesis of 
clinicians, without any benefit to the patients. For clinicians to be interested in 
dimensions, they need to be measured in a practical way, and this is a key principle 
that has guided our work in developing the SVARAD.

The SVARAD is an observer-rated scale that consists of ten items, each scored on 
a 5-point scale, ranging from 0 (“not present”) to 4 (“extremely severe”). For each 
item, a detailed description of the dimension being rated is included, along with 
defined anchor points for severity. To facilitate its use in clinical practice, scoring 
instructions were included directly into the scale, rather than being provided sepa-
rately in a scoring manual [50]. The SVARAD, the English version of which (known 
by the acronym RADAS) is illustrated in Fig. 1.1, comprises the following items:

 1. Apprehension/Fear: state of anxiety and worry; sense of constriction; percep-
tion of imminent threat; feelings of worry, fear, and anguish.

 2. Sadness/Demoralisation: distrust in oneself and one’s own abilities; decreased 
creativity and energy; pessimism; decreased interests and pleasure.

 3. Anger/Aggressiveness: feelings of irritation, resentment, and anger; display of 
irritability, litigiousness, and hostility; verbal or physical violence.

 4. Obsessiveness: doubtfulness, rigidity, meticulousness, and perfectionism; 
repetitive behaviours aimed at preventing, checking, and controlling; presence 
of obsessions and/or compulsions.

 5. Apathy: indifference, detachment, affective flattening and blunting; decreased 
planning and initiative.

 6. Impulsivity: tendency to suddenly act in ways that are improper or potentially 
harmful to oneself or others, without adequate reflection on the causes or the 
consequences of one’s own actions.

 7. Reality Distortion: difficulty distinguishing between reality and fantasy; ten-
dency to attribute unusual and unshared meanings to events or experiences; 
presence of delusions or hallucinations.

 8. Thought Disorganisation: disruption of connection between ideas and of prin-
ciples governing the organisation of thought, which thereby becomes altered in 
its logical organisation and impaired in its communicative functions.

 9. Somatic Preoccupation/Somatisation: preoccupation with one’s own body; 
physical symptoms with no organic basis; excessive concern about one’s own 
health; exaggerated and unjustified fear of being ill.

 10. Activation: increased motor activity; racing thoughts; disinhibition; feelings of 
excessive energy and self-confidence; euphoria or irritability.

The validation study provided evidence of inter-rater reliability, content validity, 
and criterion validity for the SVARAD [51]. Content validity was formally 
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RA.D.A.S.
RAPID DIMENSIONAL ASSESSMENT SCALE

by Paolo Pancheri, Massimo Biondi, Paola Gaetano, Angelo Picardi 

The AIM of this instrument is to quickly assess the degree of impairment of some basic psychological and behavioural functions ranging 
seamlessly from normalcy to pathology. It measures traits, signs and symptoms that describe psychopathological "trans-nosographic"
dimensions. Each of these can have a different "relative weight" in the individual clinical presentation.
INSTRUCTIONS on how to carryout the assessment:

The assessment must be based on what is reported by the patient and on the clinician's observation of the patient's behaviour;
Completion of the instrument must not be influenced by the categorical diagnosis, as it measures the impairment of functions that are
present in a variety of disorders or within specific stages of the same disorder.

Name................................................   Surname................................................   Age............    Date of completion...........................

APPREHENSION/FEAR

State of anxiety and worry; sense of constriction; perception of imminent threat; feelings of worry, fear and anguish.

0 Absent

1 Mild: present only occasionally or in response to specific stimuli, non-pervasive, with no impairment of the patient’s social or
occupational functioning.

Moderate:frequent, non-pervasive, appearing spontaneously or in response to unimportant stimuli, with no impairment of the
patient’s social or occupational functioning. 

3 Severe: sub-continuous, pervasive, with a mild reduction of the social or occupational functioning.

4 Profound: continuous, pervasive, with a severe reduction of the social or occupational functioning.

SADNESS/DEMORALIZATION

Distrust in oneself and one’s own abilities; decreased creativity and energy; pessimism; decreased interests and pleasure.

Absent

1 Mild: modifiable following pleasant stimuli, limited to some areas of experience, with no impairment of the patient’s social or
occupational functioning.

Moderate: poorly modifiable, extended to almost all areas of experience, mild reduction of the patient’s social or occupational
functioning.

3 Severe: non-modifiable, pervasive, with moderate reduction of the patient’s social or occupational functioning. 

4 Profound: non-modifiable, pervasive, with severe reduction of the patient’s social or occupational functioning.

ANGER/AGGRESSIVENESS

Feelings of irritation, resentment and anger; display of irritability, litigiousness, hostility; verbal or physical violence. 

Absent

1 Mild: only occasionally present, the patient can control his/her impulses.

Moderate: frequent, generally controlled.

3 Severe: pervasive, very frequent, little controlled, with problems in social relationships.

4 Profound: pervasive, continuous, poorly controlled, severe social consequences.

2

0

0

2

2

Fig. 1.1 The English version of the SVARAD
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OBSESSIVENESS

Doubtfulness, rigidity, meticulousness, perfectionism; repetitive behaviors aimed at preventing, checking, controlling; presence of 
obsessionsand/orcompulsions. 

0 Absent

1 Mild: present, with no clear structured obsessions or compulsions.

2 Moderate: obsessions or compulsions only occasionally present, non-invasive, partially controllable, and non-interfering with
everyday activities.

3 Severe: frequent obsessions or compulsions, invasive, poorly controllable, interfering with the patient’s everyday social and
occupational activities without, however, compromising them.

4 Profound: invasive obsessions and compulsions, present for the vast majority of the day, non-controllable, with impairment of the
social and occupational activities.

APATHY

Indifference, detachment, affective flattening and blunting; decreased planning and initiative.

0 Absent

1 Mild: slightly present, variable or modifiable, with a fair level of planning; social functioning is mildly altered.

2 Moderate: obvious, modifiable by specific stimuli, with reduced planning; reasonable social functioning.

3 Severe: dominant, hardly modified by even intense stimuli, with highly reduced planning; poor social functioning.

4 Profound: constant, non-modifiable, planning almost absent; severely impaired social functioning.

IMPULSIVITY

Tendency to suddenly act in ways that are improper or potentially harmful to oneself or others, without adequate reflection on the causes 
or the consequences of one’s own actions.

0 Absent

1 Mild: generally controllable or changeable impulsive acts, they are rare, in response to significant stimuli.

2 Moderate: partially controllable or changeable impulsive acts, infrequent, in response even to mild stimuli, with moderate social
interference.

3 Severe: poorly controllable or changeable impulsive acts, frequent, with serious social consequences.

4 Profound: lack of any impulse control, highly frequent impulsive acts, with severe social and legal consequences.

REALITY DISTORTION

Difficulty distinguishing between reality and fantasy; tendency to attribute unusual and unshared meanings to events or experiences;
presence of delusions or hallucinations.

0 Absent

1 Mild: tendency to attribute out of the ordinary or uncommonly shared meaning to events, unusual perceptive experiences.

2      Moderate: delusions with partial criticism, fluctuating or not very congruous; or hallucinations experienced occasionally or in special
conditions, with partial or fluctuating criticism.

3 Severe: clear but not pervasive delusions, with poor or no criticism; or hallucinations, frequent but not continuous, with poor or no
criticism.

4 Profound: clear, continuous, pervasive delusions with no hint of criticism; or continuous and nagging or pervasive hallucinations that
are not criticised.

Fig. 1.1 (continued)
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THOUGHT DISORGANIZATION

Disruption of connection between ideas and of principles governing the organization of thought, which there by becomes altered in its 
logical organization and impaired in its communicative functions. 

0 Absent

1 Mild: only occasionally present in spontaneous speech, or in response to specific stimuli.

2 Moderate: frequent in spontaneous speech, tends to diminish in a led conversation, a fairly effective communication is however 
possible.

3 Severe: constant in spontaneous speech, clear in the led discourse, communication is difficult. 

4      Profound: continuous, pervasive, communication is impossible.

SOMATIC PREOCCUPATION/SOMATIZATION

Preoccupation with one’s own body; physical symptoms with no organic basis; excessive concern about one’s own health; exaggerated
and unjustified fear of being ill. 

0 Absent

1      Mild: rare, of mild intensity, sensitive to reassurances.

2 Moderate: frequent, clear, hardly sensitive to reassurances; little interference with the patient’s social and occupational functioning.

3 Severe: sub-continuous, dominant, only temporarily sensitive to reassurances, significant interference with the patient’s social and
occupational functioning.

4 Profound: constant, pervasive, non-sensitive to any reassurance, disabling.

ACTIVATION

Increased motor activity; racing thoughts; disinhibition; feelings of excessive energy and self-confidence; euphoria or irritability.

0 Absent

1 Mild: mildly elated mood, irritability, disinhibition; psychomotor restlessness; judgement and critical thinking abilities are preserved.

2 Moderate: elated and irritable mood, obvious disinhibition, tendency toward a potentially risky or damaging hyperactivity;
judgement and critical thinking abilities are fluctuating.

3 Severe: euphoric or highly irritable mood, marked disinhibition, hyperactivity that is poorly directed to any specific goal, exaggerated
and potentially harmful; judgement and critical thinking abilities are reduced.

4 Profound: overexcited or severely irascible mood; activities clearly exaggerated, not directed to any specific goal, and severely
interfering with social activities; judgement and critical thinking abilities severely impaired.

Name of the assessor  ....................................................................................................... 

Fig. 1.1 (continued)
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measured by asking 12 psychiatrists who had not been involved in the construction 
of the instrument to rate on a 5-point scale the adequacy of each item to measure the 
related construct and then by computing Aiken’s V index [52]. Aiken’s V index was 
statistically significant for all items, which supports content validity.

Inter-rater reliability was assessed in 68 psychiatric outpatients who were each 
independently rated by two psychiatrists. Criterion validity against selected items of 
the Positive and Negative Syndrome Scale (PANSS), the 21-item version of the 
Hamilton Depression Rating Scale (HDRS), and the Hamilton Anxiety Rating Scale 
was assessed in 70 psychiatric outpatients. Inter-rater reliability was found to be 
satisfactory, with values of the Cohen’s kappa coefficient (measuring agreement 
after adjusting for chance) ranging from 0.48 to 0.68 and values of Spearman’s rho 
coefficient (measuring correlation between assessments) ranging from 0.66 to 0.82 
for the various items. Recent data collected on 22 psychiatrists, senior psychiatry 
residents, and clinical psychologists who independently rated videotaped clinical 
interviews of five patients as part of an ongoing study provided further support for 
the reliability of the SVARAD. For all items, the kappa coefficient was above 0.50, 
with very high values for Sadness/Demoralisation (0.94), Obsessiveness (0.93), 
Apathy (0.84), Reality Distortion (0.94), Somatic Preoccupation/Somatisation 
(0.73), and Activation (0.92).

In the validation study, the pattern of correlations between each SVARAD 
dimension and the relevant items of the PANSS and the Hamilton’s scales provided 
evidence of criterion validity for all SVARAD items [51]. The criterion validity of 
the scale has subsequently been corroborated by unpublished data from a study that 
generated several publications [53–55] and from an ongoing study that is currently 
being performed at the Department of Human Neurosciences of the Sapienza 
University of Rome. In the first of these studies, 151 psychiatric inpatients were 
administered the SVARAD together with several other assessment instruments, 
among which the 24-item Brief Psychiatric Rating Scale (BPRS), the Bech- 
Rafaelsen Mania Scale, and the 21-item HDRS. In the second study, 105 psychiatric 
inpatients and outpatients were administered the SVARAD and a number of other 
assessment instruments, including the 24-item BPRS. In both these data sets, the 
patterns of correlation between the SVARAD items and the relevant items of the 
other rating scales were consistent with expectations and supported the criterion 
validity of the SVARAD. Table 1.1 summarises in detail the correlations between 
the SVARAD items and the criterion items in these three data sets.

Following its development and validation, the SVARAD began to be routinely 
used for clinical evaluation in the outpatient and inpatient clinics of the Department 
of Human Neurosciences of the Sapienza University of Rome, and it was also 
employed in several studies. Practical and research experience has suggested that, 
thanks to its brevity and ease of administration and scoring, the SVARAD can be 
used even in busy clinical settings where there is only a very limited amount of time 
devoted to standardised assessment or research. Using the SVARAD allows clini-
cians and researchers to broaden the scope of the assessment to encompass areas of 
psychopathology that rating scales with a narrower focus would neglect. The next 
chapter discusses in detail how the SVARAD enabled our group to collect 
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standardised, quantitative data about psychopathological dimensions in a large sam-
ple of 1124 psychiatric outpatients [56] and 846 psychiatric inpatients.

Subsequently, in a series of studies, the SVARAD was used to investigate the 
symptom structure of unipolar depression. A first study [57] was carried out on 380 
first-contact adult outpatients who had received a diagnosis of a DSM-IV unipolar 
depressive condition (major depressive disorder, dysthymic disorder, depressive 
disorder not otherwise specified, adjustment disorder with depressed mood, and 
adjustment disorder with mixed anxiety and depressed mood). The patients had no 
comorbid psychiatric diagnosis on DSM-IV Axis I or II, had not received treatment 
with antidepressant drugs in the preceding 2 months, and were free from severe 
medical illness. Exploratory factor analysis suggested that three main symptom 
domains underlay depressive symptomatology, namely, core depression (Sadness/
Demoralisation, Apathy), anxiety (Apprehension/Fear, Somatic Preoccupation/
Somatisation), and anger/irritability (Anger/Aggressiveness, Impulsivity, 
Activation). From a clinical perspective, the Anger/Aggressiveness dimension was 
particularly relevant, as 98 (26%) patients received a rating of 2 or more on the 
Anger/Aggressiveness item, as compared with 36 (9%) and 3 (1%) patients who 
were rated 2 or more on Impulsivity and on Activation, respectively.

Similar results were obtained in a subsequent study [58], which focused on major 
depressive disorder and involved 222 first-contact outpatients who had no comorbid 
psychiatric diagnosis on DSM-IV Axis I or II, had not been treated with antidepres-
sants in the preceding 2 months, and were free from severe medical illness. In these 
patients, too, the anger/irritability domain appeared to be clinically relevant in a 
substantial proportion of patients, as 48 (22%) patients received a rating of 2 or 
more on the Anger/Aggressiveness item, 16 (7%) on the Impulsivity item, and 2 
(1%) on the Activation item.

Interestingly, a related study [59] showed that the mean scores on the Anger/
Aggressiveness item were significantly higher (p  <  0.01) in these patients with 
major depressive disorder as compared with 258 patients with anxiety disorders and 
26 patients with somatoform disorders. The difference remained significant 
(p < 0.01) after adjustment for age and gender. Also, about twice as many patients 
with major depression (22%) had a rating of 2 or more on Anger/Aggressiveness, 
compared with patients with anxiety (12%) or somatoform disorders (11%). The 
difference was significant (p < 0.01) in a multiple logistic regression model includ-
ing age and gender.

Overall, these studies supported the notion that in depressive disorders there are 
psychopathological dimensions other than depressed mood that deserve greater 
clinical recognition and research. One of these is anxiety, which despite not being 
part of the diagnostic criteria for the major depressive episode, is nevertheless cov-
ered by the rating scales that are commonly used to assess depressed patients and 
thus, when present, is usually recognised. The other dimension is operationalised in 
the SVARAD Anger/Aggressiveness item and includes clinical features such as 
anger, irritability, aggressiveness, and hostility.

Neither concurrent antidepressant treatment nor misdiagnosis of bipolar II disorder 
was likely to explain our finding that a substantial proportion of depressed patients 
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presented with clinically significant levels of anger, irritability, aggressiveness, and 
hostility. A link between depression and anger is indeed not surprising, as it was sug-
gested by sources as diverse as psychoanalysts [60, 61], cognitive psychotherapists 
[62], neurobiologists [63], and attachment theorists [64]. However, the SVARAD was 
instrumental in providing quantitative evidence of the relevance of anger and aggres-
siveness in patients with unipolar depression, as most instruments that were available 
at that time for the assessment of depression did not assess these clinical features. 
Clearly, the proper recognition of significant levels of anger and related clinical phe-
nomena is important, as it has substantial implications for treatment.

The SVARAD also allowed detection of treatment-related changes in Anger/
Aggressiveness in a subsequent study of cancer patients who had been identified 
through a multistage screening process as suffering from a mood or anxiety disor-
der. Together with common measures such as the Hamilton Anxiety Rating Scale 
and the Beck Depression Inventory, the SVARAD enabled the detection of highly 
significant (p < 0.001) differences from baseline in patients treated with psychotro-
pic drugs, not only in depressive and anxiety symptoms but also in the Anger/
Aggressiveness dimension [65]. Apart from suggesting the usefulness of broad 
dimensional assessment via the SVARAD in psycho-oncology, this study provided 
preliminary evidence that the instrument is sensitive to clinical change.

Further evidence of responsiveness of the SVARAD was provided by a subse-
quent study on depressed patients with dysphoric mood [66]. A single-group, open- 
trial design was used to examine the effectiveness of a combination of a selective 
serotonin reuptake inhibitor (SSRI) and an anticonvulsant, mostly valproate, in uni-
polar depressed patients presenting with prominent symptoms of anger, irritability, 
and hostility. The participant group consisted of 35 consecutive outpatients with a 
unipolar depressive disorder and notable anger, aggressiveness, or hostility as 
attested by the SVARAD. The participants had neither comorbid cluster A personal-
ity disorder nor borderline personality disorder and were free from severe physical 
illness. At the 12-week follow-up visit, most patients (82%) were rated as “improved” 
or “very much improved” on the Global Improvement item of the Clinical Global 
Improvement (CGI) scale. Similarly, 80% of patients experienced a reduction in 
HDRS total score of at least 35%. There was a highly significant (p < 0.001) decrease 
in HDRS total score, HDRS and SVARAD items covering anxiety symptoms and 
core depression symptoms, and SVARAD anger/irritability symptoms. The average 
percentage of improvement in anger/irritability was 69%, while the average per-
centage of improvement in the depressive and anxiety domains was 56% and 36% 
on the HDRS and 69% and 35% on the SVARAD, respectively. Although limita-
tions in the study design suggest caution in drawing inferences about the effective-
ness of this drug combination, this study suggested that adding valproate and 
possibly other anticonvulsants to SSRI medication might be a profitable strategy 
when dealing with unipolar depressed patients presenting with prominent symp-
toms of anger, irritability, and hostility. With regard to the SVARAD, these findings 
provided not only further evidence of sensitivity to clinical change but also evidence 
of criterion validity, as changes in the HDRS core depression and anxiety factors 
closely paralleled changes in the SVARAD items covering related constructs.

M. Biondi et al.
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Another study showed that the SVARAD can be useful for investigating subtle 
psychopathological issues. This study examined the association between psycho-
pathological dimensions and specific obsession subtypes, such as aggressive, con-
tamination, sexual, hoarding/saving, symmetry/exactness, religious, and somatic 
subtypes [67]. The study was carried out on 57 first-contact outpatients with severe 
obsessive-compulsive disorder (OCD) with a duration of at least 1 year. The patients 
were administered several assessment instruments, among which were the Yale- 
Brown Obsessive-Compulsive Scale and the SVARAD.  Significant correlations 
were found between the Sadness/Demoralisation item and contamination and 
somatic obsessions; between the Apprehension/Fear item and contamination, reli-
gious, and somatic obsessions; and between the Somatic Preoccupation/Somatisation 
item and contamination and somatic obsessions. The most interesting findings con-
cerned the Anger/Aggressiveness and Impulsivity items, which were correlated 
with aggressive, sexual, and, to a lesser degree, contamination obsessions. These 
findings are consistent with cognitive accounts of OCD, which emphasise that 
obsessive-compulsive phenomena are related to difficulties in identifying, under-
standing, expressing, and regulating anger [62] and that disgust and anger are 
important components of moral judgment and moral violation [68]. Freud himself 
[69] suggested that persistent unwanted aggressive, horrific, or sexual thoughts 
accompanied by ritualistic behaviours are the result of unsuccessful defence mecha-
nisms against potential violations of moral standards.

Concerning obsessive-compulsive disorder, it is worth mentioning that more 
than a decade before its separation from anxiety disorders in DSM-5, we performed 
a study aimed at comparing its dimensional profile with that of other anxiety disor-
ders [70]. The participants were consecutive adult outpatients with a DSM-IV anxi-
ety disorder, free from psychiatric or medical comorbidity, of whom 33 received a 
diagnosis of OCD, 104 of panic disorder (PD), 18 of generalised anxiety disorder 
(GAD), and 67 of anxiety disorder not otherwise specified (ADNOS). All partici-
pants were rated on the SVARAD by a psychiatrist. On the one hand, the patients 
with OCD displayed higher scores on Sadness/Demoralisation and Apathy than 
those with PD and ADNOS. Also, they showed higher scores on Reality Distortion 
and Thought Disorganisation than patients with PD, GAD, and ADNOS. On the 
other hand, they displayed lower scores on Somatic Preoccupation/Somatisation 
than patients with other anxiety disorders, particularly PD. This study showed that 
there are several differences in psychopathology between OCD and the other anxi-
ety disorders, thus questioning the appropriateness of the classification of OCD 
among anxiety disorders.

Finally, a recent study showed that the SVARAD can also be used in critical set-
tings with limited time, information, and resources, such as emergency settings 
[71]. Indeed, a dimensional approach to acute psychopathology is particularly suit-
able to emergency settings, where clinicians are required to rapidly identify the 
psychopathological domains to be treated, independent of categorical diagnosis. 
The majority of the instruments allowing a comprehensive assessment of psychopa-
thology require too much time to be routinely used in emergency settings, whereas 
the SVARAD can be completed quickly and covers more dimensions than 

1 The SVARAD Scale for Rapid Dimensional Assessment



24

disorder- specific rating scales. This study involved 312 consecutive patients under-
going psychiatric evaluation in the emergency room of the Policlinico Umberto I 
hospital in Rome over a 6-month period. A replication study was performed in 
another Rome hospital on a random sample of 118 patients. In both samples, the 
patients who were recommended for psychiatric hospitalisation displayed signifi-
cantly higher levels of Anger/Aggressiveness, Apathy, Impulsivity, Reality 
Distortion, Thought Disorganisation, and Activation. Multivariate analysis pointed 
to Reality Distortion, Impulsivity, and Apathy as the most important psychopatho-
logical predictors. Also, other variables such as the almost self-fulfilling proposal 
for compulsory admission and, more importantly, the categorical diagnosis of psy-
chotic or mood disorder were identified as independent predictors of hospitalisa-
tion. Hierarchical regression analysis revealed that the dimensional assessment was 
the strongest predictor of hospitalisation. This study suggests that, in emergency 
settings, a standardised dimensional assessment may usefully complement the cat-
egorical approach to psychopathology in the identification of the patients who need 
psychiatric hospitalisation and may also help select appropriate treatment more 
quickly and efficiently.

In addition to research on the validity and the clinical and research usefulness of 
the SVARAD, recent activities have included the development of foreign language 
versions of the instrument. Steps for the construction and validation of a Brazilian 
version of the SVARAD have recently been undertaken [72]. Also, an English ver-
sion, named with the acronym RADAS (Rapid Dimensional Assessment Scale), has 
recently been developed according to established procedures for the cross-cultural 
adaptation of psychosocial measures [73], involving three independent translators 
fluent in both Italian and English, who followed an iterative process of reviewing 
and commenting aimed at converging on an optimal translation. We concentrated 
our efforts on producing a good translation while refraining from performing itera-
tive back-translation. Iterative back-translation, which merely seeks to achieve lin-
guistic and conceptual equivalence, has been criticised as a quality assurance 
measure by several authors for both theoretical and practical reasons [74], as it has 
been described as a suboptimal procedure with limited effectiveness in determining 
the accuracy of the target text in relation to the original source text [75]. It has also 
been accused of overlooking clarity and understandability and not taking into 
account context and milieu [76]. The previously presented description of the 
SVARAD items is based on this carefully developed English version, which is illus-
trated in Fig. 1.1.

1.6  Final Comments

In conclusion, more than 20  years of clinical and research experience with the 
SVARAD have corroborated its reliability, validity, and ease of use. Its dimensional 
nature may help in individualising treatment for a wide variety of clinical presenta-
tions, even for patients with clinical pictures that have fuzzy boundaries and are not 
well characterised in categorical terms, such as patients with somatic symptom 
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disorders [77]. Its main limitation, which is inherent in all dimensional approaches 
to psychiatric diagnosis, lies in the cross-sectional nature of the assessment, which 
needs to be supplemented with longitudinal information in order to optimise evalu-
ation and treatment. Also, the choice of using a single item to evaluate each dimen-
sion, while maximising ease and rapidity of use, involves some reduction in 
reliability and a restricted range of scores. Moreover, some areas of psychopathol-
ogy, such as dissociative experiences, are not covered. With these limitations in 
mind, the instrument has proved to be suitable even for busy clinical practices where 
professionals have little time to devote to standardised assessment. While longer 
and more sophisticated rating scales might be preferable in specific settings and for 
other purposes, such as detailed evaluation of symptoms or outcome assessment in 
clinical trials, the SVARAD finds its sweet spot in clinical settings where a reliable, 
comprehensive, yet rapid assessment of psychopathology is needed. It is also a valu-
able resource in the training of residents in psychiatry and clinical psychologists, as 
it forces the rater to pay attention to all clinical aspects, rather than only to the diag-
nostic criteria relevant to each patient’s specific disorder. It is our hope that the 
readers of this book will find something of interest in the following chapters, which 
provide a detailed presentation of the clinical, biological, and treatment aspects of 
all SVARAD dimensions.
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The SVARAD has been routinely used for many years in clinical practice at the 
Psychiatric Clinic of the Policlinico Umberto I, Sapienza University Hospital in 
Rome. Policlinico Umberto I, located in downtown Rome, is the largest hospital in 
central Italy, with 1200 beds and an emergency department (ED) visited by about 
140,000 patients each year (one every 7 min). Every 24 h, 8–12 patients visit the 
emergency department with severe psychopathological symptoms, requiring specific 
psychiatric consultation. Patients who come to the ED are from different areas: about 
one third are from the downtown area of Rome, about one third are from the rest of 
the city or from the regional area (Lazio), and a final third are from elsewhere in Italy 
or other countries. About one or two of them a day are admitted to the psychiatric 
inpatient service (Servizio Psichiatrico di Diagnosi e Cura—SPDC), while the others 
are referred to other psychiatric services. The SPDC has 13 beds and about 380 acute 
admissions each year. Diagnostic categories for admission are mainly acute psycho-
sis, schizophrenia, bipolar disorders, mood disorders with attempted suicide, and 
decompensated borderline personality disorders. The mean stay in SPDC is about 
9  days, and ranges from 2 to 20  days according to several variables, including 
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severity and complexity of psychopathological and somatic conditions, response to 
treatment, and organisational and social intervention made before the discharge. For 
less severe cases, patients are invited to contact the outpatient service (OPS) of the 
psychiatric clinic or the psychiatric day hospital (DH) service located in the same 
structure, where about 120 patients are treated each year. The OPS treats about 5500 
patients each year, on an appointment and walk-in basis, providing treatment to adult 
outpatients who come from Rome and the surrounding area. It is open Monday 
through Friday, from 8:00 a.m. to the early afternoon, and about 20–25 psychiatric 
visits take place there each day. Each visit lasts about 45–60 min and is carried out in 
a quiet room, with a semi-structured interview conducted by a senior psychiatrist and 
a psychiatric resident, and, in some instances, with a medical student in training. The 
visit includes both a general medical examination and laboratory assessments, if 
needed. Each visit results in a medical record, regularly supervised by a third senior 
psychiatrist with at least 20 years of experience in clinical diagnosis, as well as in the 
supervision of individual resident/student projects.

The present chapter describes the findings of two naturalistic studies. The first 
study was conducted on a sample of patients from the outpatient psychiatric service 
(OPS), the second on a sample of acute psychiatric inpatients of the SPDC. The 
aims are several: (a) to gather data on the usefulness and feasibility of SVARAD in 
a busy clinical setting with patients affected by common psychiatric conditions; (b) 
to describe mean dimensional profiles of several psychiatric diagnostic categories; 
(c) to explore the different components of psychopathological suffering within a 
single diagnostic category according to a dimensional perspective, that is, to inves-
tigate the true diversity of cases satisfying the criteria for a single diagnostic cate-
gory; and (d) to give preliminary findings that suggest how recognising different 
dimensional profiles with SVARAD could permit personalised—not standardised—
choices of treatment, i.e. precision psychiatric treatment. Further and more detailed 
analysis and discussion of these findings can be found later in the book, in specific 
chapters dedicated to individual SVARAD dimensions.

2.1  Study Methods

2.1.1  Design

Outpatients. This study has a naturalistic design, with transversal assessment of cases.
Inpatients. This study was done with a naturalistic, retrospective cross-sectional 

design.

2.1.2  Sample

Outpatients. A total of 1174 outpatients were enrolled from January 1996 to January 
2001. Of these, 46 subjects were excluded from the study due to missed data or data 
that could not be evaluated due to confusion or uncooperativeness. Selection bias 
was unlikely to have affected results because key characteristics of excluded 
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patients, including age, sex, marital status, nationality, clinical characteristics, and 
substance use status, were similar in excluded and included patients. The final sam-
ple included 1124 outpatients.

Inpatients. A total of 960 patients with a severe acute psychopathological state, 
admitted and treated in the SPDC, were enrolled from January 2011 to June 2014. Of 
these, 93 subjects were excluded from the study due to missed data or data that could not 
be evaluated due to confusion, excessive sedation, or uncooperativeness. The final sam-
ple included 846 patients. Selection bias was unlikely to have affected results, because 
key characteristics of excluded patients, including age, sex, marital status, nationality, 
clinical characteristics, compulsory vs. voluntary admission status, and substance use 
status, were similar in excluded and included patients. Patients were admitted with vol-
untary or, in a minority of cases, compulsory admission. Hospitalisation lasted a mean 
of 8 days, ranging from a few days to 2–3 weeks in a small number of cases.

2.1.3  Procedure

Each patient was asked for consent for the use of personal and treatment data, and gave 
informed consent for treatment, except in the case of compulsory treatment. The clini-
cal data underwent a daily review (supervised by the chief psychiatrist or a senior 
psychiatrist with at least 10 years of experience) for testing the accuracy and coherence 
of the assessment of the clinical global picture. Diagnosis was performed at the end of 
the visit by a resident and a senior psychiatrist with at least 10 years of clinical experi-
ence and further validated in a weekly clinical meeting by the department head (MB). 
Outpatients were evaluated during a standard psychiatric visit lasting 45–60  min. 
Inpatients were assessed during the psychiatric ward admission (within 24 h).

2.1.4  Instruments

Outpatients. Psychopathological assessment instruments included the SVARAD [1] 
and the Minnesota Multiphasic Personality Inventory. The SVARAD was adminis-
tered at the end of the visit, with ratings reported in the patient’s clinical data sheet 
together with those from other scales. SVARAD procedures and characteristics 
were described in Chap. 1.

Inpatients. Psychopathological assessment was performed utilising the SVARAD 
and the Brief Psychiatric Rating Scale (BPRS). The SVARAD is part of the routine 
clinical psychopathological assessment at the initial evaluation, and at the time of 
discharge after treatment, with ratings reported in the patient’s clinical data sheet.

2.1.5  Data Analysis

Distribution, mean, and standard deviation were calculated for all ten SVARAD 
dimensions. A 10-dimension “multiparametric” analysis was then done for the sam-
ple as a whole and for each DSM-IV diagnostic group. A further descriptive 
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analysis detailed the patients’ level of each specific dimension according to the fol-
lowing scores: 0 = absent, 1 = mild, 2 = moderate, 3 = severe, 4 = extreme. We 
introduced the “code type” analysis of SVARAD, which at first sight determines the 
three highest SVARAD peaks, leading to a rapid and easy characterisation of the 
principal components of a psychopathological description.

2.2  Main Findings and Discussion

We present in subsequent order the general characteristics of the outpatient and 
inpatient samples, the mean values of each SVARAD dimension, and the SVARAD 
dimensional profile of each DSM-IV category.

2.2.1  DSM-IV Diagnoses and Characteristics of the Whole 
Sample

Outpatients. The mean age of the outpatient sample (n = 1124) was 41.5 years (SD 
15.2); 52% were of female gender; and 95% were patients with no reported psycho-
pharmacological treatment in the previous 3 months. All the patients were residents 
of the Lazio region, mainly in the Rome district. From the larger sample, we selected 
a smaller sample of patients with sufficiently numerous and/or more relevant diag-
noses. According to DSM-IV diagnosis, we included the following groups: border-
line personality disorder (n = 31); major depressive disorder (n = 172); depressive 
disorder NOS (n = 63); dysthymia (n = 158); bipolar disorder (n = 18) with the 
following subtypes: bipolar disorder, depressive episode (n = 11); bipolar disorder, 
manic/hypomanic episode (n = 7); obsessive-compulsive disorder (n = 31); anxiety 
disorder NOS (n  =  51); panic disorder (n  =  92); generalised anxiety disorder 
(n = 11); somatic symptom disorder (n = 31); eating disorders (n = 37); schizophre-
nia, chronic (n = 31); psychotic disorder not otherwise specified (n = 29); delusional 
disorder (n = 12) (Table 2.1).

In the clinical characterisation of the sample, we also included mean values of 
the MMPI of 810 patients, although these data are not discussed in the present chap-
ter. As a whole, the mean MMPI profile shows a "2-3" code type (D-Hy), with Hs 
(mean 73.32) and Pt (mean 71.75) as high peaks, suggesting the preponderance of a 

Table 2.1 Sociodemographic characteristics of outpatients (N = 1124)

Variable Mean (SD) or N (%)
Age in years, mean (SD) 41.5 (15.2)
Female gender, N (%) 588 (52.3)
Psychopharmacological treatment in the previous 3 months, N 
(%)

Yes 55 (4.9)
No 1069 (95.1)

Response to psychopharmacological treatment, N (%) Yes 36/55 (65.5)
No 19/55 (34.5)

SD standard deviation
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“neurotic” type of psychopathological suffering, as expected in an outpatient sam-
ple; the mean F scale score was 65.09 (Fig. 2.1).

Inpatients. Sociodemographic characteristics of the inpatient sample (n = 846) 
are reported in Table  2.2. From the whole sample, patients with sufficiently 
numerous and/or more relevant diagnoses were selected for further analysis. 
According to DSM-IV diagnosis, we included the following groups: major depres-
sive disorder (n = 47); depressive disorder NOS (104); bipolar disorder (n = 186) 
with the following subtypes: bipolar disorder, depressive episode (n = 74); bipolar 
disorder, manic/hypomanic episode (n  =  78); bipolar disorder, mixed episode 
(n = 34); obsessive- compulsive disorder (n = 8); schizophrenia (n = 82); schizoaf-
fective disorder (n = 53); psychotic disorder not otherwise specified (n = 213); 
borderline personality disorder (n = 22). The relatively high number of “not oth-
erwise specified” diagnoses could be due to several factors: acute symptomatol-
ogy, a short stay by the patient, the need for immediate treatment due to the 
severity of the clinical conditions, the scarcity of anamnestic information in some 
cases, and a high number of non-Italian-speaking patients. All of these elements 
contributed to a less accurate specification of disorders. All major and common 
psychopathological conditions leading to acute admission were well represented 
in this sample.

With regard to clinical data, 140 patients had had a severe suicide attempt requir-
ing hospital admission. The mean length of the hospital stay was 11.8  days 
(SD = 9.7). Of all of the inpatients, 138 were admitted involuntarily, compared with 
708 who were admitted voluntarily. Regarding global assessment of functioning 
(GAF), 39.3 was the mean value (SD = 12.5). The mean score on the BPRS at the 
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Fig. 2.1 MMPI profile of the psychiatric outpatient sample as a whole (n = 810). MMPI Minnesota 
Multiphasic Personality Inventory, D depression, Hs hypochondriasis, Hy hysteria, K key of cor-
rection, L lie, F infrequency, Ma hypomania, Mf masculinity/femininity, Pa paranoia, Pd psycho-
pathic deviation, Pt psychasthenia, Sc schizophrenia, Si social introversion
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initial assessment was 52.2 (SD  =  13.5), while the mean score on the 21-item 
Hamilton depression rating scale (HDRS-21) was 17.3 (SD = 6.1) (Table 2.3). The 
BPRS profile for the inpatient sample is shown in Fig. 2.2.

Table 2.2 Sociodemographic characteristics of inpatients (N = 846)

Variable Mean (SD) or N (%)
Age in years, mean (SD) 42 (14.3)
Female gender, N (%) 407 (48.1)
Educational level, N (%) Primary school 60 (7.1)

Middle school 222 (26.2)
Secondary school 308 (36.4)
University 124 (14.7)
Other 132 (15.6)

Occupation, N (%) Student 51 (6)
Employee 221 (25.5)
Self-employed 96 (11.2)
Unemployed 282 (33.3)
Invalid 12 (1.4)
Retired 65 (7.7)
Other 119 (14.1)

Marital status, N (%) Single 476 (56.2)
Married/cohabitant 166 (19.6)
Separated/divorced 105 (12.4)
Widowed 23 (2.7)
Other 76 (9)

Housing, N (%) Homeless 17 (2)
Alone 205 (24.2)
Family of origin 227 (26.8)
Family of creation 205 (24.2)
Psychiatric community 10 (1.2)
Nonpsychiatric community 6 (0.7)
Nursing home/foster home 11 (1.3)
Other 165 (19.5)

Civil ability, N (%) Capable 687 (81.2)
Incapable (with public guardian/
trustee)

41 (4.8)

Other 118 (13.9)

Table 2.3 Clinical characteristics of inpatients (N = 846)

Variable Mean (SD) or N (%)
Type of admission to psychiatric ward, N (%) Voluntary 708 (83.7)

Involuntary 138 (16.3)
Length of stay in psychiatric ward in days, mean (SD) 11.8 (9.6)
Attempted suicide requiring admission in psychiatric ward, N (%) 140 (16.5)
BPRS at admission, mean (SD) 52.2 (13.5)

BPRS Brief Psychiatric Rating Scale, SD standard deviation
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2.2.2  Analysis of Each SVARAD Psychopathological Dimension 
in the Whole Sample

Mean SVARAD values in the whole sample are shown in Fig. 2.3. For the outpatient 
sample, the three dimensions with the highest values were Apprehension/Fear, 
Sadness/Demoralisation, Apathy, and Anger/Aggressiveness. The top scores for the 
inpatient sample were Apprehension/Fear as the highest score (above 2), followed 
by Reality Distortion, and then Sadness/Demoralisation, Impulsivity, and Apathy. 
This seems to suggest that the dominant, diffuse psychopathological suffering of the 
inpatient sample is characterised by moderate to intense feelings of tension, vulner-
ability, threat, fear, and anxiety associated with experiences of delusions, psychoti-
cism, and hallucinations but also to a significant degree, demoralisation and 
dysregulation of behaviour and emotions.

The mean SVARAD profile suggested less acute and severe symptomatology for 
outpatients than for patients admitted to the inpatient service.

2.2.2.1  Apprehension/Fear
Outpatients. The SVARAD dimensions showed mean values that were moder-
ately high (2 score) in almost every diagnostic group (Fig.  2.4). Generalised 
anxiety, obsessive-compulsive, and panic disorders were the three highest ones 
(above 2).

Inpatients. The SVARAD dimensions displayed a mean value around 2 score 
throughout the inpatient group. This appears to be a “trans-diagnostic” dimension 
that was present to a significant degree in all the diagnostic groups (Fig. 2.5).

This finding suggests how Apprehension/Fear (with its components of tension, 
anxiety, and nervousness) might be better viewed as a trans-diagnostic dimension 
rather than one typical only of anxiety disorders. SVARAD analysis suggests that this 
dimension actually represents ubiquitous psychopathological phenomena of suffering, 
common in diverse psychiatric patients. For instance, mean scores near 2 (moderate 
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Apprehension/Fear) actually suggest a consistent component of anxiety/tension in 
major depression, dysthymia, depressive disorder NOS, and psychotic disorders.

Standardised diagnostic criteria of the DSM-IV and ICD-10 do not describe or 
include these components in the clinical picture. These findings underscore the need 
to pay attention to and recognise anxiety in many diagnostic groups, allowing the 
clinician to correctly address and treat them with specific drugs or psychosocial 
interventions [2]. In our experience, this is essential for psychiatric residents and 
clinical psychologists, as well as psychiatrists.

The finding of high Apprehension/Fear in every diagnostic group might also 
explain the common use of benzodiazepines in clinical practice for many 
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disorders and not just in the anxiety disorders area (e.g. major depression and 
dysthymia, bipolar disorder, obsessive-compulsive disorder, somatoform disor-
ders, borderline personality disorder, and schizophrenia and other psychoses) [3, 
4]. Benzodiazepines give the patient a prompt benefit with the reduction of pain-
ful psychic tension, somatic symptoms of anxiety, worries, and nervousness. It 
might also explain the frequent unwanted activation, with increased tension, anxi-
ety, and insomnia, up to agitation and suicidal thoughts, after the use of selective 
serotonin reuptake inhibitors (SSRIs) or other antidepressants in major depression 
or dysthymia (if there is a significant level of undetected anxiety/nervousness). It 
might also help to explain the variability in response to the same psychotherapeu-
tic intervention for the same disorder (e.g. cognitive or psychodynamic treatment 
in major depression, panic disorder, or borderline personality disorder, to give 
some examples).

2.2.2.2  Sadness/Demoralisation
Outpatients. The Sadness/Demoralisation dimension showed relatively high scores 
throughout all the diagnostic groups. Sadness/Demoralisation showed high mean 
values for bipolar disorder (depressive episode) (score 2.5), major depression (score 
2.3), and moderate scores for dysthymia (mean score 1.9), depressive disorder NOS, 
and borderline personality disorder (mean score 1.7 for each). Low to moderate 
scores (mean scores 1.5–1.6) were found in the psychotic disorder NOS, obsessive- 
compulsive disorder, and eating disorder groups. Schizophrenia, panic disorder, and 
generalised anxiety disorder showed mean scores in the lower range (mean score 
around 1, mild). The lowest values were for delusional disorders and bipolar disor-
der—manic episode (mean score below 0.5) (Fig. 2.6).

Inpatients. The Sadness/Demoralisation dimension showed the highest mean 
scores for major depression (2.7), bipolar disorder (depressive episode) (2.5), and 
depressive disorder NOS (2.3), as expected. Borderline personality disorder showed 
a moderate Sadness/Demoralisation mean (1.9); this value was significant from a 
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clinical viewpoint, and it probably explains the major reason for admission for this 
group of patients. The lowest mean scores were for bipolar disorder (manic episode) 
(0.4) and schizophrenia (0.9), together with schizoaffective disorder (1.2) and psy-
chotic disorder NOS groups (1.1) (Fig. 2.7).

Severe and moderate degrees of Sadness/Demoralisation are certainly expected 
in disorders of the mood spectrum. The low to moderate values found in several 
other disorders, however, suggest that diagnosis according to standardised criteria 
might fit well for the aim of the coherence and concordance among clinicians for 
that specific disorder, but might lead to underestimation of significant components 
of suffering. As concerns antidepressant treatment, a similar view can be applied to 
several other diagnostic groups: within a single diagnostic category, an antidepres-
sant can be indicated or not indicated, according to the psychopathological profile 
of the single patient.

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

Outpatients
Sadness/Demoralisation

Psy
ch

ot
ic 

dis
or

de
r N

OS

Gen
er

ali
se

d 
an

xie
ty 

dis
or

de
r

Delu
sio

na
l d

iso
rd

er

Sch
izo

ph
re

nia

Som
at

ic 
sy

m
pt

om
 d

iso
rd

er

Bor
de

rlin
e 

PD

Pan
ic 

dis
or

de
r

Anx
iet

y d
iso

rd
er

 N
OS

Eat
ing

 d
iso

rd
er

Obs
es

siv
e-

co
m

pu
lsi

ve
 d

iso
rd

er

BD-h
/m

an
ic 

ep
iso

de

BD-d
ep

re
ss

ive
 e

pis
od

e

Dep
re

ss
ive

 d
iso

rd
er

 N
OS

Dys
th

ym
ia

M
ajo

r d
ep

re
ss

ive
 d

iso
rd

er

Fig. 2.6 SVARAD 
Sadness/Demoralisation 
dimension across 
outpatients’ diagnostic 
categories: mean scores 
and standard deviations

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

Inpatients
Sadness/Demoralisation

M
ajo

r d
ep

re
ss

ive
 d

iso
rd

er

Dep
re

ss
ive

 d
iso

rd
er

 N
OS

BD-d
ep

re
ss

ive
 e

pis
od

e

Obs
es

siv
e-

co
m

pu
lsi

ve
 d

iso
rd

er

Bor
de

rlin
e 

PD

Psy
ch

ot
ic 

dis
or

de
r N

OS

Sch
izo

af
fe

cti
ve

 d
iso

rd
er

Sch
izo

ph
re

nia

BD-m
ixe

d 
ep

iso
de

BD-h
/m

an
ic 

ep
iso

de

Fig. 2.7 SVARAD 
Sadness/Demoralisation 
dimension across 
inpatients’ diagnostic 
categories: mean values 
and standard deviations

M. Biondi et al.



39

2.2.2.3  Anger/Aggressiveness
Outpatients. Borderline personality disorder showed the highest mean value, with a 
mean score near 2, followed by the delusional disorder group (mean score 1.5) 
(Fig. 2.8).

Inpatients. The Anger/Aggressiveness dimension in this group showed higher 
mean SVARAD scores for bipolar disorder (manic and mixed episodes) (1.7 and 
1.3) and borderline personality disorder (1.4). Low mean values were present in all 
the other groups (Fig. 2.9).

Anger/Aggressiveness is among the more interesting dimensions, because no 
DSM-IV or ICD-10 categories fully represent it, or correspond to it, to the extent 
that the SVARAD dimension does. It is interesting to point out that these mean 
values actually include two to three subgroups, satisfying criteria for the same diag-
nostic category that are quite different according to Anger/Aggressiveness 
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dimension scores: absent or low (0–1 scores), moderate (2), severe (3), and extreme 
(4). Both psychotherapeutic and psychopharmacological treatment should take into 
account the dimensional profile of this category. Divergence in eligibility, outcomes, 
and side effects might well be explained by dimensional variability, as the figure 
suggests. In the outpatient sample, the delusional disorder group showed mean val-
ues above 1, while the schizophrenia and bipolar disorder groups showed mean 
values slightly under 1. Cases with scores higher than 2 were rare (schizophrenia 
N = 5; bipolar disorder (depressive episode) N = 0; bipolar disorder (manic episode) 
N = 0). However, if they are present, this is clinically significant, as Chap. 7 will 
discuss (Fig. 2.10).

2.2.2.4  Obsessiveness
Outpatients. The SVARAD Obsessiveness dimension (including compulsiveness 
as a descriptor) has the highest mean peak—as expected—in the obsessive-com-
pulsive disorder group, with mean values above 2 and ranging at the top end to 
near 4 (the maximum). The eating disorder group had the second highest mean 
score (mean score 0.7), followed by delusional disorder (mean score 0.5) 
(Fig. 2.11).

Inpatients. In the inpatient sample, as in the outpatient sample, the Obsessiveness 
dimension had very high mean values in the obsessive-compulsive group. All the 
other groups show very low mean scores (<0.5) (Fig. 2.12).
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The relationship between Obsessiveness—and particularly compulsiveness—
and anorexia or bulimia has been often discussed both in the literature about eating 
disorders and in obsessive-compulsive spectrum research [5]. A small but clinically 
significant subgroup of eating disorders within our outpatient sample had 
Obsessiveness values above 2 (eating disorders, N = 2) (Fig. 2.13). This suggests 
that the eating disorders group as a whole does not fall within the obsessive spec-
trum per se, but Obsessiveness might be present in some subjects. It is interesting to 
remember that extreme (score 4) values were found in a few eating disorders patients 
admitted to our ward as acute inpatients.

2.2.2.5  Apathy
Outpatients. The SVARAD Apathy dimension showed the highest mean score in the 
bipolar disorder—depressive episode group (mean score above 2, moderate to 
severe)—followed by the schizophrenia group (mean score at 1.9, moderate) and 
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major depressive disorder group (mean score 1.6, low to moderate). Low but clinically 
significant mean scores were found in the depressive disorder NOS (mean score 1.2), 
psychotic disorder NOS (mean score 1.2), and borderline personality disorder (mean 
score 1) groups. The lowest scores were seen in the anxiety disorder, bipolar disorder 
manic/hypomanic episode, and somatic symptom disorder groups (Fig. 2.14).

Inpatients. Apathy in inpatients showed the highest mean scores in the major 
depression (2.1, moderate), bipolar disorder (depressive episode) (1.8), schizophre-
nia (1.8), and depressive disorder NOS (1.5) groups (Fig. 2.15).

Apathy thus is present in the two different broad clinical areas of depressive and 
psychotic disorders.

2.2.2.6  Impulsivity
Outpatients. In outpatients, the SVARAD Impulsivity dimension showed a peak for 
borderline personality disorder, with a mean score of 1.8, moderate degree. The eat-
ing disorders group showed a mean score of 1.5, intermediate between low and 
moderate degree, and the delusional disorder mean score was 1.3, slightly above a 
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low value. It might seem strange to find relatively low values for bipolar disorder 
(manic episode), psychotic disorder NOS, and schizophrenia, with mean scores 
close to 1, just above a low degree. This finding could be explained by the charac-
teristics of the sample, mainly composed by non-acute patients in an ambulatory 
setting. The several other diagnostic groups had very low mean scores (near or 
below 0.5) (Fig. 2.16).

Inpatients. In inpatients, impulsivity showed the highest mean scores for borderline 
personality disorder (1.9, moderate). Scores near 2 were also seen for bipolar disor-
der—manic/hypomanic and mixed episodes—as expected (1.8 and 1.6) (Fig. 2.17).

2.2.2.7  Reality Distortion
Outpatients. In the outpatients, the SVARAD Reality Distortion dimension showed 
the highest values for schizophrenia and delusional disorder (mean values of 2.3 and 
2.2, just above a moderate degree of severity), followed by psychosis NOS (mean 
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score 1.8, near a moderate degree), as expected. Bipolar disorder—manic episode—
showed a low mean score (0.9); however, this score was higher than all the other 
diagnostic groups. The low values for this latter category might reflect the charac-
teristics of the outpatient setting, with less severe patients. Scores near zero were 
common in other diagnostic groups, as expected (Fig. 2.18).

Inpatients. In the inpatient sample, the highest mean values for the Reality 
Distortion dimension were in schizophrenia (near 3, severe), and schizoaffective 
disorder and psychotic disorder NOS (both 2.4), followed by bipolar disorder—
manic episode (1.9). All the other groups were in a low range (Fig. 2.19).

2.2.2.8  Thought Disorganisation
Outpatients. In outpatients, the SVARAD Thought Disorganisation dimension 
showed the highest mean value in the psychotic disorders groups, as expected: the 
group with schizophrenia had the highest mean score (1.2, mild degree), followed 
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by the delusional disorder group, with similar mean values of 1.1, and then the psy-
chotic disorder NOS group, with a mean value of 0.5. The other diagnostic groups 
were near zero (Fig. 2.20).

Inpatients. In inpatients, the Thought Disorganisation dimension displayed the 
highest mean values for schizophrenia (near value 2), bipolar disorder (manic epi-
sode) (1.5), schizoaffective disorder (1.4), and psychotic disorder NOS (1.2). All the 
other groups were in a low range (Fig. 2.21).

2.2.2.9  Somatic Preoccupation/Somatisation
Outpatients. In outpatients, the SVARAD Somatic Preoccupation/Somatisation 
dimension displayed the highest mean values for somatic symptom disorders 
(mean group value, 2.2; moderate to severe), followed by panic disorder (1.2), eat-
ing disorders (1.1), anxiety disorder NOS (1.0), and generalised anxiety disorder 
(1.0) (Fig. 2.22).
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Inpatients. In inpatients, the Somatic Preoccupation/Somatisation dimension had 
the highest mean values in the major depressive groups (1.2, just above the mild 
score), with low values in all the other groups (Fig. 2.23).

A low mean degree of Somatic Preoccupation/Somatisation was commonly seen 
among several diagnostic groups.

2.2.2.10  Activation
Outpatients. In the outpatients, the SVARAD Activation dimension reached the 
highest peak in the bipolar disorder (manic/hypomanic episode) (mean value 1.3) 
and borderline personality disorder (0.6) groups (Fig. 2.24).

Inpatients. In the inpatients, the Activation dimension showed the highest mean 
value in the bipolar disorder (manic episode) (2.5) group, followed by the bipolar 
disorder (mixed episode) (1.6) group. Schizophrenia and other psychotic disorders, 
as well as borderline personality disorder, showed mild mean values (Fig. 2.25).
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A past study from our research group found an Activation factor (as assessed by 
SVARAD; MMPI-2) to be one of the three most significant components in unipolar 
depressed patients [6]. This finding could be of significant clinical interest if depres-
sion in this group of patients is treated with antidepressants, considering the risk of 
a manic/hypomanic mood shift and, perhaps, self-damaging behaviours.

2.2.3  “Multiparametric” Psychopathological Dimensional 
Profile According to SVARAD in Each DSM-IV Diagnostic 
Group

The analysis of the outpatient and inpatient groups was performed according to the 
primary diagnosis (thus including all the cases with Axis I and II comorbidity). 
Each dimensional profile was presented as a code type, which expresses a SVARAD 
profile as the numbers of the two or three highest items. For example, a 2-1 code 
type would indicate an individual scoring high in the Sadness/Demoralisation and 
Apprehension/Fear dimensions. We also performed the same analysis excluding 
any comorbidity. Differences in scores across dimensions in every diagnosis were 
limited. The presence of comorbidities seems not to compromise the validity of the 
code type dimension model.

2.2.3.1  Major Depressive Disorder
Outpatients. The major depression group (n = 172) showed, as expected, a 2-1-5 
code type, with high mean scores on the SVARAD Sadness/Demoralisation of 2.3 
(moderate to severe degree), followed by high mean scores for Apprehension/Fear 
(1.8, near moderate degree), Apathy (1.6), Anger/Aggressiveness (0.8), and Somatic 
Preoccupation/Somatisation (0.8) (Fig. 2.26).

Inpatients. As with the outpatients, the inpatients with major depression (n = 47) 
showed a SVARAD mean profile characterised by a 2-1-5 code type, with a triad of 
dimensions: a very high value (severe) for Sadness/Demoralisation (2.7) and a mod-
erate value for Apprehension/Fear and Apathy (both 2.1). Somatic Preoccupation/
Somatisation showed mild mean value (1.2), suggesting the presence of a mild com-
ponent of somatic suffering in depression, together with a mild component of 
impulsivity (1.1) (Fig. 2.27).

The significant peak of Apprehension/Fear in both inpatients and outpatients 
with major depression certainly introduces the issue of the coexistence of anxiety 
and depression, an area of extensive research due to the presence of comorbidity [7]. 
The hierarchical decision tree of the DSM-IV leads to the identification of the pri-
mary diagnosis as the best one; the presence of comorbidities will be determined if 
symptoms of the secondary clinical condition fulfil the set of criteria of an anxiety 
disorder. If they don’t, any anxiety component disappears from the categorical diag-
nosis, although the patient may be suffering to some extent because of it. This might 
be a very relevant issue for treatment, especially for partially improving and resis-
tant major depression cases. This will be further detailed in the next section about 
anxiety disorders.

M. Biondi et al.
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The SVARAD also showed the presence, especially in the outpatient group, of a 
significant degree of Anger/Aggressiveness, a component of psychopathological suf-
fering that is not reported in the DSM-IV and ICD-10 criteria for inclusion in this 
diagnostic group. A previous study from our research group, based on factor analysis, 
found that unipolar depressive patients display three main components of SVARAD 
dimensions: (1) Sadness/Demoralisation + Apathy, (2) Apprehension/Fear + Somatic 
Preoccupation/Somatisation, and (3) Anger/Aggressiveness + Impulsivity + Activati
on, confirmed also by factor analysis of MMPI-2 [6]. Figure 2.25 shows that 40 out-
patients (23%) of the major depression diagnostic group had a score of 2 (moderate) 
or 3 (severe) in Anger/Aggressiveness. The fact that about ¼ of the outpatient sample 
had these scores could be relevant both for understanding the complexity of the 
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psychopathology of major depression and particularly for constructing treatment 
plans. A recent study from our research group suggested that the add-on of gabapentin 
as a mood stabiliser resulted in a significant improvement of the Hamilton depression 
rating scale scores of major depression patients with partial improvement after the use 
of the antidepressant. Data analysis revealed that the clinical improvement was linked 
to reduction of the SVARAD Anger/Aggressiveness score in the outpatients [8].

The Impulsivity dimension, the fourth peak in the SVARAD inpatient profile 
group, was not expected and extremely interesting. Particularly, there was a sub-
group of 35.4% of major depression inpatients scoring 2 and 3 (20.8% as moderate, 
14.6% as severe), which should be carefully taken into account for the management 
and treatment of these patients (Fig. 2.28). Its role could be significant in some clini-
cal cases, due to the risk of suicide attempts and the activation response after anti-
depressant initiation.

Finally, the SVARAD Somatic Preoccupation/Somatisation dimension was high 
for both groups, suggesting a role for somatic suffering and preoccupation, fre-
quently found in patients with depression.

2.2.3.2  Dysthymia and Depressive Disorder NOS
Outpatients. The dysthymia (n = 158) and depressive disorder NOS (n = 63) diag-
nostic groups both showed SVARAD profiles with a 2-1 code type, similar to that of 
the major depression group (Figs. 2.29 and 2.30). The “multiparametric” analysis, 
however, showed that dysthymia has Anger/Aggressiveness as the third component 
of suffering (30.4% of the outpatients scored at 2 or above), whereas the depressive 
NOS group showed Apathy as the third component of psychopathological suffering 
(1.1). However, 33.3% of the patients in this group also had Anger/Aggressiveness 
scores at or above 2 (Fig. 2.31).
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Inpatients. Inpatients with depressive disorder NOS (n  =  104) showed a similar 
SVARAD 2-1-5 code type, with a high mean of Sadness/Demoralisation (2.3), as 
expected, as well as Apprehension/Fear (2). Apathy showed an intermediate value 
between mild and moderate (1.5), and, very interestingly, Impulsivity showed a mean 
score of 1.4, indicating that in the depressive disorder NOS group, there was a more pro-
nounced impulsivity component than in the major depressive disorder group (Fig. 2.32).

These findings suggest that anger and impulsivity play a more significant role in 
dysthymic and depressive NOS patients than in major depression patients. These find-
ings might suggest that antidepressant treatment for these kinds of patients should be 
more cautious than that for major depression, because of the risks of the onset of dys-
phoric mood, anxiety, irritability, insomnia, and impulsive self- damaging behaviours. 

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

Outpatients
Dysthymia
N = 158

App
re

he
ns

ion
/F

ea
r

Ang
er

/A
gg

re
ss

ive
ne

ss

Rea
lity

 D
ist

or
tio

n

Acti
va

tio
n

Som
at

ic 
Pre

oc
cu

pa
tio

n/
Som

at
isa

tio
n

Tho
ug

ht
 D

iso
rg

an
isa

tio
n

Im
pu

lsi
vit

y

Apa
th

y

Obs
es

siv
en

es
s

Sad
ne

ss
/D

em
or

ali
sa

tio
n

Fig. 2.29 SVARAD 
profile of outpatients with 
dysthymia: mean scores 
and standard deviations. 
Code type: 2-1-3 (n = 158)
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Mood stabilisers or low-dose atypical antipsychotics could be useful in these dysthy-
mia and depressive subgroups. SVARAD “multiparametric” assessment outlines this 
characteristic and might be a better guide for use in choosing a treatment.

2.2.3.3  Bipolar Disorder: Depressive Episode
Outpatients. Outpatients with a diagnosis of bipolar disorder—depressive episode 
(n = 11)—displayed a 2-5-1 code type (Sadness/Demoralisation = 2.5; Apathy = 2.2; 
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Apprehension/Fear = 1.3), followed by Anger/Aggressiveness (1). While depressive 
mood and apathy certainly predominated, it should be highlighted that patients 
experienced impulsivity and irritability, at mild (one out of three patients) and mod-
erate (one out of four patients) levels, respectively, as well as symptoms of activa-
tion (at mild to moderate levels) (Fig. 2.33).

Inpatients. Inpatients with a diagnosis of bipolar disorder—depressive episode 
(n = 74)—also showed a SVARAD mean profile with a 2-1-5 code type, with mod-
erate to severe Sadness/Demoralisation (2.5), moderate Apprehension/Fear (2), and 
moderate Apathy (1.8), while Impulsivity that was just above mild values (1.3) 
(Fig. 2.34). Impulsivity values at or above 2 were seen in 45.2% of the group. One 
patient out of five had a severe or extreme degree of Impulsivity (Fig. 2.35).
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Fig. 2.33 SVARAD 
profile of outpatients with 
bipolar disorder-depressive 
episode: mean scores and 
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These findings have led to considerations about the risks of antidepressant treat-
ment use in this group. Treatment should be very cautious and should always to be 
done in association with mood stabilisers, as previously discussed (see the major 
depression section).

2.2.3.4  Bipolar Disorder: Manic or Hypomanic Episode
Outpatients. The SVARAD mean profile of outpatients with bipolar disorder—manic or 
hypomanic episode (n = 7)—showed a 10-6-1-3 code type, with the highest peaks in 
Activation, Impulsivity, Anger/Aggressiveness, and Apprehension/Fear. However, these 
components were still only at the mild level (Fig. 2.36). More than one of the patients had 
mild Anger/Aggressiveness, and one out of three had moderate Anger/Aggressiveness, 
and the same results were seen for Impulsivity. Activation was moderate in 57% of the 
cases. Reality Distortion was mildly present in 43% of the sample (Fig. 2.37).

Inpatients. Inpatients with manic or hypomanic episodes (n = 78) displayed a 
10-7-6 code type, with high mean peaks of moderate to severe Activation (2.5), 
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Reality Distortion (1.9), and Impulsivity (1.8). The mean Anger/Aggressiveness 
score is also high (1.7) (Fig. 2.38). Analysis of the frequency of the SVARAD scores 
highlights a very critical and psychopathologically severe group: 19.2% had extreme 
and 30.8% severe Activation; 60.2% had an Impulsivity score above 2; 57.7% had a 
Reality Distortion score above 2; and 56.4% of the group had moderate to extreme 
Anger/Aggressiveness (Fig. 2.39).

These descriptive SVARAD findings could suggest the use of classical mood sta-
bilisers (including lithium) for both groups of patients, while atypical antipsychotics 
could be specified for those presenting with Reality Distortion (which appeared to a 
mild degree in outpatients, where the relatively low values could be explained by the 
outpatient setting of the service, which excludes severe or very acute patients).

2.2.3.5  Bipolar Disorder: Mixed Episode
The mixed episode group is made up solely of inpatients (n = 34) and presents a 
1-2-6 code type, with the Apprehension/Fear dimension as the primary one (2.2), 
followed by Sadness/Demoralisation (1.8) and Impulsivity (1.65). Patients also 
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presented mean values that fell between mild and moderate for Activation (1.56) 
(Fig. 2.40). Forty-seven percent had a moderate score for Impulsivity, while 38.2% 
had moderate, and about 15% had severe to extreme scores on the SVARAD. For 
Anger/Aggressiveness, 20.6% of this group had moderate, and 20.6% had severe 
scores (Fig. 2.41).

These findings seem to better characterise the clinical picture of the typical 
patient with a mixed episode, which might be interpreted solely as anxiousness and 
depression, when in fact the patient is in a mixed suffering episode, with different 
components of feelings. From a therapeutic perspective, antidepressants are clearly 
contraindicated in the majority of cases, while mood stabilisers are the first choice. 
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Reality distortion is mild in 14.7%, moderate in 14.7%, and severe in another 14.7% 
of patients, supporting the appropriateness of atypical antipsychotics in medium- 
low dosages (Fig. 2.41).

2.2.3.6  Panic Disorder, Generalised Anxiety Disorder, and Anxiety 
Disorder NOS

The anxiety disorder group consisted solely of outpatients. The panic disorder group 
(n = 92) presented a SVARAD mean profile with a 1-9-2 code type, with high mean 
values for Apprehension/Fear (2.2) and Somatic Preoccupation/Somatisation (1.2), 
followed by Sadness/Demoralisation (1.1). The generalised anxiety disorder group 
(n = 11) showed a similar SVARAD profile with a 1-9-2 code type, with the highest 
mean values for Apprehension/Fear (2.3) and Somatic Preoccupation/Somatisation 
(1), followed by Sadness/Demoralisation (0.9). Interestingly, this group reports a 
mean score of 0.8 for Anger/Aggressiveness, a value significantly higher than that of 
panic disorder patients (Fig. 2.42). The anxiety disorder NOS group (n = 51) showed 
a SVARAD profile with a 1-2-9 code type, with Somatic Preoccupation/Somatisation 
as the third peak and, interestingly, Anger/Aggressiveness as the fourth peak of the 
dimensional profile, with 43% of the patients scoring mild and 7% moderate 
(Figs. 2.42 and 2.43). This profile resembles the one in the generalised anxiety dis-
order group, rather than the panic disorder group. This finding could be of clinical 
interest for drug treatment, because standard recommended SSRIs or noradrenalin 
reuptake inhibitors (NARIs) not only might not resolve it but could perhaps induce 
a worsening of irritability and an increase in symptoms of activation.

As concerns the “multiparametric” analysis of the DSM-IV anxiety groups, quite 
apart from the expected Apprehension/Fear and Somatic Preoccupation/Somatisation 
peaks, the SVARAD presented a significant component of Sadness/Demoralisation 
for these groups. This finding certainly raises the old issue of the coexistence of anxi-
ety and depression. It is interesting to underline that the shape of the dimensional 
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profile, with a significant peak for Sadness/Demoralisation, does not change in a 
further analysis excluding all the cases with comorbidity: that is, the patients without 
any axis 1 comorbidity also have a significant Sadness/Demoralisation component. 
We can suppose that these cases are subthreshold ones for an associated mood disor-
der diagnosis or, better, that there is a common, natural coexistence of anxiety and 
depression that the categorical diagnosis does not permit the recognition of, if symp-
toms do not fulfil predetermined criteria for severity, length, and number. However, 
the Sadness/Demoralisation suffering for the patient does exist, and in these cases 
where it is present, it needs to be treated. The possible coexistence of anxiety and 
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depression in the same patient was already recognised in the DSM-IV-TR as a cate-
gory of mixed anxiety-depressive disorder, a category that at that time was “under 
study” (Appendix B) [9]. The criteria set included persistent dysphoric mood lasting 
at least 1 month, with some typical anxiety symptoms, such as: difficulty in concen-
trating or mind going blank, worries, hypervigilance, anticipating the worst, appre-
hension, angst, and somatic symptoms of anxiety or panic. Moreover, this putative 
category and the mixed anxiety-depressive syndrome (F41.2) of the International 
Classification of Diseases—10th Revision of the World Health Organization [10]—
are mainly mild clinical conditions which are frequently observed in primary care 
but rarely undergo psychiatric consultation for whether or not the patients require 
hospitalisation for severe psychopathology. This category, however, has disappeared 
in the DSM-5 [4]. The coexistence of anxiety and depression was considered to be a 
natural condition in several classifications in the pre- DSM III era, such as in 
Kielholtz’s [11], Roth and Mountjoy’s (they reserved a diagnostic category for anxi-
ety/depression, a mixed state which recognises that the two clusters of complaints 
commonly coexist) [12], and Langen’s [13]. Furthermore, Maser and Cloninger 
edited a systematic investigation about anxiety and depression comorbidity, suggest-
ing that although psychopathology involves a complex array of comorbid syndromes, 
this comorbidity has a stable structure [7]. Johansson investigated the presence of the 
comorbidity of anxiety and depression symptoms in a sample of 3001 randomly 
selected Swedish adults; he found that among participants with either clinically sig-
nificant depression or anxiety, nearly 50% had comorbid disorders [14]. Furthermore, 
subthreshold issues about anxiety and depression have been repeatedly raised in the 
literature [15]. Even if a preponderance of data suggests that in clinical practice anxi-
ety and depression often coexist, the DSM-5 and ICD-10 diagnostic classifications 
nevertheless define clear criteria sets for both major depression and GAD or panic 
disorder. The classifications are made according to hierarchical (between depression 
and anxiety) and mutually exclusive criteria, leading to clear-cut differentiation that 
is useful for epidemiological and statistical use [4, 10]. If anxiety and depression are 
both present in a given patient, the diagnostic categories are poorly suited to repre-
sent this phenomenon, unless both the GAD and MD criteria are fulfilled and there 
is recognised comorbidity. The SVARAD dimensional approach might be useful in 
giving a finer recognition of the coexistence of anxiety and depression in depressive 
and anxiety disorders. The dimensional recognition of an important anxiety compo-
nent in MDD patients and of a significant sadness component in GAD patients thus 
has important implications for treatment.

2.2.3.7  Obsessive-Compulsive Disorder
Outpatients. The SVARAD profile of the obsessive-compulsive disorder patients in 
the outpatient group (n = 31) displayed a 4-1-2 code type, with an Obsessiveness 
peak at 2.7 and an Apprehension/Fear peak at 2.2, followed by Sadness/Demoralisation 
at 1.5. Anger/Aggressiveness and Apathy both showed a value of 0.8 (Fig. 2.44).

Inpatients. The obsessive-compulsive inpatient group (n = 8) showed a similar 
4-1-2 code type, with an Obsessiveness peak at 2.9, Apprehension/Fear and Sadness/
Demoralisation both at 2.2, and Apathy as the fourth peak at 1.3 (Fig. 2.45).
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Anxiety and depressive components thus seem to play a significant role in 
obsessive- compulsive suffering. The SVARAD profile, however, reveals clinical 
differences in individual patients that are potentially relevant for treatment: a sub-
group of patients have moderate to extreme anger feelings, moderate impulsivity, 
and some activation as well. They are not suitable candidates for a high dosage of 
antidepressant 5HT drugs, particularly if they are “resistant” to a progressive 
increase of dosages, as guidelines for obsessive-compulsive disorder treatment 
impartially suggest. It could be better in these cases to supplement with D2/5HT2 
drugs (such as risperidone, aripiprazole, and others). Valproic acid or gabapentin 
could be added to address this “activated” component. The subgroup in which 
apprehension, fear, apathy, and somatic preoccupations predominate seems a better 
candidate for 5HT antidepressant drugs, and for higher dosages of these drugs, 
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together with benzodiazepines. Finally, the identification of different dimension 
profiles in these types of patients could be useful in detecting specific obsession 
subtypes. For example, obsessive-compulsive patients with a predominance of 
Anger/Aggressiveness may express aggressive and sexual obsessions, whereas 
patients with more Sadness/Demoralisation and Apprehension/Fear components 
may express religious and somatic obsessions [16].

2.2.3.8  Eating Disorders
The eating disorders group was made up solely of outpatients (n = 37). This group 
showed a mean SVARAD profile with a 2-6-1 code type, with Sadness/
Demoralisation and Impulsivity at similar levels (both scored around 1.5), 
Apprehension/Fear as a third peak (1.3), and Somatic Preoccupation/Somatisation 
near 1. The profile appears to be significantly characterised by Impulsivity 
(Fig. 2.46). About 60% of eating disorder outpatients had an Impulsivity score from 
moderate to extreme, as well as a Sadness/Demoralisation score at the same approx-
imate level. Anger/Aggressiveness, together with Apprehension/Fear, also charac-
terised the sample, with 40% of patients ranging from 2 to 4 (Fig. 2.47).

Overall, this group appears to have a multifaceted psychopathological profile, 
with a mix of depression, anger, and anxiety. A deeper analysis reveals the lack of a 
single, unitary pattern. There are different subgroups of this group: one dominated 
by impulsivity/anger, another by anxiety/depression/impulsivity, and another by 
extreme impulsivity. This SVARAD distinction could be of significant interest for 
treatment, both for choosing medication and for establishing the psychotherapeutic 
alliance and defining treatment targets.

2.2.3.9  Somatic Symptom Disorder
The somatic symptom disorder group was also solely composed of outpatients 
(n  =  31). It showed a SVARAD mean profile with a 9-1-2 code type (Somatic 
Preoccupation/Somatisation  =  2.1; Apprehension/Fear  =  1.6), with Sadness/
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Demoralisation (1) as the third component of suffering (Fig. 2.48). One out of three 
patients showed moderate to mild Apathy, with common mild (13%) or moderate 
(19%) anger feelings (Fig. 2.49).

This diagnostic group seems to have a multifaceted psychopathological profile 
rather than a unified one. As an in-depth tool, the Diagnostic Criteria for 
Psychosomatic Research (DCPR), developed by Fava and colleagues, may be a use-
ful instrument to further investigate the somatic spectrum and to personalise treat-
ments according to specific symptom manifestation [17].
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2.2.3.10  Schizophrenia
Outpatients. The schizophrenia outpatient group (n  =  31) displayed a SVARAD 
profile with a 7-5-1 code type (Reality Distortion = 2.3; Apathy = 1.9; Apprehension/
Fear  =  1.7). Mild scores of Sadness/Demoralisation, Anger/Aggressiveness, and 
Impulsivity also characterised this outpatient group (Fig. 2.50). A subgroup (35%) 
of patients presented with moderate to severe feelings of anger, while almost one 
out of three had severe to extreme fear feelings (Fig. 2.51).

Inpatients. The mean profile of the schizophrenia inpatient group (n  =  82) 
showed a 7-1-8 code type with high Reality Distortion (2.9) and Apprehension/
Fear (1.9) and the appearance of Thought Disorganisation with a SVARAD mean 
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mean scores and standard 
deviations. Code type: 
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of 1.9. Apathy was the fourth main component (1.8) (Fig. 2.52). The analysis of 
frequencies showed a subgroup with mild or no Apathy (19.5%  scoring 0 and 
20.7% scoring 1), while a larger group (61%) scored 2 or above (Fig. 2.53).

Reality Distortion and Apathy characterised the typical schizophrenic outpatient 
and inpatient but with a multifaceted psychopathology that the standard DSM-IV 
criteria probably do not fully represent. Apathy and sadness—which probably rep-
resent the main “negative” symptoms—were present in about half of the sample. 
The SVARAD descriptive analysis seemed to suggest two main subtypes of the 
schizophrenia group, which might be an important consideration for treatment. The 
typical or atypical D2 blockers are the first-line drugs for the first subgroup (high 
in SVARAD Reality Distortion), but anticonvulsants could be added for targeting 
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and standard deviations. 
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Anger/Aggressiveness and Impulsivity in more severe cases. On the other hand, 
typical D2 blockers (and to some extent the atypical D2/5H2 drugs) might not be 
indicated for patients low in Reality Distortion and with prominent negative symp-
toms (high Apathy and Sadness/Demoralisation). An alternative choice might be 
the prescription of low-dose antidepressants, while the role of benzodiazepines 
might be considered for patients high in Apprehension/Fear. Especially with regard 
to treatment choice, the psychopathological dimensions display much greater 
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discriminatory power between schizophrenia groups, as has been shown in a previ-
ous study by our research group [18].

2.2.3.11  Schizoaffective Disorder
Schizoaffective disorder inpatients (n = 53) showed a 7-1-8 code type, with Reality 
Distortion (2.4) as the first psychopathological dimension, followed by Apprehension/
Fear (1.8), Thought Disorganisation (1.4), and Apathy (1.3) (Fig. 2.54). Although the 
same code type, the profile differs from the one of the schizophrenia group.

2.2.3.12  Delusional Disorder
Similar to other psychotic groups, the outpatient group with delusional disorder 
(n = 12) had a 7-1-2 code type, with Anger/Aggressiveness as the fourth relevant 
component (1.5) and Impulsivity (1.2) as the fifth (Fig.  2.55). The mean profile 
painted the typical patient as a delirious, fearful, potentially aggressive, and irritable 
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Fig. 2.54 SVARAD 
profile of inpatients with 
schizoaffective disorder: 
mean values and standard 
deviations. Code type: 
7-1-8 (n = 53)
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subject, prone to some impulsive reactions. The small size of this sample does not 
permit any further analysis.

2.2.3.13  Psychotic Disorder NOS
Outpatients. The psychotic NOS outpatient group included 29 subjects and showed 
a 1-7-2 code type (Apprehension/Fear  =  1.9; Reality Distortion  =  1.8; Sadness/
Demoralisation = 1.5), suggesting that the emotional components of fear, threat, and 
anxiety dominate the clinical picture, accompanying delusional thoughts. Apathy 
(1.2) is more relevant than Anger/Aggressiveness (1.1) or Impulsivity (1), which 
were both lower than in schizophrenia (Fig. 2.56).

Inpatients. The sample of inpatients with psychotic disorder NOS (n  =  213) 
showed a 7-1-6 code type, with peaks in Reality Distortion (2.4), Apprehension/
Fear (2.1), and Apathy (1.4) (Fig. 2.57). The mean profile was more similar to the 
schizoaffective profile than to the schizophrenic one, with lower Reality Distortion, 
Apathy, and Thought Disorganisation (Fig. 2.58).
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Fig. 2.56 SVARAD 
profile of outpatients with 
psychotic disorder NOS: 
mean scores and standard 
deviations. Code type: 
1-7-2 (n = 29)
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2.2.3.14  Borderline Personality Disorder
Outpatients. The borderline personality disorder outpatient group (n = 30) showed 
a 3-6-1 code type, with high Anger/Aggressiveness (1.9), Impulsivity (1.8), and 
Apprehension/Fear (1.7) scores. Also, the Sadness/Demoralisation dimension was 
consistently high (1.6) (Fig. 2.59). This group presented a multifaceted psycho-
pathological profile, with relevant within-group differences: 29% of patients 
showed severe Anger/Aggressiveness, and 42% showed moderate levels of this 
dimension; 23% presented with severe and 42% with moderate Impulsivity; 52% 
showed moderate Sadness/Demoralisation, suggesting significant depressive 
symptoms; and 16% showed mild or moderate Reality Distortion, suggesting pos-
sible hallucinations, paranoid ideation, psychoticism, and delusional thoughts 
(Fig. 2.60).
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Inpatients. The profile for the borderline personality disorder inpatient group 
(n = 22), code type 2-6-1, was similar to that of the outpatient group, with the pres-
ence of high levels of Sadness/Demoralisation (1.9), Impulsivity (1.9), Apprehension/
Fear (1.9), and Anger/Aggressiveness (1.4) (Fig. 2.61). The profile of borderline 
personality inpatients showed a multifaceted mixed emotional profile characterised 
by impulsiveness, depression, anxiety, and anger. With respect to the frequency of 
these dimensions, 77.3% showed high Impulsivity; 50% and 27.3% of patients, 
respectively, showed moderate (score 2) or severe (score 3) Sadness/Demoralisation; 
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50% showed moderate or severe Anger/Aggressiveness; 63.6% showed moderate, 
severe, or extreme Apprehension/Fear; and 22.7% showed a score of 2 or 3  in 
Reality Distortion (Fig. 2.62).

These different psychopathological dimensions suggest the necessity for carefully 
designing a personalised drug treatment regimen for borderline personality patients, 
to target the different prominent psychopathological components. For instance, 
DSM-IV criteria for borderline personality disorder do not describe depressive symp-
toms as a criterion for inclusion. However, the mean value of 1.9  in our inpatient 
sample suggested that a large subgroup was suffering from depression, with score 
values over 2. This led to the recognition of the importance of depressive symptoms 
in these patients and the need to specifically treat them with antidepressants. Meta-
analyses and reviews discuss psychopharmacological treatment of borderline person-
ality disorder, suggesting mood stabilisers, antidepressants, and atypical antipsychotics, 
often with conflicting results from controlled trials, which serves to bring about con-
flicting recommendations [19]. Often, suggestions are presented on the basis of mean 
therapeutic responses to different drugs for borderline personality disorder, but much 
of the research in this area does not distinguish which psychopathological compo-
nents improve in which patients. These inconsistent views in the literature might well 
be explained by the variance of psychopathological dimensional components within 
a sample of the same diagnostic category, as the SVARAD findings suggest. An anti-
depressant treatment could be needed in borderline personality patients with a 
Sadness/Demoralisation mean score near 2, whereas that same treatment could be 
detrimental in patients with low Sadness/Demoralisation mean scores (under 1), who 
also had high scores in Activation, Anger/Aggressiveness, or Reality Distortion.

In summary, borderline personality disorder is an example of how SVARAD- 
based precision in diagnosis can provide practical guidance to clinicians in terms of 
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personalised treatment. High scores for Sadness/Demoralisation in borderline 
patients suggest the use of low-dose 5HT antidepressants; high scores for Anger/
Aggressiveness and Impulsivity suggest the use of mood stabilisers; mild or moder-
ate scores for Reality Distortion suggest the use of atypical antipsychotics. It can 
also serve as a warning to prevent harm; for example, high Impulsivity together with 
Anger/Aggressiveness and Sadness/Demoralisation might suggest a significant risk 
of self-harm behaviours and attempted suicide, so patients with these SVARAD 
parameters should be given the highest attention and careful treatment, with possi-
ble hospitalisation.
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2.2.4  Contribution of SVARAD “Multiparametric” Profiles 
to the Treatment of Patients

As our findings show, several SVARAD dimensions are present in many diagnostic 
DSM-IV categories. A single diagnostic group often shows high variability in psy-
chopathological characteristics, with subgroups that differ along SVARAD dimen-
sions. This can be highly relevant for the understanding of cases and the optimisation 
of treatment.

Our findings suggest that DSM-IV diagnostic categories do respond to a standard 
criteria set, but they also differ according to some relevant dimensions that are not 
always represented in the criteria set. While this difference might not be relevant 
from a statistical and epidemiological viewpoint, it can make a substantial differ-
ence in terms of the therapeutic relationship and the tailoring of drug treatments to 
specific psychopathological components within a single diagnostic category.

For instance, antidepressant drugs are, as a class, all authorised for the treatment 
of major depressive disorder or generalised anxiety disorder. However, the variance 
within these two diagnostic categories might profoundly affect the response to an 
antidepressant, according to the dimensional profile of the patient [20]. Several mol-
ecules have been authorised for major depression or generalised anxiety disorder, 
leading to the misleading notion that all the cases of those disorders will be appro-
priately and correctly treated if they are given those approved molecules. Although 
psychotherapies do not have authorisation and labels, something similar to drug 
treatment probably happens. When a controlled study finds that a psychotherapy is 
better than no treatment or a waiting list condition, just the mean treatment effect for 
the group as a whole could be valuable. The nonresponders subgroup might have a 
dimensional profile of their psychopathological suffering that is not addressed by 
that psychotherapeutic intervention (for instance, anger, fear, sadness, somatisation, 
apathy, impulsivity, and so on). Taking into consideration the psychopathological 
dimensional profile of each patient might be useful for both the patient-therapist 
relationship and the choice of a specific psychotherapy, including its planning and 
combination with drug therapy. SVARAD assessment distinguishes among dimen-
sional subgroups, allowing the clinician to better address the individual needs and 
problems of each patient while at the same time driving the clinician’s attention to 
all the relevant dimensions in each case.

In some cases, a given drug may not produce the expected response for a given 
diagnostic category. Mean responses, effect sizes, and evidence of effectiveness for 
a drug or psychotherapeutic treatment vary according to several variables. One of 
these, the psychopathological dimensions of the individual case, could play a major 
role in the effectiveness of the approach. Variability of psychopathological dimen-
sions, in other words, might explain variability in response to treatments.

SVARAD “multiparametric” analysis might be useful in composing a specific 
psychopathological profile for each patient, according to the different dimensions 
present in the patient. At present, anecdotal and unpublished data—but not controlled 
or systematic data—support this suggestion. Further research is needed on the topic, 
but we think that treatments will be more effective if they are planned using the 
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patient’s dimensional profile within a diagnostic category, in other words, person-
alised treatment. The same considerations apply to both drug and psychotherapeutic 
interventions; different techniques and therapeutic programmes may be shaped 
according to the different psychopathological components of each individual patient.

Conclusions

The findings of these studies give rise to several points of discussion.
First, the findings from our inpatient and outpatient studies confirm the feasi-

bility and usefulness of the SVARAD.  Dimensional assessment using the 
SVARAD can be done in a busy clinical setting, during an ordinary psychiatric 
visit, and in an acute clinical context, with limited effort by a minimally trained 
clinician, providing interesting and useful information without additional costs. 
Although quick and easy to use, requiring only a few minutes for completion, our 
data indicate that this ease of use has not come at the price of decreased validity; 
the psychopathological dimensions of the SVARAD were well represented in 
our samples. Furthermore, these assessments resulted in interesting characterisa-
tions, quite apart from DSM-IV categorical diagnoses. The SVARAD was used 
daily in a ward of severely acute inpatients, admitted by both voluntary and com-
pulsory procedures, as well as in the assessment of patients in the emergency 
department [21] and in the outpatient clinic. Mean time for assessment and com-
pilation was around 4 min for each patient, and fulfilled the requirement for pro-
viding basic, essential descriptions of the principal component of suffering 
(according to ten psychopathological dimensions), with minimal pressure on the 
clinician to complete records. Another important quality, the repeatability of this 
basic assessment in subsequent visits, was also seen, although this was not pri-
marily tested in the present report. The SVARAD seems thus to satisfy the need 
of the clinician for a valid, easy, and very short instrument, fitted for use in a busy 
clinical setting.

Second, SVARAD dimensions clearly show the multifaceted composition of 
the psychopathology of severe, acute mental disorders, suggesting the existence 
of “trans-diagnostic” descriptors across DSM-IV and ICD-10 categories. A 
“trans-diagnostic role” can be envisioned for certain SVARAD dimensions that 
consistently contribute to the acute psychopathological suffering of several cat-
egories of DSM-IV mental disorders. For instance, the SVARAD offers concise 
and clear descriptions of how patients suffer highly significant rates of 
Apprehension/Fear in disorders outside the anxiety disorders area. Such disor-
ders (for which the DSM or ICD criteria do not formally require description of 
anxiety or fear in the criteria set for categorical diagnosis) include major depres-
sion, depressive disorder NOS, schizophrenia, psychotic disorder NOS, bipolar 
disorders both in manic/hypomanic and depressive episodes, and borderline per-
sonality disorder, with the highest peak in bipolar disorder-mixed episode. The 
SVARAD Sadness/Demoralisation dimension is also high in several mental dis-
orders categories, outside the mood disorders area. Again, our study found that 
the SVARAD Anger/Aggressiveness dimension (which does not have a definite 
DSM or ICD diagnostic category except in antisocial personality disorder) was 
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well represented in several diagnostic groups, including borderline personality 
disorder, bipolar disorder (manic/hypomanic and mixed episodes), and psychotic 
disorder NOS. Interestingly, it is also represented in a significant subgroup of 
depressed patients (see Chap. 6 for a more detailed examination of this issue). 
Few SVARAD dimensions, e.g. Disorganisation, Reality Distortion, and 
Obsessiveness, were involved in only a few diagnostic groups; most spanned 
many diagnostic groups.

Third, an interesting finding is the ability of the SVARAD to describe the 
psychopathological variability within a single diagnostic DSM-IV (and now 
DSM-5) category of mental disorders in a large sample. The findings suggest 
how SVARAD assessment could give a first glance at how variable and multifac-
eted the psychopathological components within a single diagnostic category can 
be. This constitutes one major contribution of dimensional analysis in enhancing 
the present categorical approach to mental disorders. The case of anxiety and 
depression in our sample is a fine example of this. Patients who fit the diagnostic 
criteria set for major depressive disorder report a mean SVARAD profile consist-
ing of the triad Sadness/Demoralisation, Apathy, and Apprehension/Fear 
SVARAD dimensions, followed by the Somatic Preoccupation/Somatisation 
dimension. While the first two SVARAD dimensions are well recognised in 
DSM-IV and ICD criteria as components of major depressive disorder, 
Apprehension/Fear is not well recognised by the DSM-IV or the ICD.  In our 
inpatient sample, it was the third most prominent dimension in major depressive 
disorder. Another undervalued dimension is Somatic Preoccupation/Somatisation, 
which was the fourth most prominent clinical presentation in our major depres-
sive disorder inpatient sample. This might be related to the comorbidity of anxi-
ety and depressive disorders [15, 22], as well as to the debate about the choice of 
hierarchical and exclusion criteria followed by DSM criteria [23]. The natural 
coexistence of anxiety and depression was a commonly recognised presentation 
in classifications from the pre-DSM III era [24]. The Feighner criteria [25] pro-
vided a first attempt to cope with the problem, while the research diagnostic 
criteria (RDC) [26], with the introduction of a set of criteria for many disorders, 
cleared the way for the dichotomous- tree decision rules of the algorithmic proce-
dure of the DSM-III, which assign a patient to a depressive disorder or an anxiety 
disorder according to his/her main psychopathological symptoms.

Another example is the relevance of the Impulsivity and Anger/Aggressiveness 
psychopathological dimensions in the major depressive disorder group. In accor-
dance with several previous studies by our research group, they confirm these 
components as the fourth and fifth significant dimensions, respectively, after 
Sadness/Demoralisation, Apprehension/Fear, and Apathy. A subgroup of major 
depressive disorder and depressive NOS patients seem to display substantial lev-
els of anger, irritability, and impulsivity. This finding underscores the need to 
recognise this area of suffering in major depressive disorder patients—an area 
that is not openly represented in DSM and ICD criteria—and the need to tailor 
specific psychopharmacological and psychotherapeutic treatments to address 
these dimensions, in addition to the dimensions classically associated with 
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depression. Recognising and addressing these two psychopathological dimen-
sions could reduce suffering, the risk of activation, and suicide risk in these 
patients, especially during the first phase of antidepressant treatment. Patients 
with certain dimensional profiles might require D2-blockers and especially mood 
stabilisers, together with appropriate psychological interventions and communi-
cation strategies (such as specific attention to de-escalation techniques by the 
healthcare personnel). The clinically routine use of SVARAD could give the psy-
chiatrist and the clinical psychologist the ability to explore and “see” these sig-
nificant components of suffering—currently overlooked by standardised 
diagnostic criteria—and to treat them appropriately.

Finally, the findings from a severe, acute inpatient sample, together with those 
from the outpatient sample, led to the consideration that the categorical approach 
to diagnosis is, while without a doubt valid, not the only one available. The sup-
plemental use of the dimensional approach can better capture the complexity and 
multifaceted psychopathology underlying current categories of mental illness and 
thereby optimise diagnosis and, moreover, treatment choices. The categorical 
approach can represent a valid choice as an efficient diagnostic system, but it is 
accompanied by two costs: one is the underrepresentation of components present 
in the mental disorder (e.g. anxiety in depressives and depression in anxious 
patients), which can lead to untreated needs. Another is the possibility of an unin-
tentional misconception—implied by the DSM classification—that anxiety/fear is 
not a component in major depressive disorder (because the criteria do not include 
anxiety or fear in the characterisation of major depressive disorder). Conversely, 
depression components are not significant in anxiety disorders (at least they do 
not fulfil the criteria for a full comorbidity with two separate diagnoses). One 
could argue that the DSM era might have led to a generation of psychiatrists well 
equipped to diagnose through dichotomous decisions with mutually exclusive cat-
egories, but unable to recognise the complex components and sub-components of 
psychopathological suffering. Andreasen, in 2007, said: “Since the publication of 
the DSM-III in 1980, there has been a steady decline in the teaching of careful 
clinical evaluation that is targeted to the individual person’s problems and social 
context and that is enriched by a good general knowledge of psychopathology. 
Students are taught to memorize DSM rather than to learn complexities from the 
great psychopathologists of the past. By 2005, the decline has become so severe 
that it could be referred to as the death of phenomenology in the United States” 
[27]. A dimensional approach such as that facilitated by the SVARAD could miti-
gate this negative drift. The categorical approach might well be integrated with a 
dimensional one, to reach a full representation of the distinct components of suf-
fering in each diagnostic category of mental disorder.
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On the basis of our experience, we suggest the need to integrate the categori-
cal diagnosis process with a dimensional approach. We propose a three- step 
procedure:

1.  Perform a preliminary categorical diagnosis (for instance, according to 
DSM 5 or ICD-10).

2. Perform a dimensional assessment using the SVARAD instrument.
3.  Construct a pharmacological and psychotherapeutic treatment regimen on 

the basis of the dimensional profile.

This three-step procedure could be very useful in addressing variability within 
the same category of mental disorder and in working toward the aim of person-
alised treatment [28]. This sequential, categorical-dimensional approach may 
help train young psychiatrists and clinical psychologists to think in a more flex-
ible way that allows for the recognition of all the actual components of a patient’s 
psychopathological suffering. Such recognition can then form that basis for tai-
lored, personalised treatments. The development of optimal treatments that con-
sider the additional information provided by dimensional assessment is currently 
a work in progress that requires further study.

Table 2.4 shows a possible overview of the dimensional approach, including 
the link between each SVARAD dimension, the neurotransmitters implicated in 
their alteration, the underlying brain networks, and suggested pharmacological 
and psychotherapeutic treatments (Table 2.4).

The present study has several limitations. First, patients were not diagnosed 
with a structured diagnostic interview. However, the diagnoses were made after 
a professional psychiatric examination, and were confirmed for accuracy by an 
experienced faculty psychiatrist, who carefully reviewed all clinical records. 
Although the presence of a comorbid disorder may have been missed in some 
cases, this should not have had a substantial influence on the results. Second, 
our analysis does not include psychometric data, such as the MMPI-2 and 
BPRS scores (we presented only mean group values of these as a description 
of the samples). Further analysis is expected to enrich our preliminary find-
ings. Third, we based our evaluation on only a cross-sectional dimensional 
assessment; we did not report longitudinal data or pre- and post-treatment data. 
We also did not present data coupling different SVARAD profiles with differ-
ent psychopharmacological choices within the same diagnostic category. 
Further, carefully designed, prospective studies are needed to confirm our pre-
liminary results and to further the aim of our work: the development of 
enhanced psychiatric methods for personalised diagnosis and treatment of 
mental disorders.
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3.1  The Apprehension/Fear Dimension: General 
Considerations

As extensively reviewed by Crocq in a recent work on the history of anxiety [1], the 
word anxiety derives from the Latin substantive angor and the corresponding verb 
ango (to constrict). A cognate word is angustus (narrow). These words derive from 
an Indo-European root that has produced Angst in modern German (and related 
words in Dutch, Danish, Norwegian, and Swedish). Interestingly, the same relation-
ship between the idea of narrowness and anxiety is attested in Biblical Hebrew. In 
fact, Job expresses his anguish (Job 7:10) literally with the Hebrew expression “the 
narrowness (tsar) of my spirit”. In French, as well as in other Romance languages, 
anxiété (anxiety, from the Latin anxietas) is often differentiated from angoisse 
(anguish, from the Latin angustıa). Sometimes, the two terms are considered syn-
onymous by some authors. Anxiété was described as including the psychological 
and cognitive aspects of worrying. In contrast, angoisse was defined as the experi-
ence of spastic constriction of voluntary or involuntary muscle fibres. Angoisse 
could be experienced as a constriction affecting the muscles of all systems: bron-
chial spasm, shortness of breath, intestinal cramps, vaginismus, urinary urgency, 
pseudo-angina pectoris, and headache.

Between classical antiquity and modern psychiatry, there was an interval of cen-
turies when the concept of anxiety as an illness seems to have disappeared from 
written records. Patients with anxiety did exist, but they were diagnosed with other 
diagnostic terms. The last and most successful of these new diagnoses was Beard’s 
neurasthenia. In 1621, Robert Burton published his treatise The Anatomy of 
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Melancholy. Burton’s work is generally quoted in the context of depression. 
However, Burton was also concerned with anxiety. At that time, the meaning of 
melancholia was not limited to depression but encompassed anxiety as well. 
Generally, the diagnosis of melancholia could be applied to a variety of clinical 
pictures with negative affect or internalising symptoms. A key criterion of melan-
cholia was the fact that the patient would remain quiet, an agitated patient qualified 
for a diagnosis of mania, in Greek, or furor, in Latin. For Burton, fear and sorrow 
were intimately linked. These concepts influenced clinicians until the eighteenth 
century, since medical authors published clinical descriptions of panic attacks, but 
they did not label them as a separate illness. Rather, symptoms of panic attacks were 
often considered to be symptoms of melancholia. In the late nineteenth and early 
twentieth century, anxiety was a key component of various new diagnostic catego-
ries, from neurasthenia to neuroses. George Miller Beard first described neurasthe-
nia in 1869. Its symptoms were manifold, ranging from general malaise, neuralgic 
pains, hysteria, and hypochondriasis to symptoms of anxiety and chronic depres-
sion. Pierre Janet (born 1859) developed the idea that anxious manifestations could 
be triggered by subconscious “fixed ideas”. He coined the term “psychastenia” for 
what was supposed to be one of the two major neuroses, along with hysteria. Freud 
separated anxiety neurosis from neurasthenia. He coined many of the terms that are 
used today for various anxiety disorders, even though these terms have by now 
largely shaken off their original psychoanalytical connotations. In the same period, 
Emil Kraepelin gave much attention to anxiety as a symptom associated with other 
diagnoses, but wrote less extensively on anxiety as a separate diagnosis.

In the DSM-I (1952), anxiety was almost synonymous with “psychoneurotic 
disorders”. The DSM-I states that the chief characteristic of neurotic disorders is 
anxiety. According to the apparent manifestations, the diagnosis might be “anxi-
ety reaction” (when the anxiety is diffuse and not restricted to specific situations 
or objects), “dissociative reaction” or “conversion reaction” (when the impulse 
causing the anxiety is “converted” into functional symptoms in organs or parts of 
the body), “phobic reaction” (when the patient’s anxiety becomes detached from 
a specific idea, object, or situation in his or her daily life and is displaced to some 
symbolic idea in the form of a specific neurotic fear), “obsessive–compulsive 
reaction” (when the anxiety is associated with the persistence of unwanted ideas 
and of repetitive impulses to perform acts), and “depressive reaction” (when the 
anxiety is allayed and partially relieved by depression and self-deprecation). In 
the DSM-II, the overarching category for anxiety symptomatology was called 
“neuroses”. Panic disorder is a relatively new diagnostic category. Its conception 
arose out of clinical observations by Donald Klein (1964) that a subgroup of anx-
ious patients who had panic attacks tended to do well when treated with imipra-
mine in contrast to those with other anxiety disorders. Panic disorder was first 
formally recognised by the Feighner Criteria (1972) and Research Diagnostic 
Criteria (1978), before finally entering the official American Psychiatric 
Association nomenclature in the DSM-III (1980).

Anxiety- and fear-related disorders are extremely common in the general popula-
tion, being among the most frequent psychiatric illnesses, with a lifetime prevalence 
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of 29% [2]. Anxiety and fear are adaptive evolutionary states that can guard against 
environmental (external) or self-triggered (internal) threats, but maladaptive reac-
tions have also emerged in human evolution [3, 4]. Thus, anxiety- and fear-related 
disorders may be considered as maladaptive conditions in which disproportionate 
responses to stress, or even self-evoked responses, are displayed and associated with 
impaired real-world functioning [5, 6]. Anxiety- and fear-related disorders have a 
deep nosological history. Greek and Latin physicians and philosophers distin-
guished anxiety and fear from other types of negative affect and identified them as 
medical disorders; this has been extensively reviewed elsewhere [1].

The current classification of anxiety disorders has become increasingly specific 
since the late 1970s [7]. In 1968, in the second edition of the Diagnostic and 
Statistical Manual of Mental Disorders (DSM-II), the overarching category for anx-
ious symptomatology was called neuroses [8]. It was stated that anxiety was the 
chief characteristic of the neuroses, which established anxiety and neurosis as quasi 
synonyms [7, 8]. The DSM-II included three anxiety disorders (anxiety, phobic, and 
obsessional neuroses). In the DSM-III (1980), the DSM-II’s anxiety neurosis was 
split into two newly created disorders, panic disorder (PD) and generalised anxiety 
disorder (GAD); later, post-traumatic stress disorder (PTSD) was introduced [6, 9]. 
Thus, the DSM-III’s chapter on anxiety disorders was reorganised as follows: (1) 
phobic disorders, subdivided into agoraphobia (with or without panic attacks), 
social phobia, and simple phobia; (2) anxiety states, subdivided into PD, GAD, and 
obsessive–compulsive disorder (OCD); and (3) PTSD [6–8]. The increasing knowl-
edge about neurobiological, genetic, and psychological features of anxiety- and 
fear-related disorders led to the most recent DSM classification [10, 11]. In the 
DSM-V, OCD and PTSD have been separated from the category of anxiety spec-
trum disorders, which still includes (among others) the diagnoses of PD, GAD, and 
phobias. These diagnostic categories share the core essential feature of being char-
acterised by an excessive fear response and/or worry that interferes with functioning 
or causes significant distress (see ref. [11] for an extensive review on diagnostic 
classification of anxiety disorders).

Increasingly, the scientific community is recognising that such a diagnostic clas-
sification and the resulting diagnostic categories are not optimal for classifying and 
comparing individuals for the purposes of understanding pathophysiology and, ulti-
mately, improving therapeutics [12–15]. Starting from evidence of epidemiological 
and clinical studies consistently reporting high rates of co-occurrence between anxi-
ety and other major psychiatric disorders, many investigators are advocating taking 
a dimensional approach to anxiety- and fear-related symptoms (see ref. [15] for a 
review). This co-occurrence, indeed, seems to relate to shared symptom descriptors 
that suggest underlying dimensions that have been arbitrarily divided into discrete 
categories. Of note, these latent variables demonstrate clearer patterns of heritabil-
ity and relationships to early psychosocial stressors than do disorders formally clas-
sified through a categorical approach [16].

Starting from these considerations, we tried to classify the anxiety- and fear- 
related symptom descriptors into a unique dimension, called “Apprehension/Fear” 
(A/F). A clear definition of the A/F dimension has been provided by our research 
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group: “State of anxiety and worry; sense of constriction; perception of imminent 
threat; feelings of worry, fear, and anguish” [17]. Individuals with high levels of A/F 
are plagued by unpleasant, fearful thoughts and images and concerns about physi-
ological symptoms. They invariably report persistent fear reactions that include 
pounding heart, palpitations, exaggerated startle, breathing irregularities, sweaty 
palms, and tense muscles [18]. These symptoms are associated with impaired work-
place performance and hefty economic costs [19], as well as an increased risk of 
cardiovascular morbidity and mortality [20]. As conceptualised before by Yerkes–
Dodson [21], and later redefined by Hans Selye [22], performance shows an 
inverted-U relation with anxiety and fear, with increasing A/F improving perfor-
mance until a maximum is reached, after which performance falls away, becoming 
poor at high A/F levels.

Of note, a dimensional approach to assessing fear and anxiety has also been 
emphasised by the NIMH’s Research Domain Criteria (RDoC) framework and may 
help to promote investigations of the psychobiology of these symptoms across dif-
ferent categories of patients and non-patients [23].

3.2  Neurotransmission, Neurophysiology, 
and Neurophysiopathology of Apprehension/Fear

3.2.1  Genetics

Many studies have shown that anxiety- and fear-related disorders tend to run in 
families [24]. Specifically, the risk of these disorders is approximately four to six 
times higher in first-degree relatives of affected probands compared with relatives 
of unaffected probands [25]. Of relevance, first-degree relatives of probands with 
one anxiety disorder are at risk for a range of other anxiety disorders, and twin stud-
ies have documented genetic overlap among most, if not all, anxiety disorders [26]. 
Indeed, a growing body of evidence shows that the shared genetic component 
among panic disorder (PD), phobias, and generalised anxiety disorder (GAD) is 
substantially larger than their disorder-specific genetic components, providing fur-
ther support for a dimensional approach to anxiety- and fear-related symptomatol-
ogy [26, 27].

The majority of candidate genes explored in association with A/F are related to 
serotonin (SLC6A4, HTR1A, and HTR2A), γ-aminobutyric acid (GABA; GABRB3 
and GABRA5), stress hormones (CRHR1), and neuropeptides (BDNF, NPSR1, and 
ACE), but a recent comprehensive meta-analysis of the 23 most widely studied can-
didate variants found no robust associations [27, 28]. Indeed, like other psychiatric 
disorders, anxiety disorders are likely to be highly polygenic, involving thousands 
of genetic variants of modest effect (please see ref. [27] for an extensive review).

However, it is not difficult to conceive that several experiential factors might 
influence the development of high levels of A/F in any individual. A fascinating 
aspect of anxiety disorders is indeed the exquisite interplay of genetic and experien-
tial factors. While there is little doubt that abnormal genes predispose individuals to 
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pathological anxiety states, evidence clearly indicates that traumatic life events and 
stress are also aetiologically important [29].

3.2.2  Neurophysiology

From a neurophysiological perspective, fear and anxiety can be considered as phys-
iological brain states, caused by external or internal stimuli, that are able to elicit 
specific defensive behavioural responses as well as physiological, hormonal, and 
autonomic reactions [30, 31]. Behavioural correlates of fear and anxiety have 
evolved to enable the organism to avoid or reduce harm and thus ensure its survival 
[30]. These behavioural responses are highly conserved across different animal spe-
cies, reflecting their key relevance from an evolutionary perspective [32]. However, 
in humans, excessive fear and chronic anxiety represent major burdens on affected 
individuals and, given their high prevalence, on wider society [11, 19]. While a 
distinction between fear and anxiety is commonly made in both clinical and pre-
clinical literature, the borders that define these two constructs are blurred, and the 
literature is sometimes controversial. Fear and anxiety have considerable overlap 
with respect to subjective, behavioural, physiological, and neurological characteris-
tics; however, some key differences can be highlighted [33]. A popular distinction is 
that while fear is elicited by factual, acute sensory input (i.e. occurs in response to a 
specific object), anxiety can be evoked by potential, anticipated threats. In line with 
this consideration, the RDoC maps fear onto the “acute threat” domain and anxiety 
onto the “potential threat” domain of the negative valence system construct [16, 23].

Anxiety is less well understood than fear, and much of what constitutes this com-
plex state remains to be elucidated. Given that excessive fear is a key component of 
the anxiety spectrum, it is not surprising that the search for the biological underpin-
nings of the anxiety domain has its roots in, and has been closely intertwined with, 
studies of biobehavioural fear circuits in animal models [33]. Most of our understat-
ing about neural and biobehavioural circuits underlying the fear system stems from 
studies using the fear conditioning paradigm (consisting of fear acquisition and 
extinction) [34].

This experimental paradigm consists of pairing an aversive stimulus (uncondi-
tional stimulus, e.g. an electric shock) with a neutral stimulus (e.g. a green light), 
resulting in the neutral stimulus becoming a signal of imminent threat (conditioned 
stimulus) that is now capable of eliciting a conditioned fear response. In both humans 
and animal models, this translates into fear acquisition [35]. Fear extinction, in turn, 
is induced when the conditioned stimulus is repeatedly presented without the aver-
sive outcome, resulting in a decline of the conditioned fear response [35].

Fear acquisition involves an interplay between a number of key structures (see 
also Fig. 3.1). These include, but are not limited to, the amygdala, the anterior cin-
gulate cortex (ACC), and the hippocampus [31]. In fear acquisition/learning, sen-
sory input signals from the auditory, visual, olfactory, somatosensory, and 
nociceptive systems about the conditioned and unconditioned stimuli are mainly 
conveyed to one of the amygdala nuclei: the lateral amygdala (LA) [36]. The LA is 
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a cortex-like structure, approximately 80% of which consists of glutamatergic spiny 
projection neurons, which connect extensively with a number of different brain 
areas [30, 36].

The LA projects to the basal nuclei and the intercalated cell masses (ITC). 
The basal nuclei contain two subgroups of neurons: the so-called “fear neurons” 
and “extinction neurons” [30]. When fear is expressed, the LA activates the 
“fear neurons” of the basal nuclei, which in turn send excitatory projections to 
another relevant amygdala nucleus: the central amygdala (CEA). At the same 
time, the LA projections to the ITC prevent inhibition of the CEA by these 
nuclei. The CEA is the main output region of the amygdala, with projections to 
subcortical and brainstem areas [30, 31]. It coordinates the behavioural responses 
to threat stimuli, including freezing, opioid-mediated analgesia (through con-
nections with the periaqueductal grey, PAG), and startle reflex potentiation 
(through the nucleus reticularis pontis caudalis) [37]. The CEA is also con-
nected to monoamine systems in the brain, including the dorsal/ventral striatum 
(dopamine), locus coeruleus (norepinephrine), and raphe nuclei (serotonin) [2]. 
Finally, the CEA activates hypothalamic nuclei producing the classical periph-
eral stress response, with increased sympathetic arousal, hypothalamus–pitu-
itary–adrenocortical (HPA) axis activation, and increased release of 
glucocorticoids (GCs) and epinephrine/norepinephrine into the bloodstream [2, 
30, 31].

The hippocampus is important for context-specific fear conditioning and for 
encoding of contextual information during conditioning and is thus assumed to con-
tribute to the context specificity of fear responses. Furthermore, the hippocampus is 
also involved in fear expression, through modulation of the activity of the dorsal 
anterior cingulate cortex [38].

Auditory

Hippocampus

ACC

Lateral amygdala ITC Central amygdala

Basal nuclei
Fear Neurons

Behavioral response to threat stimuli

PAG - LC
Dorsal striatum - Raphe nuclei Hypothalamus

Stress response and autonomic pathway

Fear conditioning
Context specificity of fear responses

Perceptual/sensory
brain networks

Visual Olfactory Somatic Nociceptive

Fig. 3.1 Simplified neural circuits underlying the Apprehension/Fear dimension. The dotted lines 
represent inhibitory pathways. ACC anterior cingulate cortex, ITC intercalated cell masses, PAG 
periaqueductal grey, LC locus coeruleus
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Fear extinction involves new learning and covers three phases: acquisition, con-
solidation, and retrieval of extinction [2, 30, 31]. The distributed network that con-
trols fear extinction involves many of the same brain areas that are important for 
fear acquisition, including the amygdala, the ACC, and the hippocampus [30, 36]. 
While the same structures are involved in both fear acquisition and extinction, dif-
ferent sets of neurons are assumed to act through different molecular mechanisms—
see ref. [39] for an extensive review.

3.2.3  Neurophysiopathology

Both fear acquisition and extinction are valid means to model features of anxiety- 
and fear-related symptoms. Indeed, fear acquisition can become dysfunctional if 
the organism continues to display fear responses in the absence of danger, and an 
inability to accomplish fear extinction is assumed to largely contribute to the main-
tenance of symptoms over time [39].

A dysfunctional fear conditioning process may thus lead to the onset of symp-
toms related to the anxiety/fear dimension in humans. What triggers this dysfunc-
tion is a complex interplay between environmental and genetic factors [40]. The 
pathology of the anxiety/fear system has been conceptualised as learning (fear 
acquisition) under severe stress, which thus represents one of the most relevant trig-
gers [2, 30, 31]. However, exposure to stress is a necessary—but not sufficient—
condition. Indeed, stress and the stress response are important for survival and, in 
nature, are not pathological, but instead adaptive [41].

Genetics and epigenetic modifications of the fear system and the related neural 
and biobehavioural systems can lead to dysfunctions. Research progress in this area 
may largely contribute to the understanding of fear-related dysfunctions by provid-
ing further insight into the nature of anxiety/fear symptoms.

In terms of brain circuitry, a dysfunctional fear conditioning process and the 
resulting development of symptoms can be conceptualised as the consequence of 
an increased “bottom-up” stimulus (mainly from an exaggerated activation of the 
amygdala and the hippocampus in response to threating stimuli) and a decreased 
“top-down” control provided by the frontal lobe (mainly from the cingulate 
 cortex) [2, 23].

It has been postulated that the inhibitory inputs from the frontal cortex to limbic 
regions may be disrupted in anxiety disorders, resulting in unrestrained amygdala 
activity and thereby an increase in A/F symptoms [30]. This view is consistent with 
studies showing decreased connectivity between emotion-generating areas (amyg-
dala) and cortical regulatory regions (ACC) [42, 43]. These studies found connec-
tivity to be inversely related to symptom severity. Further, connectivity increased 
after anxiety treatment [44].

Overall, these findings point to a potential deficit in the fear conditioning system 
caused by the hyper-activation of emotion-generating regions coupled with dys-
function in emotion-regulating regions [42, 43]. The plastic changes induced in the 
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lateral amygdala and the dorsal hippocampus might contribute to the stabilisation of 
the fearful memory, a phenomenon probably associated with fear extinction process 
abnormalities [2, 23]. Of note, fear extinction learning has been used as a model for 
exposure techniques in behavioural therapy, and it could explain the results in terms 
of increased connectivity obtained by the previously mentioned studies [44].

3.2.4  Neurotransmission

Increased activity in emotion-processing brain regions could result from decreased 
inhibitory signalling by GABA or increased excitatory neurotransmission by gluta-
mate [45]. Of note, there is strong evidence to support a role for NMDA-type gluta-
mate receptor (NMDAR)-dependent plasticity at sensory afferents to the 
LA. Pharmacological blockade of NMDARs abolishes not only fear conditioning at 
the behavioural level but also its physiological correlates in the LA [46].

Neurotransmitters other than GABA and glutamate, such as serotonin 
(5- hydroxytryptamine, 5-HT), norepinephrine (NE), and dopamine (DA), seem to 
play a relevant role in the pathogenesis of anxiety- and fear-related symptoms [33].

The strongest human evidence suggesting a role for NE in the genesis of A/F 
symptoms comes from studies of the anxiogenic and anxiolytic properties of cen-
trally acting selective noradrenergic drugs, some of which exert these actions on 
one of the most important NE nuclei: the locus coeruleus [47]. Clonidine and 
yohimbine are two well-known alpha-2 adrenergic modulators (agonist and antag-
onist, respectively) [48]. Alpha-2 adrenergic receptors are known to be present as 
autoreceptors on the cell bodies and terminals of noradrenaline neurons, where 
they regulate the firing rate and noradrenaline released per nerve impulse [48]. 
Thus, blockade of alpha-2 receptors increases locus coeruleus noradrenergic firing 
as well as NE release; this may explain how in patients with panic disorder, yohim-
bine (alpha-2 antagonist) increases anxiety and the frequency of panic attacks. The 
opposite effects can be observed after clonidine (alpha-2 agonist) administration in 
humans [47, 48].

The raphe nuclei presumably play an important role in the serotonergic aspects 
of the A/F dimension [49]. As mentioned above, these nuclei are extensively con-
nected with most of the brain structures of the fear conditioning system [33, 49]. 
In particular, an excitatory projection from the locus coeruleus to the dorsal 
raphe may be important in the serotonin release observed in the ACC, amygdala, 
and hypothalamus in response to anxiogenic stimuli [50]. Additionally, projec-
tions from the dorsal raphe also extend to and inhibit the locus coeruleus, sug-
gesting a possible negative feedback mechanism [30]. Of note, chronic SSRI 
administration suppresses locus coeruleus firing in rats [51]. To give further 
strength to the role of the serotonin system in the onset of A/F symptoms, a pio-
neer study by Hariri et al. [52], recently confirmed by two independent and large 
meta-analyses [53, 54], showed that increased amygdala reactivity to fear-rele-
vant stimuli was significantly associated with the expression of the S allele 
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(short, low-activity allele) of the serotonin transporter. Of interest, the same 
polymorphism and epigenetic modifications of the transcription start site of this 
transporter have been linked to changes in functional coupling of the amygdala 
with the dorsal anterior cingulate cortex and increased amygdala reactivity, 
respectively [55]. Other studies have provided additional evidence for the role of 
serotonergic system genes (HTR1A, HTR2A, HTR3A, TPH2, and MAOA) in 
amygdala reactivity, functional connections with the amygdala, and the onset of 
fear/anxiety psychopathology [16].

The dopaminergic system has also been investigated in several studies. Won and 
Ham [16, 56] showed an association between the COMT Met allele and greater 
amygdala–orbitofrontal cortex connectivity. Other dopamine-related genes have 
been associated with amygdala reactivity as well, including the dopamine trans-
porter DAT1/SLC6A3 (9-repeat allele of the VNTR with higher left amygdala acti-
vation) the receptor DRD2 and the polymorphism rs1800497 in the DRD2/ANKK1 
region [16, 56]. Other regulators of the activity of the A/F system include the vesic-
ular monoamine transporter (vMAT), which packages these neurotransmitters into 
vesicles; the transmitter-specific serotonin transporter (SERT), and dopamine trans-
porter (DAT); the enzyme monoamine oxidase, which degrades 5-HT, DA, and NE; 
and the enzyme catecholamine-O-methyltransferase (COMT), which degrades DA 
and NE [16, 56].

In the central nervous system, classic neurotransmitters often are packaged 
and co-released with neuropeptides, many of which are expressed in limbic 
regions where they can influence stress and emotion circuitry [57]. The func-
tional implications of these limbic co-localisations have been addressed in 
numerous reviews [58, 59]. Neuropeptides with particularly strong links to anxi-
ety- and fear-related psychopathology include cholecystokinin (CCK), neuro-
peptide Y (NPY), and substance P (Sub-P) [57–59]. CCK-B receptor agonists 
reportedly have an anxiogenic effect in animals and are panicogenic in patients 
with panic disorders [58]. NPY is synthesised in the arcuate nucleus, which 
receives inputs from the locus coeruleus. In rodent models, NPY has been shown 
to suppress the firing of the locus coeruleus and to antagonise the stress response 
peripherally [57]. Additionally, NPY projections to the CEA, the nucleus accum-
bens, PAG, and hippocampus may be involved in the NPY anxiolytic effects 
[57–59]. Sub-P binds to the neurokinin-1 receptor (NK-1), the activation of 
which, in the hypothalamus, inhibits the secretion of corticotropin- releasing hor-
mone [57–59].

3.2.5  From Neural Circuits to Biobehavioural System 
Dysregulation: The Stress Response

An important aspect of A/F neurocircuitry is its overlap and interaction with the 
neurocircuitry that orchestrates the stress response (e.g. medial prefrontal cortex, 
insula, amygdala, and hippocampus: for a review, see ref. [60]).
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The HPA axis is a major pathway by which stress exerts its effect on the brain 
and the rest of the body, and it is believed to be relevant to the development of 
A/F symptoms [60]. A generally consistent finding is that the HPA axis in indi-
viduals with high levels of A/F is chronically activated [2]. In the HPA axis 
pathway, the lateral paraventricular nucleus of the hypothalamus releases CRH, 
which in turn stimulates the production of ACTH by the pituitary gland; the 
ACTH stimulates the production of cortisol by the adrenal gland [61]. Cortisol is 
considered a primary stress hormone of the body, having varied effects on metab-
olism, the autonomic nervous system, the immune system, and brain functions 
[2, 60, 61]. A number of studies and review articles suggest that chronic stress, 
which is tightly related to the A/F dimension, is associated with mild hypercorti-
solemia and prolonged sympathetic nervous system activation, which in turn 
could favour accumulation of visceral fat, insulin resistance, and hypertension 
[62]. The chronic activation of the HPA axis could thus represent a potential 
explanation for the high incidence of cardiovascular disorders in individuals with 
high levels of A/F [20]. Chronic HPA axis activation also affects the immune 
system, including the release of humoral immune factors. These include cyto-
kines such as interleukin-1 (IL-1) and IL-6 [39] that can in turn cause further 
release of CRH, which in theory serves to increase glucocorticoid effects and 
thereby self-limit the immune activation [39].

It has been suggested that early developmental stress exposure alters A/F cir-
cuitry via altered sensitivity and responsivity of the CRH and adrenergic systems, 
and recent advances in morphological work have suggested a potential mechanism 
for the effects of stress on fear conditioning and extinction [2, 39]. Chronic stress 
decreases dendritic branching in the hippocampus and ACC, but increases dendritic 
branching in the amygdala [39, 63]. This pattern could lead to increased condition-
ing and impaired extinction, and both of these processes could cause changes in 
anxiety-/fear-related behaviours, thus generating a vicious cycle [30].

3.3  From Psychobiology to the Clinic: The Trans-diagnostic 
Relevance of the Apprehension/Fear Dimension 
in Psychiatric Disorders

Of note, most of the above-mentioned neurocircuitry and peripheral system dys-
regulations (among the others: increased amygdala reactivity, reduced top-down 
control by the frontal lobe on the limbic system, chronic HPA axis activation, and 
immune system activation), which characterise individuals with high levels of A/F, 
are often expressed throughout the spectrum of psychiatric disorders [64–66]. This 
provides further evidence that A/F is a dimension that cuts across traditional diag-
nostic boundaries. This trans-diagnostic ability is in line with the data shown in 
Chap. 2, which indicate frequent comorbidity of the anxiety spectrum categorical 
diagnoses with other major psychiatric disorders, such as mood and psychotic dis-
orders. Indeed, in the whole group of outpatients (n = 1124) and inpatients (n = 847) 
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examined in the multi-parametric analysis in Chap. 2, A/F was the dimension with 
the highest values in all the diagnostic categories, further suggesting its trans- 
diagnostic relevance.

In the outpatient population, the highest scores for A/F were observed in anxiety 
spectrum disorders, i.e. GAD, PD, and anxiety disorders NOS—as well as in 
OCD. High scores of A/F were also observed in psychotic spectrum disorders, par-
ticularly in individuals with psychotic disorder NOS and delusional disorders and in 
patients with major depression. The lowest mean scores for A/F were observed in 

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

 

Outpatients 
Apprehension/Fear

M
ajo

r d
ep

re
ss

ive
 d

iso
rd

er
Dys

th
ym

ia

Dep
re

ss
ive

 d
iso

rd
er

 N
OS

BD - 
de

pr
es

siv
e 

ep
iso

de

BD - 
hy

po
m

an
ic/

m
an

ic 
ep

iso
de

Sch
izo

ph
re

nia

Psy
ch

ot
ic 

dis
or

de
r N

OS

Delu
sio

na
l d

iso
rd

er

Gen
er

ali
se

d 
an

xie
ty 

dis
or

de
r

Bor
de

rlin
e 

pe
rs

on
ali

ty 
dis

or
de

r

Obs
es

siv
e-

co
m

pu
lsi

ve
 d

iso
rd

er

Eat
ing

 d
iso

rd
er

Anx
iet

y d
iso

rd
er

 N
OS

Pan
ic 

dis
or

de
r

Som
at

ic 
sy

m
pt

om
 d

iso
rd

er

Fig. 3.2 SVARAD 
Apprehension/Fear 
dimension across 
outpatients’ diagnostic 
categories: mean scores 
and standard deviations

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

 

Outpatients
Anxiety disorder NOS 

N = 51

App
re

he
ns

ion
/F

ea
r

Sad
ne

ss
/D

em
or

ali
sa

tio
n

Ang
er

/A
gg

re
ss

ive
ne

ss

Obs
es

siv
en

es
s

Apa
thy

Im
pu

lsi
vit

y

Rea
lity

 D
ist

or
tio

n

Tho
ug

ht 
Diso

rg
an

isa
tio

n

Som
ati

c P
re

oc
cu

pa
tio

n/S
om

ati
sa

tio
n

Acti
va

tio
n

Fig. 3.3 SVARAD profile 
of outpatients with anxiety 
disorder NOS: mean scores 
and standard deviations. 
Code type: 1-2-9 (N = 51)

3 The Apprehension/Fear and Somatic Preoccupation/Somatisation Dimensions



94

patients with BD and eating disorders (Fig. 3.2). As could be expected, within single 
diagnostic categories, A/F was the most relevant dimension (i.e. highest SVARAD 
score) among the anxiety spectrum disorders (GAD, PD, anxiety disorder NOS) 
(see Figs. 3.3, 3.4, and 3.5). Despite the high A/F scores in OCD, patients suffering 
from this disorder were also characterised by comparable levels of  Sadness/
Demoralisation and higher levels of Obsessiveness (see Fig.  3.6). Similarly, the 
dimensional profiles of psychotic spectrum disorders, such as psychotic disorder 
NOS and delusional disorder, were characterised by high levels of A/F and 
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comparable or greater levels of Reality Distortion (see Figs. 3.7 and 3.8). The most 
relevant dimension for major depression was Sadness/Demoralisation, followed by 
A/F (see Fig. 3.9).

In the inpatient population, the highest scores for A/F were observed in indi-
viduals with OCD, psychotic disorder NOS, BD with mixed episodes, and major 
depressive disorder (see Fig. 3.10). It is worth noting that none of the inpatients 
described in Chap. 2 had a diagnosis of anxiety spectrum disorders such as GAD, 
PD, or anxiety disorders NOS.  Inpatients and outpatients with OCD, psychotic 
disorder NOS, and major depressive disorder showed similar dimensional profiles. 
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Of note, inpatients with bipolar disorder having a mixed episode had the highest 
dimensional scores in A/F, followed by Sadness/Demoralisation, Impulsivity and 
Activation.

3.3.1  Clinical Cases

With the aim of further highlighting the relevance of the dimensional approach to 
anxiety and fear across different diagnostic categories and, consequentially, 
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introducing therapeutic approaches, it is instructive to describe some exemplary 
clinical cases.
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Case 1: A/F Within the Panic-Agoraphobic Spectrum
FM, a 37-year-old housekeeper, reported the onset of panic attacks at the 
age of 18. She recalled her first attack vividly: it occurred when she was in 
her classroom at high school. Describing the episode, she said “there was no 
need for me to be nervous. I was just sitting in class when my heart began to 
beat extremely fast, my skin began to tingle, and I felt like I was dying”. 
Over the following years, further attacks became frequent, occurring more 
or less on a daily basis. In some periods, the patient experienced up to five 
attacks per day. With her fear of attacks, FM began to avoid crowded places. 
She went to church regularly, but she sat near the exit. The severity of pho-
bic avoidance increased, and FM used to regularly ask her family members 
or friends to accompany her every time she needed to go out for work or 
shopping.

FM had not previously sought treatment since she thought that nobody 
could really help her. After several requests for assistance in the emergency 
rooms of different general hospitals, she received a diagnosis of panic disor-
der and was prescribed paroxetine (up to 20 mg/day). After 1 month of treat-
ment, she was free of attacks, and within 4 months, symptoms of avoidance 
were also in remission. After 1 year of treatment, the paroxetine daily dose 
was gradually reduced to 10 mg/day, and at 4 years of follow-up, the patient 
had maintained good control over all anxiety symptoms. In the interim, she 
had divorced, since her husband proved unable to cope with a more confident 
and independent spouse.
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Case 3: A/F Within Presentations of “Soft” Bipolar Spectrum
Sometimes in patients presenting with A/F symptoms, what appears to be an 
anxiety disorder may mask a hidden condition of bipolarity. This picture not 
infrequently presents with severe apparent symptoms of comorbid panic anxi-
ety and is most frequent in patients with a bipolar II course. Some authors 
have observed that the presence of hyperthymic personality features may rep-
resent a predisposing factor. When treated with an antidepressant normally 
used to treat A/F symptoms, these patients may show a sharp worsening of 
their A/F symptoms. In some of these cases, if agitation and impulsivity 
increase, these patients may even develop suicidal ideation or may attempt 
suicide.

Patient IG, a 50-year-old building contractor, was seen in the emergency 
room of a general hospital, where he was taken by ambulance after a suicide 
attempt: taking very high doses of bromazepam and lormetazepam and quite 
seriously injuring his forearms with a kitchen knife.

This suicide attempt took place during a period in which the patient expe-
rienced growing symptoms of irritability, impulsivity, severe agitation, and 
depressive ideation associated with mood acceleration. During this period, 
comorbid panic attacks were quite frequent, and the clinical picture closely 
resembled presentations of the panic–agoraphobic spectrum, with a severe 
agoraphobic avoidance.

These symptoms showed a significant worsening after the patient was 
started on antidepressants (venlafaxine, paroxetine), just a few months before 
the suicide attempt. Soon after beginning treatment with these compounds, he 
became more irritable and impulsive and self-aggressive behaviours appeared.

Case 2: A/F in Generalised Anxiety Disorder
SC, a 21-year-old college student, presented for evaluation of “nervous” prob-
lems. He reported never having been depressed, but, for as long as he could 
remember, he recalled always having been anxious. He described a sharp 
increase in his symptom severity after he finished high school and moved 
away from home to attend college.

SC worried about everything: physical appearance, grades in school, 
friends, health conditions of his parents, and sexual inexperience. He was 
mildly tremulous and swallowed frequently; sweat was beaded on his brow. 
He knew of being constantly tense and unable to relax and was recently evalu-
ated for stress headaches. He chewed gum to counter chronically dry mouth 
and often had clammy hands and a feeling of a lump in his throat. There was 
no apparent explanation for his chronic anxiety, but stress made his condition 
worse. He requested anxiolytics but agreed to also try relaxation techniques 
and mindfulness exercises. On the whole, these treatments brought him a 
sense of control over his anxiety.
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3.4  Treatment of Apprehension/Fear

3.4.1  Psychotherapy

The systems underlying the A/F dimension can be targeted with psychotherapy 
interventions (see ref. [64] for an extensive review). Cognitive-behavioural 
 therapy for A/F has been consistently associated with increased prefrontal cortex 
activity and increased ACC–amygdala functional connectivity, consistent with 
the hypothesised top-down cortical substrates suggested in Sect. 3.2.3. Minor 
evidence also supports psychodynamic psychotherapy. Causative factors (predis-
posing, precipitating, and perpetuating) should be identified, and wherever pos-
sible, attempts should be made to tackle these. Helpful reading materials, e.g. 
information brochures for each anxiety condition, with contact details for agen-
cies catering to the counselling and support of persons with psychiatric problems 
(including anxiety disorders) are recommended. Psychological treatments play 
an important role in the management of anxiety disorders; however, patient pref-
erence and motivation determine choice of treatment. General practitioners and 
nurses can be trained to deliver a range of specific anxiety management strate-
gies, including breathing control, relaxation, and problem-solving techniques. 
However, extensive training is essential before specific interventions, such as 
cognitive-behavioural therapy, can be done safely and effectively. The effective-
ness of therapy depends on a good therapeutic relationship, with a fundamental 
agreement on the goals and tasks of therapy and commitment to the working 
relationship between therapist and patient. The duration, frequency, and nature 
of treatment should be collaboratively agreed upon at the outset. The patients’ 
social, cultural, and religious/spiritual views and beliefs should be respected by 
the therapist or treating clinician. Cognitive-behavioural therapy is a pragmatic 
combination of concepts and techniques from cognitive-behavioural therapies. 
Cognitive techniques (e.g. identification and modification of negative automatic 
thoughts and dysfunctional assumptions and schemas/core beliefs) in combina-
tion with behavioural techniques (e.g. exposure to feared situations/objects) are 
used with the aim of achieving symptom relief and relapse prevention. Phobias 
and obsessional fears tend to persist when there is avoidance of the feared situa-
tion. In exposure therapy, the patient is gradually exposed to a graded set of 
feared situations/objects/thoughts until fears spontaneously reduce (termed 
“habituation”). Exposure must be of sufficient duration for habituation to occur. 
Repeated exposure brings about further reduction of anxiety and a concomitant 
increase in a sense of mastery over the fear.

The patient reported that, in the past, he had experienced mood swings and 
developed several periods of slight hypomania. One year before his suicide 
attempt, the patient had experienced serious economic problems for which he 
had to sell off his company.
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With regard to anxiety syndrome within the panic spectrum, the goal of psycho-
therapy treatment is to eliminate panic attacks, anticipatory anxiety, and avoidance. 
Psychoeducation for patients with anxiety disorders involves teaching patients 
about the disorder and discussing treatment options, modalities of treatment, and 
coping strategies. The support of family members, friends, support groups, and 
community organisations can also benefit the patient. Psychoeducation has been 
shown to improve quality of life, reduce symptoms, and improve treatment out-
comes. Cognitive-behavioural therapy is the only type of psychotherapy shown to 
be efficacious in the treatment of panic disorder, with or without agoraphobia [67]. 
The treatment components of cognitive-behavioural therapy may include psycho-
education, in vivo exposure to feared situations, interoceptive exposure, cognitive 
restructuring, continuous panic monitoring, and breathing retraining. 
Pharmacotherapy and psychotherapy can be used in combination for treatment of 
panic disorder with or without agoraphobia. Although monotherapy with SSRIs is 
effective, meta- analytic studies have demonstrated the superiority of combined cog-
nitive-behavioural therapy with pharmacological treatment over monotherapy [68].

Regarding GAD, cognitive-behavioural therapy administered by experienced 
therapists has shown good evidence of efficacy in generalised anxiety disorder [69]. 
However, combination therapy is not demonstrably superior to either cognitive-
behavioural therapy or pharmacotherapy alone [70] and may add significantly to the 
cost of treatment for the patient. While combination therapy (addition of medication 
to cognitive-behavioural therapy) will enhance short-term outcomes, there is no evi-
dence to determine, at present, whether or not combination therapy will improve 
long-term outcomes.

When treating specific phobias, the goals of treatment are the mastery of fear and 
the recovery of function. Components of cognitive-behavioural therapy for a spe-
cific phobia may include systematic desensitisation, imaginal exposure, and in vivo 
exposure. Medications alone are of little benefit in specific phobia, except in cases 
where there has been substantial reductions in quality of life. As much as 70–85% 
of specific phobias could be effectively treated by exposure therapy [64, 71].

When treating patients with social anxiety, exposure to feared situations is a 
crucial component of cognitive-behavioural therapy. Group cognitive-behavioural 
therapy approaches are also useful and often include elements of social skills train-
ing. Cognitive-behavioural therapy interventions include in vivo exposure, cogni-
tive restructuring, relaxation training, and self-control desensitisation, of which 
exposure- based interventions are the most efficacious for social anxiety [64, 71].

Evidence suggests that cognitive-behavioural therapy is an effective treatment 
for post-traumatic stress disorder [64, 72]. The components of cognitive- behavioural 
therapy include prolonged exposure to memories of the traumatic event.

3.4.2  Pharmacotherapy

Over the last two decades, pharmacological treatments for anxiety disorders have 
become more effective and tolerable (see ref. [64] for an extensive review). At the 
same time, research has yielded a vastly improved understanding of the 
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neurobiological and physiological mechanisms involved in chronic anxiety and 
stress responses, suggesting new approaches to the treatment of anxiety disorders. 
Despite these impressive changes, however, between one-third and one-half of 
patients on a modern antidepressant do not achieve sustained remission from anxi-
ety [73]. Unfortunately, although patients often use antidepressant medications for 
years, high-quality data on the drugs’ long-term efficacy are limited. The problem 
is compounded by the growing number of different drug classes, which has prompted 
clinicians to combine drugs and change dosing regimens without good data on opti-
mal treatment combinations.

3.4.2.1  Selective Serotonin Reuptake Inhibitors (SSRIs) 
and Serotonin–Norepinephrine Reuptake Inhibitors (SNRIs)

The widely studied SSRIs, and to a growing degree, the SNRIs, are considered the 
first-line pharmacological treatments for anxiety disorders [74]. Specific phobia is 
the exception. In specific phobia, these medications have rarely been studied or used 
clinically because exposure therapy is considered the first-line treatment. The few 
studies comparing SNRIs to SSRIs show similar responses. SSRIs and SNRIs work 
by blocking the reuptake of serotonin or norepinephrine, respectively, which 
increases synaptic levels of 5-HT or norepinephrine in the synapse. This starts a 
cascade of downstream effects on other neurotransmitters, second messengers, and 
immediate early genes, ultimately producing long-term neurochemical changes in 
the brain.

It is thought that anxious patients are more sensitive to jitteriness with these 
agents, though this has not been conclusively studied. These effects can be mini-
mised by starting at a low dose and increasing the dose gradually over 2–4 weeks. 
SSRIs have been associated with increased suicidal ideation, prompting the US 
Food and Drug Administration’s (FDA) “black box” warning for individuals 
24 years old or younger. The evidence behind this warning has been widely criti-
cised [75], and many experts consider it appropriate to prescribe SSRIs to children 
with severe functional impairment when followed by careful monitoring.

In addition to SSRI-like side effects, venlafaxine is associated with elevations in 
blood pressure, making this a safety issue with older adults and those with cardio-
vascular issues. Data from patients with depression, and some uncontrolled data 
with anxiety, suggest that about 20% of patients may need 10–12 weeks or longer 
before responding. Thus, increasing the dose to the highest level tolerated is always 
recommended for any patient with an incomplete response (i.e. not having achieved 
remission). Psychological factors, including negative beliefs about perceived harm-
ful effects, stigma, and lack of “buy in” to the treatment rationale, are negatively 
associated with adherence and desired outcome [76]. These issues can be addressed 
through careful psychoeducation and monitoring.

There are serious questions about how much, and in whom, the placebo effect 
contributes to antidepressant response. In a recent meta-analysis, Fournier et al. [77] 
found that for patients with mild or moderate depression symptoms, drug response 
(compared with placebo) may be minimal or nonexistent; however, for patients with 
very severe depression, the benefit of antidepressants over placebo is substantial. 
However, a recent study with a much larger and more complete database suggests 
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that initial severity of depression is unrelated to antidepressant response [78]. The 
relationship of response to initial severity should be systematically examined in the 
anxiety disorders as well.

3.4.2.2  Other Antidepressants
Extensive studies of TCAs show that they have similar efficacy to SSRIs for panic 
disorder and generalised anxiety disorder [79]. TCAs are lethal in overdose and, 
compared with SSRIs, have a markedly broader, more problematic, and less toler-
able side effect profile, including dry mouth, blurred vision, constipation, urinary 
retention, cardiac arrhythmia, tachycardia, sedation, postural hypotension, dizzi-
ness, and headache. Nonetheless, TCAs may work when first-line agents do not.

Monoamine oxidase inhibitors (MAOIs) are effective for both panic symptoms 
and for social anxiety and are thought by some experts to be excellent options for 
severe, treatment-resistant anxiety disorders [80]. However, they have the worst side 
effect profile and greatest safety burden of all antidepressants. Patients on an MAOI 
can experience dangerous hypertensive reactions if they consume foods that contain 
tyramine (e.g. cheese, beer, and wine) or use certain drugs (e.g. meperidine, decon-
gestants, or energy drinks containing ephedrine or phenylpropylamine). They may 
also gain weight, lose sleep, and feel sedated during the day while taking MAOIs. 
Thus, clinicians do not routinely prescribe MAOIs to their patients with anxiety 
disorders, although they are probably not considered frequently enough in treatment- 
resistant patients.

Few double-blind, placebo-controlled RCTs have examined the efficacy of other 
antidepressants for anxiety disorders. Mirtazapine may be efficacious in SAD [81] 
and post-traumatic stress disorder [82]; nefazodone in PTSD but not GAD [83]; and 
trazodone in GAD [84]. Finally, bupropion has not demonstrated efficacy in PTSD 
or PD [85], although it is often used as an adjunctive antidepressant across the anxi-
ety disorders.

3.4.2.3  Benzodiazepines
Benzodiazepines bind to a specific receptor site on the gamma-aminobutyric acid–
A receptor (GABA–A) complex and facilitate GABA inhibitory effects by acting on 
a chloride ion channel. They were initially considered first-line treatments for anxi-
ety because of their tolerability and equal efficacy to TCAs, but became second-line 
options when it became clear that SSRIs were both more tolerable and efficacious. 
Currently, benzodiazepines are primarily used for individuals who have had subop-
timal responses to antidepressants [86].

Benzodiazepines are also used for their potent, short-term effects (e.g. flying on 
an airplane) or to help reduce anxiety during the initial weeks of an antidepressant 
when anxiolytic effects have yet to occur. These uses are appealing to the patient but 
not always desirable, as they can reinforce pill taking, serve as a safety signal that 
undermines self-efficacy [87], and become incorporated into the conditioned fear 
response. These concerns are exacerbated when benzodiazepines are taken on an 
as-needed basis. As-needed use links pill taking to rapid reduction in anxiety, pow-
erfully reinforcing avoidance in anxiety-provoking situations and encouraging 
longer- term reliance on the drug.
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Chronic benzodiazepine use is associated with physiological dependence, short- 
term cognitive and psychomotor impairment, and rebound anxiety upon discontinu-
ation. Patients with a history of substance abuse are at increased risk of abusing 
benzodiazepines. Where clinically indicated, benzodiazepines can be gradually 
tapered and eventually discontinued over a period of several months while starting 
another medication or CBT [88].

3.4.2.4  Alpha–Delta Calcium Channel Anticonvulsants
Anticonvulsants of the alpha–delta calcium channel class, including both gabapen-
tin and the newer agent pregabalin, widely reduce neuronal excitability and resem-
ble the benzodiazepines in their ability to alter the balance between inhibitory and 
excitatory neuronal activity. Also, similar to benzodiazepines, these drugs have a 
rapid onset of action and are superior to placebo for GAD [89] and SAD [90]. Meta- 
analytic evidence suggests that pregabalin may even reduce depressive symptoms 
that co-occur with GAD [91]. These drugs have fewer problems with abuse, toler-
ance, and withdrawal than benzodiazepines and, in fact, have been used as treat-
ments for both alcohol [92] and stimulant dependence [93].

Gabapentin has been examined as a therapy for treating social phobia, panic and 
somatoform disorders, anxiety in breast cancer survivors, and surgery-associated 
anxiety, with mixed results. Gabapentin was superior to placebo in the treatment of 
symptoms associated with social phobia, according to both patient- and clinician- 
rated scales, and proved superior to placebo in reducing hot flashes and anxiety in 
breast cancer patients who had completed chemotherapy cycles [94]. Several stud-
ies report gabapentin as effective in reducing perisurgical anxiety in otherwise psy-
chologically healthy patients. The available data suggest that gabapentin is a 
potentially effective adjuvant agent in the treatment of PTSD. However, monother-
apy gabapentin appears ineffective for the prevention of PTSD after a traumatic 
event has occurred.

3.5  The Somatic Preoccupation/Somatisation Dimension: 
General Considerations

The overarching category of somatic symptom disorders includes conditions that 
share the common feature of physical symptoms that induce undue discomfort, 
distress, or dysfunction. Abdominal pain, bloating, dizziness, chest pain, pelvic 
pain, intolerance of food, palpitations, and joint pains are common symptoms and 
typical reasons for doctor visits [95]. Some of these symptoms have base rates of 
more than 30% in the general population [96]. Although the probability of remit-
tance is substantial for individual symptoms, many affected people have multiple 
symptoms that tend to be persistent. A diversity of diagnoses and labels have been 
suggested for these complaints, e.g. the complaints have been associated with 
unexplained physical symptoms, subjective health complaints, fibromyalgia, 
chronic fatigue syndrome, and multiple chemical sensitivity syndrome [97]. 
Patients affected by these disorders are associated with high utilisation of health-
care systems and high cost.
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Hypochondria, also known as hypochondriasis, is an extreme depression of mind 
or spirits often centred on imaginary physical ailments. It is also sometimes called 
health phobia and is referred to as an excessive preoccupation or worry about hav-
ing a serious illness. Its cause is still unknown and persists even after a physician 
has assured the patient that he or she is healthy. The term hypochondria comes from 
the Greek hypo (below) and chondros (cartilage of the breast bone) and is thought 
to have been originally coined by Hippocrates. It was thought by many Greek physi-
cians of antiquity that many ailments were caused by the movement of the spleen, 
an organ located near the hypochondrium (the upper region of the abdomen just 
below the ribs on either side of the epigastrium). Later use in the nineteenth century 
employed the term to mean, “illness without a specific cause”, and it is thought that 
around that time period the term evolved to be the male counterpart to female hys-
teria. In modern usage, the term hypochondriac is often used as a pejorative label for 
individuals who hold the belief that they have a serious illness despite repeated reas-
surance from physicians that they are perfectly healthy. Hypochondria is sometimes 
also confused with malingering, an intentional falsification of illness.

Psychiatric nosology has never readily accommodated patients with physical 
symptoms that lack an organic basis and in whom psychological factors are thought 
to be aetiologically relevant. The terms “hysteria”, “hypochondriasis”, and “func-
tional disorder” have been used more or less interchangeably, since the end of the 
eighteenth century, to describe such disorders. But any historical account of these 
disorders has to consider the term “neurosis”, introduced in 1769 by Cullen. He 
insisted that the neuroses never resulted from “local” but from “general” alterations 
of the nervous system. The first description of medically unexplained symptoms in 
contemporary nosology was given by Paul Briquet in 1859. Patients with Briquet’s 
syndrome feel that they have been sickly most of their lives and complain of a mul-
titude of symptoms referable to numerous different organ systems. This conviction 
of illness persists despite repeatedly negative and unrevealing consultations, hospi-
talisations, and diagnostic procedures. Most patients gradually fall ill in their teen-
age years. Briquet’s syndrome, currently known as somatisation disorder, is rare in 
males. In the mid-nineteenth century, along with the development of a technologi-
cally and anatomically oriented medicine, the concept of neurosis came under 
attack. These advances led to a reductionist view, based on localisation and a reduc-
tion to the anatomical level, that was in conflict with the concept of neurosis. During 
the latter part of the nineteenth century, neurasthenia was regarded as the quintes-
sential “functional disorder”. Neurasthenia provided the most respectable label for 
distressing, but not life-threatening, complaints. It was generally preferred by clini-
cians to its nearest alternatives: hypochondria, hysteria, and insanity. However, 
towards the end of the nineteenth century, the organic cause of neurasthenia became 
difficult to sustain. Together with other influences, such as the rise of neurology as 
a medical specialty and Freud’s attempt to detach “anxiety attacks” from the main 
group of neurasthenic disorders, interest in neurasthenia began to wane. In the opin-
ion of clinicians, neurasthenia was no longer considered as an organically deter-
mined illness managed by a neurologist; instead, it came to be viewed as a psychiatric 
disorder connoting vulnerability and constitutional deficiency. The word 
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“functional” also became equated with “psychologically determined”, and this use 
of the word has continued to the present day.

More recently the term “somatisation” has been introduced to describe patients 
with somatic complaints that do not have an organic basis. This term, however, is 
generic and subsumes a wide range of clinical phenomena. It is now used to describe 
the variety of processes that lead patients to seek medical help for bodily symptoms 
that are misattributed to organic disease. It may be acute, subacute, or chronic, and 
may be applied transnosographically, since it is more optimally seen as a process 
rather than as a disease entity. According to Lipowski, somatisation does not neces-
sarily imply that the patient does not have a concurrent physical illness.

In the DSM-V, the disorders included under the “Somatic Symptom Disorders” 
heading are somatic symptom disorder, illness anxiety disorder, and conversion dis-
order. However, beyond those patients whose symptoms satisfy diagnostic criteria 
for these disorders, in the “real-world” patients with psychiatric diagnoses belong-
ing to other areas, who present several “unexplained medical symptoms”, are 
extremely frequent (trans-nosology of somatisation) [98].

In this section, we will refer also to those patients whose physical symptoms 
are not strictly confined to diagnoses of the “somatoform” area. These presenta-
tions account for 15–30% of primary health-care consultations and up to 20% of 
internal and neurological inpatient populations [99]. Two terms commonly used 
in any discussion of somatoform disorders include unexplained or “functional” 
somatic symptoms and hypochondriasis (illness anxiety). These terms differ in 
crucial ways. The former is a term used to describe somatic symptoms not caused 
by physical disease or tissue damage. The latter is a term that indicates an unreal-
istic fear or belief that one has a disease, most often based on the perception of an 
unexplained somatic symptom. In the case of illness anxiety disorder, the disor-
ders carry the additional component of intrusive unpleasant thoughts about dis-
ease, compulsions to check for reassurance, and an accompanying negative 
appraisal of bodily symptoms that results in fear or avoidance. Because the terms 
illness anxiety disorder and somatic symptom disorder are often used interchange-
ably by primary care clinicians, it is worth emphasising that in illness anxiety 
disorder, the fear of a serious illness preoccupies the patient, and the compulsive 
checking serves to temporarily reduce the anxiety, creating a mental state and 
behavioural response that is quite similar to obsessive–compulsive disorder. In 
somatic symptom disorder, on the other hand, the primary concern is not cata-
strophic, life-threatening illness but concern about multiple unexplained somatic 
symptoms.

A somatoform disorder that presents with several different features is conversion 
disorder [100]. Conversion disorder, unlike the other somatoform disorders, requires 
a stressor to precede the onset of the loss of function. Given the often-cited sym-
bolic significance of the part of the nervous system that is affected and given the 
lack of conscious awareness by the patient of the relationship between the stressor 
and the area of somatic dysfunction, it is clear that patients with conversion symp-
toms have more of a dissociative process at work rather than a primarily somatising 
one or obsessional thinking.
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According to other authors, DSM-V somatic symptom disorders seem to neglect 
important clinical phenomena, such as illness denial, resulting in a narrow view of 
patients’ functioning. In this perspective, some innovative concepts in this field may 
be found in the Diagnostic Criteria for Psychosomatic Research (DCPR), which 
were introduced in 1995 by an international group of investigators to expand the 
traditional domains of the disease model. Data from recent studies proved that the 
additional information provided by the DCPR was able to enhance the decision- 
making process. The DCPR are a set of 12 “psychosomatic syndromes” that provide 
operational tools for psychosocial variables with prognostic and therapeutic impli-
cations in clinical settings. Eight syndromes concern the main manifestations of 
abnormal illness behaviour: somatisation, hypochondriacal fears and beliefs, and 
illness denial. The other four syndromes (alexithymia, type A behaviour, demorali-
sation, and irritable mood) refer to the domain of psychological factors affecting 
medical conditions. The DCPR were found to be more sensitive than the DSM-IV 
in identifying subthreshold psychological distress and characterising patients’ psy-
chological response to medical illness [101].

3.6  Neurotransmission, Neurophysiology, 
and Neurophysiopathology of Somatic  
Preoccupation/Somatisation

As extensively reviewed by Rief and colleagues [102], most models of somato-
form symptoms emphasise the interaction of cognitive and perceptual processes 
with behavioural, affective, and biological changes. Although there is evidence 
that all of these features contribute to the perception of physical com-
plaints,  somatoform disorders are frequently misunderstood as mere cognitive-
attributional phenomena [102].

3.6.1  Autonomic Physiological Arousal

Somatoform symptoms could in theory result from heightened physiological activ-
ity. Increased physiological activation increases the likelihood of perception and 
misattribution of bodily signals [103]. Although it is evident that perception is sub-
stantially influenced by psychological factors, physiological activation of variables 
such as heart rate or others could still play an independent role. Empirical investiga-
tion of this basic hypothesis is less frequent than expected. In Pennebaker’s model, 
the perception of physical symptoms is determined by the intensity of the interocep-
tive signal itself divided by the intensity of external stimulation (“distraction”) 
[104]. This model would suggest a direct relationship between the intensity of phys-
iological signals and the severity of somatoform symptoms. Physiological hyper-
reactivity would therefore be a risk factor for the development of physical symptoms. 
In a study by Rief and Auer [105], the psychophysiological reactivity of patients 
with multiple somatoform symptoms was assessed during relaxation and mental 
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distress. The span of apprehension test, which requires continuous attentional pro-
cessing, was used as a mental stressor. This is a choice reaction time task with visual 
stimuli including differing numbers of distracting elements. For most physiological 
signals included in this study (such as muscular reactivity, electrodermal responses, 
and peripheral circulation), no significant differences between healthy controls and 
patients with somatisation syndrome were found. In healthy controls, the change 
from attention tasks to rest periods was associated with a substantial decrease in 
heart rate (“recovery response”). This reduced physiological activity after mentally 
distressing tasks was not found in patients with somatisation syndrome. This effect 
was not determined by depression or anxiety.

3.6.2  The Endocrine System

The endocrine system, in particular the hypothalamic–pituitary–adrenal axis (HPA), 
is activated by stress and also influences pain perception. Stress and pain percep-
tions are both relevant to somatoform disorders. Even though among the hormones 
of the HPA axis, cortisol has been investigated the most, the results of these studies 
are equivocal. Some authors emphasise the comparability with post-traumatic stress 
disorders, finding that distressed patients with “unexplained” physical symptoms 
showed a tendency for hypocortisolism [106]. Other studies have found normal or 
even increased concentrations of free cortisol [107, 108]. Some authors argue that 
the activity of the HPA axis changes depending on the timeline of the stressors, with 
different HPA axis responses for acute stress vs. long-lasting, chronic stress. These 
variations might interact with changes in symptoms and pain perception, with hypo-
algesia during acute stress, but hyperalgesia following chronic states of distress. In 
another study, Gaab and others confirmed normal cortisol concentrations in 
somatoform- associated disorders (chronic fatigue syndrome), but found evidence 
for enhanced glucocorticoid sensitivity in response to in vitro dexamethasone stim-
ulation [109].

3.6.3  Somatoform Symptoms and Immunology

Immune stimulation seems to activate both analgesia and hyperalgesia circuitry 
[110]. Some immune parameters seem to be associated with the subjective feeling 
of being ill. Lekander and others [111] demonstrated that there is a correlation 
between self-rated health and levels of circulating cytokines. Activation of the 
immune system seems to induce illness behaviour patterns that are similar to those 
seen in depression and somatisation. Dantzer and his group investigated the effect 
of injecting the proinflammatory cytokine IL-1 into the brain of rats, and they 
could show that this induces sickness behaviours such as social withdrawal, reduc-
tion of physical activity, and others [112]. These results suggest that in some cases, 
immune changes can induce behaviour changes that are relevant for somatisation 
syndrome. However, it remains unclear whether this causality can also be 
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bidirectional and whether it contributes especially to the development and mainte-
nance of somatoform symptoms in humans. In depressed people, higher concentra-
tions of parameters of the proinflammatory system have been described. Increased 
concentrations of soluble CD8 T-lymphocytes in depressives have been described, 
but the concentrations in patients with somatisation syndrome were decreased 
[113]. Also, the concentrations of interleukin-6, one of the major cytokines con-
firmed to play a role, reduced proinflammatory capacity in patients with somato-
form disorders.

3.6.4  Neurotransmission

Serotonin plays a major role in various pain conditions, such as migraine [114]. 
Serotonin-associated disorders such as depression are typically associated with 
altered pain perception thresholds [115]. However, this is not the only rationale for 
investigating amino acids in somatoform disorders. Physical weakness, bodily 
exhaustion, and fatigue are not only possibly triggered by the central nervous sys-
tem but can also have peripheral sources, such as energy metabolism in the muscles 
[116]. The concentration of branched-chain amino acids (such as valine, leucine, 
and isoleucine) was found to be different among patients with somatisation syn-
drome, depressives, and controls, with reduced concentrations in both clinical 
groups. These reductions were, however, more pronounced in somatisation than in 
depression [117]. These amino acids compete with other amino acids (such as tryp-
tophan) at the blood–brain barrier. In addition, however, they are also relevant for 
energy metabolism in the muscles. Therefore, this might be a correlate of the sub-
jective feeling of weakness which is a typical symptom not only of somatisation 
syndrome but also of somatoform-associated disorders such as chronic fatigue syn-
drome. Schwarz [116] and others found that low levels of 5-HIAA and tryptophan 
were related to higher pain scores in fibromyalgia patients, a result that might be 
relevant to somatisation syndrome. Moreover, there was a tendency towards an 
association of higher pain scores with higher serum concentrations of the neuropep-
tide substance P, suggesting an antagonistic relationship between substance P and 
the serotonergic system in nociception.

3.6.5  Brain Circuitries

The conscious perception of symptoms takes place in the brain. Evoked potentials 
reflect both attention and filtering processes [118]. Modern brain imaging tech-
niques have been widely used in pain research, but few studies involve somatoform 
disorder patients. In pain research, the existence of a “pain matrix”, including struc-
tures of the spinal cord, brainstem, hypothalamus, amygdala–hippocampus, pre-
frontal and cingulate cortex, as well as the thalamus and somatosensory cortices, is 
widely accepted [119]. It can be expected that at least some of these areas are also 
involved in the perception of somatoform symptoms.
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Modern brain imaging techniques are only beginning to be applied to somato-
form symptoms. It can be expected that somatosensory areas are involved, but also, 
both prefrontal and right parietal regions are thought to be components of a distrib-
uted neural network that integrates processes of attention and awareness [120]. 
Hakala and colleagues compared PET results from ten women with multiple 
somatoform symptoms to healthy controls [121]. They found lower glucose metab-
olism rates in caudate nuclei, left putamen, and right precentral gyrus. The patients 
also showed bilateral enlargement of caudate nuclei volumes. Abnormalities of the 
caudate nuclei have also been found for body dysmorphic disorder [122]. However, 
the specificity of these findings remains unclear. Brain imaging techniques in 
somatoform disorders have also been used in patients with conversion symptoms. 
Altered somatosensory-evoked responses in specific forebrain areas have been 
described [123], as well as decreased regional blood flow in the thalamus and basal 
ganglia contralateral to the sensorimotor deficit [124]. Experimental fMRI studies 
provide perhaps one of the most exciting insights into brain processes involved in 
the maintenance of chronic complaints. The effect of distraction on pain perception 
was demonstrated by Bantick et  al., who found that distraction leads to reduced 
activity in pain-associated centres [125], again supporting a signal-filter model as 
presented below.

3.6.6  A Signal-Filter Model of Somatoform Symptoms

Somatoform disorders can be understood as disorders in the perception of bodily 
signals. Therefore, as suggested by Rief et al. [102], all biological approaches have 
to be discussed in light of their possible influence on the perception of bodily 
signals.

Most body parts send sensory signals to the brain. Due to neural filtering pro-
cesses, most of these signals do not come to consciousness in healthy people. This 
is also the basis of the gate control theory in pain research. In somatoform disorders, 
physical sensations are perceived and interfere with planned behaviour and inten-
tional thinking. Consequently, as Rief and colleagues suggest [102]: “reasons for 
these misperceptions can be either amplified sensory signals (e.g. strong sensory 
input), reduced filtering capacities, or further factors influencing the strength of the 
signal or the capacity of sensory filters” (e.g. selective attention because of health 
anxiety or immunological changes during infections: see Fig. 3.11).

In the model in Fig. 3.11, possible psychobiological and psychological influ-
ences in somatoform disorders are grouped to signal amplifying versus filtering 
reduction effects. The general cognitive activation theory of stress [126] can be 
combined easily with this signal-filter model of somatoform symptoms. The pri-
mary stress response leads to an activation, which increases physiological signals. 
In most people, this does not lead to prompt symptom perception, as most dis-
tressing situations offer substantial distraction. Only when the situational distrac-
tion ends and the physiological activation continues does the risk for the perception 
of bodily signals increase. This is especially the case in chronic states of distress. 
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As Ursin and Eriksen point out, only sustained high arousal levels constitute a 
potential health risk. In somatoform disorders, sensitisation might also play a role 
[127]. Sensitisation describes the fact that the same signals can lead to increas-
ingly amplified perceptions. Although the bodily signal may continue to be of 
minor amplitude, it might be perceived as more and more intense. The repeated 
perception of physical signals in combination with uncertainty about the origin of 
the sensations can hinder the habituation that would ordinarily be expected. The 
cognitive component of this model has already been well described in the somato-
sensory amplification model [128], but sensitisation also refers to a neuronal 
process.

In sum, somatoform symptoms have biological components that have an impor-
tant role in creating a vicious circle together with cognitive, behavioural, and emo-
tional features. However, most of the studies cited above have specific shortcomings, 
e.g. most are cross-sectional in nature. Therefore, these results do not allow any 
conclusions regarding the sequence and timeline of the single components during 
development and persistence.

3.7  From Psychobiology to Clinic: The Trans-diagnostic 
Relevance of the Somatic Preoccupation/Somatisation 
Dimension in Psychiatric Disorders

The data presented in Chap. 2 further provide evidence for the existence of a Somatic 
Preoccupation/Somatisation (S/S) dimension cutting across traditional diagnostic 
boundaries.

Bodily signals

Factors increasing
physical signals:

Factors decreasing filter
activity:

Over-arousal
Distress
Chronic HPA axis
Physical deconditioning
Sensitization
Others

Selective attention•
•
•
•
•
•

•
•
•
•
•
•

Infections
Health anxiety
Depressive mood
Lacking distraction
Others

Filter system Cortical perception

Fig. 3.11 The filter model for the Somatic Preoccupation/Somatisation dimension
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In the outpatient population (n = 1124), the highest S/S scores were observed in 
somatic symptom disorder (Fig. 3.12). High scores for S/S were also observed in 
anxiety spectrum disorders, particularly in individuals with anxiety disorder NOS 
and panic disorder, as well as in eating disorders (Figs. 3.13, 3.14, and 3.15). Not 
surprisingly, within single diagnostic categories, S/S was the most relevant dimen-
sion (i.e. the one having the highest scores) among those investigated using the 
SVARAD for somatic symptom disorders (Fig. 3.12). Despite the high values of S/S 
in panic disorder and anxiety NOS, patients suffering from these disorders were 
characterised by greater levels of A/F and comparable levels of Sadness/
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Demoralisation (Figs. 3.13 and 3.14). Similarly, the dimensional profiles of eating 
disorders were characterised by high levels of S/S, but greater levels of A/F, Sadness/
Demoralisation, and Impulsivity (Fig. 3.15).

In the inpatient population (n = 847), the highest S/S scores were observed in 
individuals with schizophrenia and schizoaffective disorders, unipolar depression 
(major depressive disorder and depressive disorder NOS), and OCD. Despite this, 
other dimensions better characterised these groups of disorders, such as Reality 
Distortion and A/F (for schizophrenia and schizoaffective disorder) and Obsessiveness, 
A/F, and Sadness/Demoralisation (for OCD and unipolar depression).
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Fig. 3.14 SVARAD 
profile of outpatients with 
panic disorder: mean 
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3.7.1  Clinical Cases

Case 2: Illness Anxiety
MV, a 76-year-old retired Air Force officer, was referred to a general hospital 
psychiatric outpatient clinic for a 9-month preoccupation with having colon 
cancer. He was in a general good health condition but reported having been 
diagnosed with coronary artery disease and diabetes (under control with oral 
hypoglycemics). He had no history of mental disorders. During his visit, he 
explained his concern of having colon cancer, a disorder that a brother and a 
sister had developed. As evidence of having developed a tumour, he reported 
diffuse abdominal pain and cited an abnormal barium enema examination 
1 year earlier (that examination had revealed diverticulosis). Since he became 
preoccupied with having cancer, he had seen 13 physicians, all of whom had 
failed to reassure him that he did not have cancer. Despite his complaint, the 
patient denied depression. He reported, however, sleeping less than usual but 
attributed this problem to his abdominal discomfort. He was pleasant and 
cooperated well with the ward team but remained firmly convinced of having 
no need for any psychiatric help and remained convinced of the possibility of 
having cancer, despite the reassurances he was given. He refused any type of 
psychiatric treatment and accepted only a benzodiazepine prescription in 
order to improve the quality and duration of sleep.

Case 1: Somatisation
CM, a 26-year-old homemaker, complained of symptoms of weakness and 
malaise of a 1-year duration. She reported abdominal pain, nausea and vomit-
ing, headache, a burning pain in her eyes, and low back pain. She recalled 
having experienced sharp rectum pain when walking and mucus in her stools, 
a few months earlier. She was given a diagnosis of ulcerative colitis and was 
started on sulfasalazine therapy. Additional symptoms that had been present 
for short periods before the visit were urinary urgency, cough incontinence, 
malodourous stools, and tingling in the hands and feet.

After 20 years, at the age of 46, CM was seen for a second time in the same 
clinic. Her multiple somatic complaints were quite similar to those described 
earlier, and she reported that she had never been free of them. In addition, she 
was concerned that her skin was becoming darker and that her scalp hair was 
falling out.

Six years later, she was admitted to a psychiatric service. During the inter-
vening years, she had received a total hysterectomy and oophorectomy, but 
apart from menstruation-related symptoms, she continued to have the same 
unrelenting physical complaints.
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3.8  Treatment of Somatic Preoccupation/Somatisation

3.8.1  Psychotherapy

Randomised trials have demonstrated the value of physician education in the man-
agement of the patient with somatisation [129]. Cognitive-behavioural psychother-
apy strategies may be specifically helpful in reducing distress and high medical use. 
Psychosocial interventions directed by physicians form the basis for successful 
treatment. A strong relationship between the patient and the primary care physician 
can assist in long-term management (see ref. [102] for an extensive review). 
Psychoeducation can be helpful through letting the patient know that physical 
symptoms may be exacerbated by anxiety or other emotional problems. However, it 
is important to be careful because patients are likely to resist suggestions that their 
condition is due to emotional rather than physical problems.

The primary care physician should inform the patient that the symptoms do not 
appear to be due to a life-threatening, disabling medical condition and should sched-
ule regular visits for reassessment and reinforcement of the lack of a severe physical 
condition underlying the ongoing symptoms. The patient may also be told that some 
patients with similar symptoms have had spontaneous improvement, implying that 
spontaneous improvement may occur. However, the physician should accept the 
patient’s physical symptoms and not pursue a goal of symptom resolution. Indeed, 
regular, non-invasive medical assessment reduces anxiety and limits health-care- 
seeking behaviour; this may be facilitated by regularly scheduled visits with the 
patient’s primary care physician. Patients should be encouraged to remain active 
and limit the effect of target symptoms on the quality of life and daily functioning. 
Family members should not become preoccupied with the patient’s physical symp-
toms or medical care. Family members should direct the patient to report symptoms 
to his or her primary care physician.

In somatic symptom disorder, patients may resist suggestions for individual or 
group psychotherapy because they view their illness as a medical problem. Patients 
who accept psychotherapy may be able to reduce health-care utilisation. Psychosocial 
interventions that focus on maintaining social and occupational function despite 
chronic medical symptoms may be helpful [130]. Limited studies about specific 
types of psychotherapy exist for conversion disorder. Behaviour therapy or hypnosis 
may be effective. Symptoms often resolve spontaneously.

Cognitive-behavioural therapy is the most consistently supported treatment for 
the full spectrum of somatoform disorders [102]. A 2007 review [131] of ran-
domised controlled trials concluded that cognitive-behavioural therapy alleviated 
symptoms and improved the ability to function better than a control situation or 
another type of therapy. Cognitive-behavioural therapy helps patients find ways to 
reframe and gain control of their situation and thereby break what can become a 
self-fulfilling cycle of pain and despair. Specific techniques used include relaxation 
training, problem-solving, visualisation, biofeedback, exercise, and breathing tech-
niques. Such a multipronged approach may be exactly what is necessary in somato-
form disorders. As reviewed by Rief et al. [102], the rationale to treat somatisation 
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disorders with cognitive-behavioural techniques is based on the  following 
determinants:

 (a) Catastrophisation: anxious thoughts about the symptoms occur, and the danger-
ous or humiliating nature of the symptoms is overrated. For this reason, the 
patient gets more and more preoccupied with his symptoms; he continuously 
monitors himself and neglects other areas of life (e.g. amusement, leisure time 
activities, and certain work areas) or subordinates them to the illness. On 
account of this, the patient gets more and more isolated, and his or her social 
competence decreases. On account of the increased attention and the anxieties, 
the threshold of pain and the threshold of stimulus connected to body percep-
tion lowers. In turn, in response to the lowered stimulus threshold, pain and 
other symptoms strengthen subjectively, and this further increases the anxieties 
and catastrophic thinking, leading to a self-destructive cycle of catastrophisa-
tion and self-monitoring leading to further lowering of the threshold of stimulus 
and strengthening of symptoms.

 (b) Reassurance-seeking behaviour: the patients are anxious that their complaints 
are the signs of some serious disease, and they see doctors partly because they 
seek reassurance. However, since the complaints exist despite the examination 
results, the value of the reassurances continuously decreases, and a distrust of the 
health system (“they cannot diagnose my problem…”) may evolve in the end.

In illness anxiety, physicians should attempt to answer questions and reduce the 
patient’s fear of a specific illness. Group psychotherapy may provide social support 
and reduce anxiety. Cognitive therapy strategies may help by focusing on distorted 
disease-related cognitions [132], while individual insight-oriented psychotherapies 
have not been proven effective. Other studies [133] have shown that cognitive- 
behavioural therapy reduces depressive symptoms in people with somatic diseases. 
In particular, this type of therapy is especially effective for patients who fit the cri-
teria for a depressive disorder. Cognitive-behavioural therapy was superior to con-
trol conditions, with even greater effects in groups restricted to participants with 
depressive disorder [134]. Psychological cognitive-behavioural therapy interven-
tions to address health management and service use were found to be feasible, cost- 
effective, and well-accepted in long-term frequent attenders (FAs) in primary care. 
On the whole, by the end of the treatment, 462 FAs cut their contacts with the health 
service in half [135].

3.8.2  Psychopharmacotherapy

To the extent that the two terms of functional somatic symptoms and hypochondriasis 
indicate different phenomena and perhaps different pathophysiology, the treatment 
response to one type of somatoform disorder (e.g. hypochondriasis) may have only 
limited bearing on the treatment responsiveness of another type of somatoform disor-
der (e.g. somatic symptom disorder) (please see ref. [136] for an extensive review).
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The overarching category of somatic symptom disorders includes conditions that 
share the common feature of physical symptoms that induce undue discomfort, dis-
tress, or dysfunction. In the case of illness anxiety disorder, the disorders carry the 
additional component of intrusive unpleasant thoughts about disease, compulsions 
to check for reassurance, and an accompanying negative appraisal of bodily symp-
toms that results in fear or avoidance.

In these disorders, the meaning and implications of the symptoms are more dis-
tressing than the symptoms themselves. In the case of somatisation disorder and 
pain disorder, the symptoms themselves are the primary focus of discomfort and 
distress. Because the terms illness anxiety disorder and somatic symptom disorder 
are often used interchangeably by primary care clinicians, it is worth emphasising 
that in illness anxiety disorder, the fear of a serious illness preoccupies the patient 
and the compulsive checking serves to temporarily reduce the anxiety, creating a 
mental state and behavioural response that is quite similar to obsessive–compulsive 
disorder. In somatic symptom disorder, on the other hand, the primary concern is 
not catastrophic, life-threatening illness but concern about multiple unexplained 
somatic symptoms.

Illness anxiety disorder therefore might be considered to fall primarily within an 
“obsessional/cognitive cluster”, whereas somatisation would fall primarily within a 
“somatic/sensory cluster”. A somatoform disorder that may not fit well into either 
of these clusters is conversion disorder. Conversion disorder, unlike the other 
somatoform disorders, requires a stressor to precede the onset of the loss of func-
tion. Given the often-cited symbolic significance of the part of the nervous system 
that is affected, and given the lack of conscious awareness by the patient of the 
relationship between the stressor and the area of somatic dysfunction, it is clear that 
patients with conversion symptoms have more of a dissociative process at work than 
a primarily obsessional or somatising one [136].

The majority of research on the pharmacotherapy of somatoform disorders has 
been conducted on the obsessional cluster of somatoform disorders (hypochondria-
sis). To the extent that illness anxiety falls within the domain of “obsessive–compul-
sive spectrum” disorders [137], it should not be surprising that patients with these 
disorders would have a preferential pharmacologic response to agents also found to 
be helpful for the obsessive–compulsive disorders.

It is well known that hypochondriasis may emerge as a secondary feature of other 
primary psychiatric disorders, such as panic disorder or “masked” major depression, 
and that treatment of the underlying disorder will lead to a resolution of the hypo-
chondriacal preoccupation. Kellner et al. [138] demonstrated that about one-third of 
patients with melancholic depression had scores on a hypochondriasis scale that 
reached a threshold identified as being characteristic of patients with hypochondria-
sis. After these patients were treated with amitriptyline, the hypochondriacal features 
resolved along with the depression. Similarly, Noyes et al. [139] reported that hypo-
chondriasis scores among patients with panic disorder declined in parallel with the 
resolution of the panic attacks as a result of pharmacotherapy.

As SRIs became available and more widely used, case reports and clinical case 
series suggested that these agents might be helpful for hypochondriasis: 
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clomipramine [140, 141], fluvoxamine [142], fluoxetine [137, 143], and citalopram 
[144]. In one case report [142], a patient who showed no benefit to 80 mg/day of 
fluoxetine for 12 weeks subsequently responded very well to 300 mg/day of fluvox-
amine. Therefore, patients with hypochondriasis who fail to respond to one SRI 
may experience benefit from an alternative SRI.

Uncontrolled open-label series have suggested efficacy associated with fluox-
etine [145], fluvoxamine [146], paroxetine [147], nefazodone [148], and imipra-
mine [149]. The fluoxetine trial lasted 12 weeks and used a flexible dosing regimen, 
such that patients started on 20 mg/day and had dose increases as needed to 80 mg/
day. In this trial, 10 of 14 (70%) of the patients who completed the study were 
responders, with 4 of the 14 rated as being nearly symptom-free. Of interest, that 
trial demonstrated that patients without other axis I comorbidity (six of seven 
patients) were as likely or more likely to benefit than patients with axis I comorbid-
ity (four of seven patients). Also, as measured by the Whiteley Index, although 
disease conviction and disease fear improved significantly, bodily preoccupation 
did not improve. The fluvoxamine trial consisted of 2 weeks of placebo followed by 
10 weeks of fluvoxamine, starting at 50 mg/day and increasing weekly by 50 mg to 
the target dose of 300 mg/day. The responder rate to fluvoxamine of 72.7% among 
the 11 patients who completed at least 6 weeks was comparable to the rate reported 
in the fluoxetine study. Unlike the fluoxetine study, there was significant improve-
ment in bodily preoccupation, as well as disease phobia and conviction. The 
12-week paroxetine trial began with 11 patients and used a flexible dosing schedule 
to a target maximum of 60 mg/day. Of the nine patients who completed the trial, 
eight were rated as improved in hypochondriasis, five of whom were considered 
virtually symptom-free. The mean dose for the patients who completed the trial was 
31 mg/day (S.D. 17.9 mg). In the nefazodone open-label trial, 11 patients entered 
the study, and nine completed the full 8 weeks of treatment (mean dose, 432 mg/
day). Of these, five were rated as “much improved”, with significant improvement 
noted in a variety of areas on the Kellner Illness Attitudes Scale (illness worry, con-
cern about pain, hypochondriacal beliefs, and body preoccupation). The imipramine 
trial among hypochondriacal patients without major depression lasted for 8 weeks, 
with a dose schedule that increased to 150 mg/day. In this study, eight of ten patients 
completed at least 4 weeks, and each of these eight was at least moderately improved, 
although only one of the eight patients was considered symptom-free at the end of 
the study. In reviewing the above open-label trials, it appears that the percentage of 
patients considered virtually symptom-free was greater among patients given sero-
tonin reuptake inhibitors (range, 28.6–55.6%) than among patients given the tricy-
clic imipramine (12.5%).

There is one published report of a placebo-controlled trial of serotonin-reuptake 
inhibitors in hypochondriasis. This preliminary report [142] was a mid-study analy-
sis of the first 25 patients to enter the trial. In this 10-week study, the dose started at 
20 mg/day and increased as needed to 80 mg/day. A 2-week placebo run-in before 
randomisation served to identify and exclude immediate placebo responders. Sixteen 
patients completed a minimum treatment of at least 6 weeks. Of these 16 patients, 
eight of ten (80%) randomised to fluoxetine were responders vs. three of six 
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randomised to placebo (50%). In this study, five of ten patients given fluoxetine were 
virtually symptom-free by the end of the trial vs. only one of six placebo- treated 
patients. This preliminary report supported the effectiveness of fluoxetine for hypo-
chondriasis. A presentation [150] on the final analysis of this placebo- controlled trial 
indicated that patients given fluoxetine did indeed experience significantly greater 
improvement in hypochondriasis than did patients given placebo [142].

Over the last several decades, multiple terms have been employed to cluster 
together unexplained physical symptoms. These include Briquet’s syndrome, soma-
tisation disorder, and abridged somatisation. Although the number of symptoms 
included in each syndromic entity varies considerably, the essential unifying fea-
tures include medically unexplained symptoms that are associated with consider-
able disability, psychopathology, and high levels of health-care utilisation [151]. A 
literature search did not reveal any published controlled studies evaluating the effi-
cacy of pharmacotherapy for either the full or abridged somatisation disorder diag-
nosis. One open-label study, however, included patients with a variety of somatoform 
disorders [152]. In this uncontrolled trial of fluvoxamine, 29 patients were 
treated—18 of whom had one somatoform disorder and 11 of whom had two 
somatoform disorders. Among the 23 patients who completed at least 2 weeks of 
treatment with fluvoxamine, 61% were at least moderately improved on global psy-
chiatric and functional status measures. Moderate or greater improvement was 
noted among four of seven patients with somatisation disorder, three of six patients 
with pain disorder, four of seven patients with hypochondriasis, six of nine with 
undifferentiated somatoform disorder, and one of two with conversion disorder; 
some subjects had multiple disorders. Patients with comorbid major depression 
were just as likely to respond as those who did not have this comorbid disorder. 
Significant improvement in somatisation was noted in the Brief Symptom Inventory 
subscale index when comparing pre- and post-treatment scores. Significant improve-
ment was also noted in anxiety, depression, and insomnia. Pain, however, proved 
less responsive to fluvoxamine.
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4The Reality Distortion and Thought 
Disorganisation Dimensions

Lorenzo Tarsitani and Annalisa Maraone

4.1  The Reality Distortion Dimension

4.1.1  Introduction

The Reality Distortion dimension is characterised by both the erroneous perception 
of reality and the inability to discriminate reality from fantasy. Reality is a concept 
that essentially refers to social consensus and to the relationship between an indi-
vidual’s inner and outer world. What is shared and accepted by collectivity can be 
considered as real; on the other hand, what differs from collective consensus is 
considered to be not real or incomprehensible.

The Reality Distortion dimension includes a variety of symptoms that share a 
failure to distinguish between reality and imagination and the attribution of unusual 
sense, meaning, or relevance to stimuli. The Reality Distortion dimension can 
include disorders of the content of thought, ranging from prevalent ideas to delu-
sions, as well as disorders of perception, including illusions and hallucinations. A 
synthesis of this concept can be found in the item “Reality Distortion” of the 
SVARAD (or the English version, RADAS; see Chap. 2): Difficulty distinguishing 
between reality and fantasy; tendency to attribute unusual and unshared meanings 
to events or experiences; presence of delusions or hallucinations.

The word delusion (Wahn in German) derives from Latin (delirium) and it means 
jumping out of the furrow (lira). Kraepelin [1] described delusion as pathologically 
derived mistakes that are not responsive to correction despite logical evidence to the 
contrary. Jaspers [2] considered a delusional idea to be a distorted view of reality 
(an erroneous idea), incorrigibly held with absolute conviction. These qualities were 
crucial in discriminating delusion from other beliefs, from a categorical perspective 
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[3]. A delusion could be a way to explain a hallucinatory experience [3]. The latter 
was defined by Esquirol [4] as “the intimate conviction of actually perceiving a 
sensation for which there is no external object” [5, 6].

Delusions and hallucinations are characterised by some sense of distorted reality 
and are generally defined as psychotic symptoms—or, specifically, “positive symp-
toms”—in the context of psychotic disorders.

At the beginning, the term psychosis was used by Canstatt [7] and, then, by von 
Feuchtersleben [8], meaning “psychic neurosis”. Afterwards, “psychosis” was usu-
ally used as a synonym for mental disorder or illness, as well as for insanity [9]. 
Later, the term psychosis was used referring to mental disorders with established, or 
with supposed, organic basis [10]. Then, the difference between endogenous and 
exogenous was described. Endogenous psychoses included the spectrum of hyste-
ria, melancholy, mania, and paranoia [11]. Exogenous mental diseases were instead 
caused by any extraneous influence, somatic or psychological in nature. Kraepelin 
[12] and Bleuler [13] divided major psychoses into manic-depressive and schizo-
phrenic disorders, on the basis of the clinical course of the disease [14, 15].

Jaspers [16], in 1913, first described the dichotomy of psychosis and neurosis (or 
nonpsychosis). Psychoses were always considered as resulting from somatic dis-
ease, while neuroses had a psychological etiology. This was followed by the hypoth-
esis that psychoses had an explanation of biological cause, while neuroses could be 
comprehended in terms of psychology (behaviour, cognition, and social factors) 
alone.

Moreover, psychosis was assumed to be a brain disease identifiable by psycho-
logical symptomatology. Consequently, psychopathology has always considered 
psychotic symptoms as clearly distinguished from normality. Delusions had to be 
clearly different from normal ideas and beliefs. This view of psychosis as a category 
defined by the presence of psychotic symptoms has influenced psychiatric nosogra-
phy for almost a century.

Over the past few decades, the dichotomous definition of psychosis has been 
questioned with new proposed descriptions in favour of a continuum view [17–21]. 
In fact, psychotic experiences and symptoms of psychosis can be observed in 
patients with nonpsychotic mental disorders and in non-clinical samples [22].

A systematic review of studies on non-clinical samples suggested that symptoms 
typical of schizophrenia and related disorders, such as paranoid delusional thinking 
and auditory hallucinations, occur in 5–8% of individuals [23]. In particular, a study 
reported that auditory hallucinations have a prevalence of 10–15% in persons with-
out mental disorders [24]. Similar figures were reported in surveys of college stu-
dents [25, 26]. Those data presented a correlation with age and gender [24], as well 
as culture and ethnicity [27, 28], with specific correlation with ethnic minority 
groups [22, 29]. For example, in a large-scale community study of diverse popula-
tions in England and Wales, hallucinations were found to be more frequent in 
Caribbean, and less frequent in South Asian, as compared with White, British resi-
dents [30].

According to this new perspective, the Reality Distortion dimension extends into 
a continuum between normality and psychopathology (Fig. 4.1) in which quantita-
tive rather than qualitative differences can be observed.
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The continuum of psychosis is defined as a distribution along a continuum on 
which nonpsychotic affective disorders and affective psychosis constitute an inter-
mediate point that connect normal psychological experiences and psychotic disor-
ders [31, 32].

However, although subclinical psychotic experiences in healthy individuals are 
usually transitory in about 80% of cases, some subjects may develop persistent psy-
chotic experiences (20%) or a psychotic disorder (7%) [22, 33]. These figures sug-
gested the hypothesis of an “extended psychosis phenotype” (including demographic, 
environmental, familial, and psychopathological features) that is both phenomeno-
logically and temporally continuous with clinical psychotic disorder [34]. In other 
words, psychotic experiences are not exclusive to patients with a categorically 
defined psychotic disorder (“phenomenological continuity”), but these can persist 
in some individuals, resulting in a de facto psychotic disorder (“temporal continu-
ity”) [22]. It is possible to observe psychotic symptoms in a variety of nonpsychotic 
mental disorders such as mood or anxiety disorders [35, 36].

The Diagnostic and Statistical Manual of Mental Disorders 5 (DSM-5) [37] con-
firms the presence of reality distortion across mental disorders, including delusions 
and/or hallucinations outside the psychotic disorders, as summarised in Table 4.1.

Using the Community Assessment of Psychic Experiences (CAPE), a scale 
based on a 40-item self-report instrument with positive, negative, and depressive 
symptom dimensions, Hanssen and colleagues [35] observed that subjects with 
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Fig. 4.1 The continuum of Reality Distortion across clinical conditions
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Table 4.1 The Reality Distortion dimension in DSM-5 diagnostic criteria [37]

Mental disorder Reality distortion-related diagnostic criteria
Delusional disorder – The presence of one (or more) delusions with a duration of 

1 month or longer
Brief psychotic disorder – Presence of one (or more) of the following symptoms:

1. Delusions
2. Hallucinations

Schizophreniform 
disorder

– Two (or more) of the following, each present for a significant 
portion of time during a 1-month period (or less if successfully 
treated):
1. Delusions
2. Hallucinations

Schizophrenia – Two (or more) of the following, each present for a significant 
portion of time during a 1-month period (or less if successfully 
treated):
1. Delusions
2. Hallucinations

Schizoaffective disorder – Delusions or hallucinations for 2 or more weeks in the absence 
of a major mood episode (depressive or manic) during the lifetime 
duration of the illness

Substance/medication- 
induced psychotic 
disorder

– Presence of one or both of the following symptoms:
1. Delusions
2. Hallucinations

Bipolar I disorder With psychotic features, delusions or hallucinations are present at 
any time in the episode:
– With mood-congruent psychotic features
– With mood-incongruent psychotic features

Major depressive disorder With psychotic features, delusions and/or hallucinations are 
present:
– With mood-congruent psychotic features
– With mood-incongruent psychotic features

Anorexia nervosa – Disturbance in the way in which one’s body weight or shape is 
experienced, undue influence of body weight or shape on 
self-evaluation, or persistent lack of recognition of the seriousness 
of the current low body weight

Delirium – An additional disturbance in cognition (e.g. disturbed 
visuospatial ability or perception)

Major or mild 
neurocognitive disorder 
with Lewy bodies

– Recurrent visual hallucinations that are well formed and detailed

Other hallucinogen 
intoxication

– Clinically significant changes (e.g. ideas of reference, paranoid 
ideation, impaired judgment) that developed during hallucinogen 
use
– Perceptual changes (e.g. subjective intensification of 
perceptions, illusions, hallucinations, synesthesias) that developed 
during hallucinogen use

Hallucinogen persisting 
perception disorder

– The re-experiencing of perceptual symptoms that were 
experienced while intoxicated with a hallucinogen (e.g. geometric 
hallucinations, flashes of colour, intensified colours, trails of 
images of moving objects, macropsia, and micropsia)
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anxiety and mood disorders show high scores on positive psychosis items. The 
authors suggest that common psychotic experiences may be found in nonpsychotic 
disorders and that these disorders represent intermediate points along the continuum 
of the psychosis phenotype. Wigman et  al. [38] reported a higher prevalence of 
psychotic experiences in patients with depression or anxiety disorder as compared 
with subjects without these disorders.

Almost half of soldiers with post-traumatic stress disorder (PTSD) may present 
psychotic symptoms [39]. Psychotic features in PTSD are rarely due to a primary 
psychotic disorder but could occur in a distinct subtype of PTSD. These types of expe-
riences are clinically different from typical psychotic symptoms and might be distinct 
in their etiology and pathogenesis, but they can be included in a Reality Distortion 
dimension. Similarly, some authors have suggested that patients with poor-insight 
obsessive-compulsive disorders, who firmly believe that compulsions serve to prevent 
bad thoughts from manifesting as reality and actually happening, might be considered 
delusional [40]. Although challenging from a phenomenological viewpoint, some 
obsessions might be included in the Reality Distortion dimension [41].

Usually, psychosis is common in the elderly, and multiple etiologies for late-life 
psychosis are recognisable, as any pathological cerebral process may present as a 
psychosis. Moreover, neuropsychiatric etiologies of psychosis comprise both 
chronic disorders such as dementias or other chronic neurological conditions and 
acute, sometimes reversible, conditions such as delirium, alcohol use or with-
drawal, and some acute neurological diseases. Ropacki and Jeste [42] reviewed 55 
studies on psychosis during Alzheimer’s disease and observed that psychotic 
symptoms had a prevalence of 41%, delusions had a prevalence of 36%, and hal-
lucinations had a prevalence of 18%. Furthermore, psychotic symptoms may com-
plicate other non- Alzheimer’s dementias like vascular dementia, dementia 
associated with Parkinson’s disease, and Lewy-Body dementia. In fact, Ostling 
[43] found that delusions were more frequent in vascular dementia than in 
Alzheimer’s disease. Patients with Parkinsonism and psychosis, including both 
dementia associated with Parkinson’s disease and Lewy-Body dementia, may 
experience hallucinosis, which can be defined as benign or complex psychotic 
symptoms. In fact, subjects with Parkinson’s disease without dementia can present 
with benign hallucinosis that occurs as mild visual perceptual disturbances for 
which patients usually preserve insight and which generally do not need any phar-
macological treatment. On the other hand, a study of 239 community-based 
patients with Parkinson’s disease (followed up for over 12 years) observed that 
60% of these patients had psychotic symptoms [44].

4.1.2  Neurobiology of the Reality Distortion Dimension

Isolated positive psychotic symptoms are not easily accessible to neuroscience and 
are very difficult to model in animals because of their subjective (beliefs, percep-
tions) and dimensional nature. In fact, the neurobiology of Reality Distortion can 
mainly be inferred from studies in patients with schizophrenia.
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Studies using structural brain imaging have described a subtle, nearly universal 
decrease in grey matter, enlargement of ventricles, and focal alteration of white mat-
ter tracts. However, despite the large body of data from studies and meta-analysis, 
the role of the abnormalities typical of schizophrenia in the pathophysiology of 
psychotic symptoms is not completely understood.

One of the most consistent neuroimaging findings in schizophrenia is lateral ven-
tricular enlargement [45, 46]. Enlarged lateral ventricles in patients with schizo-
phrenia were first observed in the 1970s by computed tomography (CT) [47], and 
this finding was later confirmed by magnetic resonance imaging (MRI) studies. In 
particular, recent meta-analytic reviews have indicated that, compared with healthy 
controls, patients with schizophrenia present reduced brain size [48, 49], enlarged 
lateral and third ventricles [49, 50], reduced frontal lobe volume [49], reduced vol-
umes of temporo-limbic structures [48, 49, 51] and corpus callosum [52], and 
increased volume of the basal ganglia [49].

A meta-analysis of MRI studies conducted on brain morphology in first-episode 
schizophrenic patients showed that, while some brain abnormalities were already 
present during the first episode, other abnormalities found in chronic schizophrenic 
patients were absent from these first-episode patients. These data support the 
hypothesis that schizophrenia presents with diverse involvement of different cere-
bral areas over time [53].

Csernansky and Cronenwett [54] suggested that in schizophrenia, although 
brain changes may involve abnormalities in a network of grey and white matter 
regions, these changes have been more specifically mapped in grey matter than in 
white matter. In particular, grey matter reductions have been observed in limbic, 
paralimbic, and frontal cortical regions, as well as the thalamus [55–57]. In con-
trast, the distribution of white matter changes was less defined [58, 59]. Ellison-
Wright and Bullmore [60] conducted a meta-analysis of studies using diffusion 
tensor imaging (DTI) to test the implications of white matter changes in schizo-
phrenia. They identified two consistent locations of fractional anisotropy reduc-
tion: one in the left frontal lobe, with white matter tracts interconnecting the 
frontal lobe, thalamus, and cingulate gyrus, and the other in the temporal lobe, 
with tracts interconnecting the frontal lobe, insula, hippocampus-amygdala, tem-
poral lobe, and occipital lobe. These results suggest that two networks of white 
matter tracts may be implicated in schizophrenia and that changes in these net-
works may lead to the potential for disconnection of the associated grey matter 
regions. In fact, it has been hypothesised that the pathogenesis of auditory hallu-
cinations (AH) may be related to alterations in connectivity between frontal and 
parietotemporal speech-related areas. Moreover, it has also been proposed that 
schizophrenia involves altered frontoparietotemporal connectivity [61, 62]. Hubl 
et  al. [63] hypothesised that altered neuronal activity during AH is related to 
changes in structural interconnections between the frontal and parietotemporal 
speech-related areas in subjects with frequent AH. Using diffusion tensor imaging 
(DTI), significant alteration of white matter fibres in patients who had AH was 
observed in an important area of connection between language- related frontal and 
temporal regions.
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A recent DTI study revealed a positive correlation between the Scale for the 
Assessment of Positive Symptoms (SAPS) hallucination score [64] and fractional 
anisotropy in the left uncinate fasciculus and left corticospinal tract [65]. These 
results are in line with those from other recent studies showing significantly altered 
fractional anisotropy within the left corticospinal tract in patients with current hal-
lucinations [66].

An interesting hypothesis on the development of specific psychotic symptoms is 
the failure of a mechanism called corollary discharge, in psychotic states and during 
the experience of psychotic symptoms [67]. Corollary discharge is a neurophysio-
logical mechanism that allows the recognition of perceptions resulting from self- 
generated movements or speech. An impairment of corollary discharge throughout 
auditory or motor sensory systems could lead to external misattribution of individ-
ual movements or speech. Such a mechanism could underlie psychotic symptoms, 
such as delusions of alien control and auditory hallucinations. Although thus far 
only demonstrated in patients with schizophrenia [68], a failure of corollary dis-
charge could also lead to attenuated psychotic symptoms related to external misat-
tribution of self-generated actions in individuals without a diagnosis of psychotic 
disorder [67].

Imaging studies of schizophrenia show an increase in dopamine synthesis and 
dopamine release as related to acute symptoms, mainly positive psychotic symp-
toms. A few decades ago, it was proposed that hyperactivity of dopaminergic trans-
mission is associated with schizophrenia [69]. In fact, it was observed that dopamine 
D2 receptor antagonists ameliorate symptoms of schizophrenia, mainly positive 
symptoms; on the other hand, dopamine agonists are able to induce psychotic states 
similar to some seen in schizophrenia [70]. This may suggest a dopamine system 
dysfunction underlying psychotic symptoms in schizophrenia. Since D2 receptors 
are mainly expressed in the striatum, some authors have proposed that psychosis 
may be associated with hyperactivity of dopaminergic systems in the limbic stria-
tum [71, 72]. Moreover, the effect of D2 receptor antagonists in treating positive 
symptoms indicates a putative basis for the positive symptoms in the dopamine 
hypothesis of schizophrenia. The increased striatal dopamine transmission in both 
first-episode neuroleptic naive patients and previously treated chronically ill patients 
with acute psychosis was observed using single-photon emission computed tomog-
raphy (SPECT) [73, 74]. Furthermore, postmortem studies found an increased 
dopamine D2 receptor density in the striatum in schizophrenia [75]. Nevertheless, 
this increased receptor density is usually attributed to a compensatory upregulation 
in response to chronic neuroleptic treatment.

Dopamine-enhancing drugs like amphetamine, methylphenidate, and l-dopa 
represent a cornerstone of the classical dopamine hypothesis of schizophrenia; 
in fact, high doses of psychostimulants in subjects without schizophrenia may 
gradually induce paranoid psychosis. In addition, low doses of psychostimu-
lants, usually not psychotogenic in healthy subjects, may produce or even 
worsen psychotic symptoms in patients with schizophrenia. In the early 1970s, 
several authors studied the clinical pattern of amphetamine psychosis in non-
schizophrenic amphetamine abusers [70, 76, 77] and formally recognised that 
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sustained psychostimulant exposure can produce paranoid psychosis in non-
schizophrenic individuals. Subsequently, a review by Lieberman et al. [78] pro-
vided evidence that in schizophrenia, there is an increased sensitivity to the 
psychotogenic effects of acute psychostimulant use. Laruelle [79] measured 
amphetamine-induced dopamine release in the striatum using SPECT and 
observed an association of amphetamine with the emergence or worsening of 
positive psychotic symptoms in patients with schizophrenia compared with 
healthy controls, suggesting an exaggerated stimulation of dopaminergic trans-
mission. Those observations support an abnormal responsiveness of dopaminer-
gic neurons in positive symptoms of schizophrenia.

4.1.3  From Neurochemical Alterations to Reality Distortion

An interesting model proposed by Kapur 15 years ago [80, 81] tried to explain the 
neurobiology of positive symptoms using the concept of motivational salience, 
which could link an aberrant dopamine mesolimbic release found in schizophrenia 
to delusions. Dopamine mediates rewards from pleasant stimuli and is physiologi-
cally aroused by rewarding experiences, like sex, food, and substances of abuse. 
According to this hypothesis, neurons in the mesolimbic dopamine system fire in 
response to novel rewards in the environment, and released dopamine leads to a 
switch in attention and behaviour towards a rewarding situation, thus driving the 
individual towards the stimulus. Abnormal functioning of the dopamine system 
might lead to the wrong assignment of motivational salience to external stimuli. 
Neutral stimuli appear salient and this situation leads to an emotional activation. 
The person then tries to interpret this new aberrant experience and develop an expla-
nation to understand the environment. A cognitive scheme that attempts to explain 
these experiences leads to the development of a delusion. From this perspective, a 
delusion develops from an unfounded attribution of salience to normal events. This 
model is dimensional in nature because it can be applied to a variety of clinical 
conditions, beyond schizophrenia, in which aberrant dopamine firing suggests 
salience, and the patient develops a delusion. For example, delusions in cocaine- 
dependent patients can be transient during the intoxication, or persistent in chronic 
users [82]. Also, high prevalence rates of delusions in patients with Parkinson’s 
disease on dopaminergic treatment confirm the role of dopamine, possibly mediated 
by aberrant salience, across categories [83].

Mania shares dopaminergic hyperactivity with psychotic disorders; positive psy-
chotic symptoms occur frequently during manic episodes and might be related to 
aberrant dopamine firing [84] (Fig. 4.2).

Another interesting model to explain the development of delusional beliefs in a 
neurobiological framework was developed by Corlett and colleagues [85]. Delusion 
may result from an abnormal specification of hierarchical predictions by the brain 
circuits and from how they compute and respond to prediction errors. In particular, 
the study focused on a specific parameter—prediction error—“that involves a com-
putational mechanism common to cortical hierarchies, frontostriatal circuits, and 
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the amygdala. Defects in these fundamental brain mechanisms can vitiate percep-
tion, memory, and bodily and social learning such that individuals with delusions 
experience an internal and external world that healthy individuals would find diffi-
cult to understand” [85].

4.1.4  Application of the SVARAD Score for Reality Distortion

SVARAD mean scores across categorical diagnoses in psychiatric outpatients con-
firm high levels of Reality Distortion in schizophrenia, delusional disorder, and psy-
chotic disorder NOS. As expected, lower but significant levels were found also in 
bipolar disorder-manic episode. Scores for reality distortion are considerably lower, 
but above zero, in depressive disorders, obsessive-compulsive disorder, eating dis-
orders, and borderline personality disorder (Fig. 4.3).

In the same study, the SVARAD detected a significant proportion of outpatients 
with obsessive-compulsive disorder (16%) with at least a mild score for reality dis-
tortion. A similar proportion was found in outpatients with borderline personality 
disorder (16%) (Figs. 4.4 and 4.5).

These figures are in line with studies showing a significant Reality Distortion 
dimension across nonpsychotic mental disorders.

Schizophrenia
Psychotic disorders
Manic episodes
Parkinson’s disease
Substance abuse
etc.

Dopamine

Unfounded attribution of  

salience to normal eventsCognitive explanation  

of experiences

Reality 
distortion

Dopaminergic hyperactivity 

Delusion

Salience 

Fig. 4.2 Schematic relationship between dopaminergic hyperactivity, salience, and delusion in 
mental disorders with psychotic symptoms (see text)
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In psychiatric inpatients, SVARAD Reality Distortion scores are higher than 
those in outpatients, as expected. Acute phase mental disorders, despite categorical 
diagnosis, appear to be characterised by significant levels of reality distortion. Data 
show that severe mood disorders and borderline personality disorder also have sig-
nificant levels of reality distortion (Fig. 4.6).
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In inpatients with psychotic disorders, Reality Distortion is the dimension with 
the highest score. Schizophrenia shows the highest scores among the psychotic dis-
orders (Fig. 4.7).

Forty-three percent of inpatients with major depression have at least a mild level 
of Reality Distortion. This percentage was found to be 31.7  in inpatients with 
depressive disorder NOS (Figs. 4.8 and 4.9). These data confirm clinically signifi-
cant levels of Reality Distortion in depressive disorders that are severe enough to 
lead to hospital admission.
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The majority of inpatients with hypomanic or manic episodes (85%) scored at 
least 1 (mild) for Reality Distortion on the SVARAD, confirming that reality dis-
tortion in severe mania is the rule rather than the exception. Among inpatients 
with borderline personality disorder, 36% showed significant levels of reality 

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

 

Schizophrenia Schizoaffective disorder

Psychotic disorder NOS

App
re

he
ns

ion
/F

ea
r

Sad
ne

ss
/D

em
or

ali
sa

tio
n

Ang
er

/A
gg

re
ss

ive
ne

ss

Obs
es

siv
en

es
s

Apa
thy

Im
pu

lsi
vit

y

Rea
lity

 D
ist

or
tio

n

Tho
ug

ht 
Diso

rg
an

isa
tio

n

Som
ati

c P
re

oc
cu

pa
tio

n/S
om

ati
sa

tio
n

Acti
va

tio
n

Fig. 4.7 SVARAD profile of inpatients with schizophrenia (N  =  85), schizoaffective disorder 
(N = 53), and psychotic disorder NOS (N = 226)

0

5

10

15

20

25

30

0

S
ub

je
ct

s 
(n

) 
 

SVARAD scores (0–4)

Major depressive disorder 

N = 47

4321

Fig. 4.8 Scores of SVARAD Reality Distortion dimension across inpatients with major depres-
sive disorder (n = 47)

L. Tarsitani and A. Maraone



139

distortion and 18% showed high levels. High levels of reality distortion might 
increase the likelihood of admission in a psychiatric intensive care unit (Figs. 4.10 
and 4.11).

As described in Chap. 5, the Reality Distortion dimension represents one of the 
most important independent predictors of both voluntary and compulsory admis-
sion to a psychiatric intensive care unit.
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4.1.5  Treatment of the Reality Distortion Dimension

The era of modern antipsychotics began in the 1950s with the introduction of chlor-
promazine. Subsequently, fluphenazine, haloperidol, perphenazine, and thiorida-
zine have been developed. In the following years, the role of dopamine in psychosis 
was confirmed using neuroimaging studies [86], and it became understood that 
these first-generation antipsychotics ameliorated psychosis by diminishing abnor-
mal dopamine transmission by blocking dopamine D2/D3 receptors in the striatum 
and in frontal cortical and in limbic regions. First-generation antipsychotic medica-
tions improve psychotic symptoms, especially hallucinations and delusions, through 
inhibition of 60–70% of dopamine D2 receptors. In fact, a study led by the US 
National Institute of Mental Health (NIMH) observed that around 60% of patients 
treated with first-generation antipsychotic drugs had an almost complete resolution 
of acute positive symptoms within 6 weeks of treatment [87]. Antipsychotic treat-
ment improves both positive and negative symptoms, but positive symptoms have a 
greater and more consistent response to this treatment than negative symptoms. 
Subsequently, it was described that after remission through antipsychotic drugs, 
long-term treatment is more effective in preventing new episodes [88]. Inhibition of 
dopamine D2 receptors by more than 80% can provoke extrapyramidal side effects 
and hyperprolactinemia, especially with high D2 affinity antipsychotics that do not 
block 5HT2 receptors. An exception to the role of D2 receptors in the treatment of 
reality distortion is clozapine, which has a low D2 affinity but is highly effective in 
treating positive psychotic symptoms. A possible explanation is the clozapine 
blockade of D1 receptors and other non-D2 receptors, which could be involved in 
reality distortion and antipsychotic action.

After clozapine, around ten new drugs (e.g. olanzapine, risperidone, quetiapine, 
and ziprasidone, among others) were approved and used as second-generation (or 
atypical) antipsychotics. All these new medications block D2 receptors with 
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different affinity, and they have an antagonist action on other receptors, like 
5-HT2A. A D2 partial agonist, aripiprazole, was also approved for the treatment of 
schizophrenia and bipolar disorder. As a group, all antipsychotics have been shown 
to be effective in reducing psychotic positive symptoms (versus placebo), with 
small differences in comparative efficacy [89]. Trials have indicated that antipsy-
chotics differ substantially in side effects and that this is what should inform drug 
choice in clinical practice.

Studies on reality distortion in nonpsychotic mental disorders, as well as 
SVARAD scores for mood disorders, personality disorders, and others, suggest a 
role for antipsychotics (in association with other compounds) in the treatment of 
these conditions. The wide use of D2 blockers in clinical practice, in association 
with standard treatments for nonpsychotic disorders, confirms this concept.

As described, these pharmacotherapies can contribute greatly to reality distor-
tion symptom relief, but mainly during the acute phase and during maintenance 
treatment, with a significant risk of relapse after discontinuation, especially in 
schizophrenia. Evidence-based therapy should be personalised, integrating both 
pharmacotherapies and psychosocial interventions [90]. In fact, medications are 
not able to preserve or restore premorbid levels of social and vocational function-
ing and do not lead to normal functioning. Approaches to individual therapy, 
including cognitive- behavioural therapy (CBT), aim to improve residual psychotic 
symptoms and to prevent relapse by modifying individual patterns of stress and 
response to the illness. A randomised study by Kuipers and colleagues [91], com-
paring CBT plus usual care with usual care alone in patients with schizophrenia, 
observed that CBT led to a significant reduction in overall symptom scores, delu-
sional distress, and hallucinations. These effects remained significant for up to 
9 months after treatment ended. Another study by Tarrier and colleagues [92] com-
pared CBT with supportive counselling and routine care alone and found signifi-
cant reductions in delusions and hallucinations in the CBT group. At 12-month 
follow-up [93], CBT was still superior to the other treatment conditions. In a meta-
analysis of psychotherapy in psychotic disorders, cognitive-behavioural therapy 
was significantly more efficacious than other interventions (pooled) in reducing 
positive symptoms.

Several studies examined individual characteristics at baseline as predictors of 
response to CBT for psychosis. One of the first studies of CBT for treatment- 
resistant psychosis found that, among the patients with delusions, the acceptance of 
the “possibility of being mistaken” (in relation to their delusional belief) was associ-
ated with a good response to therapy [94]. CBT (based on a specific cognitive 
model) may change cognitive mechanisms and lead to good outcomes [95]. 
Morrison [96] proposed an integrative cognitive model of hallucinations and delu-
sions, which focuses on the culturally unacceptable interpretations that patients 
with psychosis make for events, in addition to their responses to such events. This 
approach to the treatment of psychosis involves normalising the interpretations that 
patients make, helping them to create alternative explanations, helping them test out 
such appraisals using behavioural experiments, and helping them to identify and 
modify unhelpful cognitive and behavioural responses [95]. This procedure of the 
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cognitive treatment of delusional beliefs is in line with the dimensional concept of 
reality distortion on a continuum. In fact, a categorical view of a delusion as an 
incorrigible belief would contraindicate any attempt towards normalisation. Therapy 
is aimed at reducing the levels of delusional reality distortion, towards a normal 
reality exam.

It is also important to emphasise that a study conducted by Kumari and col-
leagues [97], using functional magnetic resonance imaging, reported that patients 
who received CBT for psychosis, along with conventional treatment, showed sig-
nificantly better clinical improvement compared with patients who received only 
conventional treatment. After treatment, the CBT with conventional treatment for 
psychosis group displayed decreased activation of frontal regions, insula, thalamus, 
putamen, and occipital areas in response to fearful and angry expressions. The angry 
expressions signal a direct and immediate threat, while fearful expressions indicate 
the presence of a significant, but uncertain, source of threat in the environment [98]; 
paranoia is fundamentally a threat response [99]. These neurophysiological results 
correlated directly with symptom improvement.

4.2  Thought Disorganisation Dimension

4.2.1  Introduction

Using the term “dissociation” as a core function in schizophrenia, Eugen Bleuler 
first described the disorganisation dimension in 1911 [13]. In fact, Bleuler recog-
nised the concept of loosening of associations by the results seen on word associa-
tion tests, considering some disorders of association as symptoms of dementia 
praecox. This concept of loosening of associations indicates a core, organically 
based psychological deficit that could be the basis for other symptoms of schizo-
phrenia [100].

Besides the first categorical models proposed by Kraepelin [12] and Bleuler [13], 
due to the heterogeneity of schizophrenia, new classifications have been proposed 
within which the disorganisation dimension was described. Fifty years ago, in many 
studies on schizophrenia, conceptual disorganisation was combined with reality dis-
tortion symptoms, such as delusions and hallucinations, to form a positive symptom 
factor [101]. Eventually, other dimensional models, including the tridimensional 
positive-negative-disorganisation model, have been used [102, 103]. Factor analysis 
of studies conducted using the Scale for the Assessment of Negative Symptoms 
(SANS) [104] and the Scale for the Assessment of Positive Symptoms (SAPS) [64] 
demonstrated the existence of disorganisation as a separate dimension worthy of 
consideration. In 1996, Pancheri [105] and colleagues described three basic ele-
ments of disorganisation: “(a) disintegration of fundamental characteristics of com-
munication, with related inability to decode a message; (b) loss of logical connecting 
associations between communication concepts; (c) disconnection between verbal 
and nonverbal, emotionally hued communication” [105, 106]. In a factor-analytic 
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study on symptom structure of schizophrenia [107], a disorganisation factor of the 
Brief Psychiatric Rating Scale (BPRS) [108] was found to significantly discriminate 
among three heterogeneous groups of patients.

Key features of disorganisation symptoms include formal thought disorders 
(FTDs), which could lead to both disorganised speech and behaviour, and inap-
propriate affect. In classical psychopathology, this “dimensional” alteration is 
described with the terms “disorganisation of thought” and/or FTDs. The latter is 
considered a disorder of thought processes that is characterised by faulty organ-
isation of thought into a definite logical sequence for a specific aim. In 1994, 
Thomas and Frazer [109] described FTD as a multidimensional impairment that 
included disorders in thought, language processing, and social cognition. FTDs 
encompass symptoms such as derailment, incoherence, loss of goal, illogicality, 
paucity of speech, perseveration, tangentiality, circumstantiality, thought block-
ing, and the novelty of neologisms [110]. Usually, thought disorders are split into 
two subtypes: negative, with inhibited speech (e.g. paucity of speech, strained 
speech, and/or language derailment), and positive, with distorted language (e.g. 
tangential association, illogical patterns, and/or word substitutions). In schizo-
phrenia, derailment, loss of goal, poverty of content, and tangentiality were the 
most commonly observed [111].

Dwyer et al. [112] suggested that difficulty in determining context for language, 
as well as difficulty in differentiating between emotionally negative and neutral 
sentences by context, is observed in subjects who experience thought disorders. 
Afterwards, they indicated that the failure of aspects of higher-order semantic pro-
cessing could produce word substitutions, as well as incorrect association of con-
text, to contextless sentences [112]. This may not be related to the dysfunction of 
separate language processes but may instead be the result of higher cognitive dys-
function. In fact, thought disorders have been associated with semantic and execu-
tive dysfunction [113, 114] and, to a minor extent, with working memory and 
attentional impairments as well [115].

Another aspect of disorganised behaviour, inappropriate or bizarre comport-
ments, including gestures, may be either related to environmental stimuli or com-
pletely incongruous to the situation. In particular, disorganised behaviour refers to 
difficulty with any type of purposeful behaviour, which includes personal self-care, 
bizarre or inappropriate dressing, sexual self-stimulation in public, or agitated 
shouting or cursing. Inappropriate or incongruous affect includes exhibiting incor-
rect emotional responses for a given context.

Over the last few years, in patients affected by Axis I mental disorders, factor 
analyses conducted on psychopathological symptoms and signs have identified fac-
tors as disorganisation, disorganisation syndrome, or FTD. Moreover, those showed 
symptom covariance with poor attention, stereotyped thinking, thought disorder, 
disorientation, and other symptoms [116, 117]. The disorganisation dimension can 
be detected in a variety of mental disorders. Disorders for which the disorganisation 
dimension is included in diagnostic criteria of the DSM-5 [37] are summarised in 
Table 4.2.
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Despite the diagnostic criteria of DSM-5, other disorders, such as bipolar I dis-
order and major depressive disorder, often include disorganisation dimension symp-
toms in the clinical picture. Such features have also been described also in the 
paragraph Diagnostic Features of Bipolar I Disorder of the DSM-5 [37]:

Often the individual’s thoughts race at a rate faster than they can be expressed through 
speech. Frequently there is flight of ideas evidenced by a nearly continuous flow of 
accelerated speech, with abrupt shifts from one topic to another. When flight of ideas 
is severe, speech may become disorganized, incoherent, and particularly distressful to 
the individual. Sometimes thoughts are experienced as so crowded that it is very dif-
ficult to speak.

Similarly, two factor-analytic studies performed with the BPRS in patients with 
bipolar disorder found a relevant disorganisation factor [118, 119], but two similar 
studies did not find a factor with disorganisation items [120, 121]. It is likely that 
the BPRS-E [122] simply does not contain sufficient items to adequately define 
disorganisation as a consistent independent factor. This hypothesis seems to be 
supported by the findings of factor-analytic studies on the Positive and Negative 
Syndrome Scale (PANSS) [123], in which disorganisation is consistently found as 
a factor including most of the following items: disorientation, conceptual 

Table 4.2 The Thought Disorganisation dimension in DSM-5 [37] diagnostic criteria

Mental disorder Disorganisation-related diagnostic criteria
Attention-deficit/
hyperactivity disorder 
(ADHD)

– Often has difficulty organising tasks and activities
– Often runs about or climbs in situations where it is inappropriate

Brief psychotic disorder – Disorganised speech (e.g. frequent derailment or incoherence)
– Grossly disorganised or catatonic behaviour

Schizophreniform 
disorder

– Disorganised speech (e.g. frequent derailment or incoherence)
– Grossly disorganised or catatonic behaviour

Schizophrenia – Disorganised speech (e.g. frequent derailment or incoherence)
– Grossly disorganised or catatonic behaviour

Schizoaffective disorder – Disorganised speech (e.g. frequent derailment or incoherence)
– Grossly disorganised or catatonic behaviour

Delirium – A disturbance in attention (i.e. reduced ability to direct, focus, 
sustain, and shift attention) and awareness (reduced orientation to 
the environment)
– An additional disturbance in cognition (e.g. memory deficit, 
disorientation, language, visuospatial ability, or perception)

Major neurocognitive 
disorder

– Evidence of significant cognitive decline from a previous level of 
performance in one or more cognitive domains (e.g. complex 
attention, executive function, learning and memory, language, 
perceptual-motor, or social cognition)

Stimulant intoxication Clinically significant changes (e.g. stereotyped behaviours) that 
developed during use of a stimulant

Other (or unknown) 
substance intoxication

Clinically significant changes that are attributable to the effect of 
the substance on the central nervous system (e.g. cognitive 
impairment) and develop during use of the substance
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disorganisation, and mannerisms and posturing. Dazzi and colleagues [124] sug-
gested that BPRS-E would probably benefit from an increase in the number of 
items used to specifically describe the disorganisation dimension, such as inappro-
priate affect, impoverished thinking, and poor attention, as well as from two refined 
versions of the existing BPRS-E items (conceptual disorganisation and bizarre 
behaviour), to create a version of the BPRS with 26 items (BPRS-26)—which 
should capture the existing four major dimensions, as well as the fifth disorganisa-
tion dimension of schizophrenia.

In the past several years, in addition to the items on conceptual disorganisation 
in the Positive And Negative Syndrome Scale (PANSS) [123] and Brief Psychiatric 
Rating Scale (BPRS) [108], different psychometric scales have been proposed to 
assess the disorganisation dimension, such as the Scale for the Measurement of 
Disorganisation (SCADIS) [105] and 3-THREE, a brief scale for the assessment of 
psychosis [105, 125].

The Thought Disorganisation item of the SVARAD is Disruption of connection 
between ideas and principles governing the organisation of thought, which thus 
turns out to be altered in its logical organisation and impaired in its communicative 
functions.

4.2.2  Neurobiology of the Thought Disorganisation Dimension

The neurobiology underlying the Thought Disorganisation dimension (mainly 
studied in schizophrenia) is not totally understood. Symptoms of disorganisation 
could be the results of failure in the working memory functions of the prefrontal 
cortex [126], as well as other cerebral structures, such as the hippocampus [127]. 
A recent review of 97 studies on structural neuroimaging in patients with thought 
disorders found a major role for the left superior temporal gyrus. Also, associa-
tions between thought disorders and structural changes within the orbitofrontal 
cortex, cerebellum, nucleus accumbens, and amygdala-hippocampal region were 
described [128].

Symptoms of disorganisation seemed to be strictly correlated with cognitive 
impairment [129], which is believed to be the central deficit in the disorganisation 
syndrome of schizophrenia [130], and with an involvement of several functions of 
working memory [131].

In schizophrenia, the disorganisation syndrome has long been considered to be a 
disorder of impaired cognitive association [132], corresponding to impaired phase 
synchronisation between cortical areas. This deficiency of anatomical connectivity 
between cortical areas has been considered to be a cause of disorganisation in 
schizophrenia [133]. Data obtained from both neuroimaging studies [134] and 
visual psychophysics studies [135, 136] suggest a reduced functional connectivity 
that stems from anatomical disconnection of cortical areas [137].

Cognitive problems—such as deficits in areas of executive functioning, includ-
ing working memory and inhibition, as well as memory and attention—are a core 
feature of schizophrenia and of disorganisation [138–140].
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A recent study showed a negative correlation between disorganisation scores on 
the Scale for the Assessment of Positive Symptoms (SAPS) [64] and fractional 
anisotropy, using diffusion tensor imaging (DTI), along the right cingulum bundle 
within the dorsal cingulate gyrus. The cingulum bundle connects all parts of the 
limbic system [141], and it is involved in executive control. This study showed sig-
nificant white matter alterations in a region involved in cognitive control and execu-
tive function related to the thought disorganisation dimension [65].

To better understand the molecular mechanisms underlying cognitive dysfunc-
tion in schizophrenia, some authors have focused their attention on potential genetic 
pathways. The glutamate metabolism pathway has been described as a potential 
molecular mechanism influencing cognition in schizophrenia, known as the “gluta-
mate hypothesis” [142]. Glutamate is a primary excitatory neurotransmitter, con-
trolled by N-methyl-d-aspartate (NMDA) receptors. NMDA receptors control 
synaptic plasticity and memory function, and their antagonists can simulate cogni-
tive impairment and negative symptoms of schizophrenia [143, 144]. The “gluta-
mate hypothesis” has been proposed by observing both positive and negative 
symptoms of schizophrenia in response to administration of the NMDA receptor 
antagonists phencyclidine (PCP) and ketamine in healthy subjects [145, 146]. Both 
PCP and ketamine are able to increase glutamate release in the cortex [147, 148], 
suggesting that inhibition of NMDA receptors, leading to abnormal glutamate trans-
mission, may be correlated with schizophrenia.

Moreover, Phillips and Silverstein stated that schizophrenia is associated with 
impaired cognitive coordination caused by reduced ion flow through NMDA channels 
[130]. Later, studies using magnetic resonance spectroscopy (MRS) confirmed increased 
glutamatergic metabolites in cortical and subcortical areas of the brain, indicating that 
excess glutamatergic neurotransmission is associated with schizophrenia [149].

Moreover, several investigations have studied the hypothesis of association 
between glutamate and cognitive deficits in schizophrenia. Recently, a systematic 
review [150] conducted on pharmacological, candidate gene, and neuroimaging 
studies concluded that the glutamatergic pathway is likely to be involved in different 
domains of cognition, mostly memory and working memory. In fact, in 2005 a 
meta-analysis of 124 studies concluded that there is a significant deficit of working 
memory in individuals with schizophrenia [151].

4.2.3  Application of the Thought Disorganisation Dimension 
SVARAD Score

SVARAD mean scores across categorical diagnoses in psychiatric outpatients con-
firm high levels of disorganisation in schizophrenia, delusional disorder, and psy-
chotic disorder NOS. Very low levels were also found in bipolar disorder (Fig. 4.12)

Accordingly, one out of seven outpatients with hypomanic or manic episodes 
(14%) showed mild levels of disorganisation (Fig. 4.13). In outpatients, the SVARAD 
did not detect significant disorganisation in nonpsychotic mental disorders.

SVARAD disorganisation scores in psychiatric inpatients are higher than those 
in outpatients. The severity of the mental disorder might explain the significant 
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levels of disorganisation in mood disorders and borderline personality disorders in 
addition to psychotic disorders (Fig. 4.14).

Twenty-three percent of inpatients with major depressive disorder had at 
least a mild level of disorganisation, as did 18.3% of inpatients with depressive 
disorder NOS (Figs.  4.15 and 4.16). These data confirm clinically significant 
levels of disorganisation in a subgroup of patients admitted to the hospital for a 
depressive disorder.
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The majority of inpatients with hypomanic or manic episodes (74%) scored at 
least mild on the SVARAD for Thought Disorganisation, confirming that disorgan-
isation in severe mania is very frequent. Finally, 13% of inpatients with borderline 
personality disorder also showed significant levels of disorganisation (Figs.  4.17 
and 4.18).

Subgroups of patients with clinically significant disorganisation, as detected by 
the SVARAD, were seen in patients admitted to a psychiatric intensive care unit for 
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different categorical diagnoses, but not in outpatients. Disorganisation is a severe 
psychopathological sign, and it might be an important reason for hospital 
admission.

4.2.4  Treatment for the Thought Disorganisation Dimension

Treatment for the Thought Disorganisation dimension presents some controversies. 
Studies of antipsychotics deal with mechanisms of action and the efficacy on posi-
tive and negative symptoms. However, pro-cognitive effects have not been fully 
explained. Antipsychotics are effective in treating all psychotic symptoms in 
patients with schizophrenia, with small differences in efficacy [89], but trials do not 
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show specific differential effects on the Thought Disorganisation dimension. A 
reanalysis of a large study on antipsychotic treatment found a lower symptom 
reduction in patients with disorganised schizophrenia as compared with the para-
noid group [152]. This result was found despite higher baseline BPRS scores in the 
disorganised group, and it suggests that the Thought Disorganisation dimension 
might be more difficult to treat than others.

Data from trials in schizophrenia show a better improvement in cognition across 
a number of domains through the use of atypical antipsychotics, rather than typical 
ones [153, 154]. The action of atypical antipsychotics on the Thought Disorganisation 
dimension could be explained by the activity on several receptors, in particular by 
inducing the blockade of glutamate neurotoxic effects through modulation of gene 
expression in specific cerebral areas, or by stimulation of neurogenesis [155]. 
Atypical antipsychotics improve aspects of cognition, probably due to their ability 
to increase dopamine and acetylcholine in the prefrontal cortex. In this area, dopa-
mine activity is critical for cognitive functioning.

Patients with disorganised thought and speech may be considered not suitable for 
psychotherapies, because of their conversational problems. In fact, no data are avail-
able on the effectiveness of psychological interventions for disorganisation. 
Conversely, a study showed that thought and language disorders interfered signifi-
cantly with therapeutic alliance in outpatients with schizophrenia and schizoaffec-
tive disorder [156].

Recently, Hamm and Firmin [157], in a case report, suggested an emergent inte-
grative psychotherapy (called Metacognitive Reflection and Insight Therapy) could 
be useful in patients with disorganisation.

Symptoms of disorganisation and cognitive problems are associated with poorer 
quality of life and poor social functioning [158]. Impaired social functioning is 
closely correlated with the severity of the psychopathology and particularly with 
disorganised thought [106]. Although studies have shown limited effectiveness in 
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improving quality of life, social, or cognitive functioning, interventions such as 
community treatment, skills training, cognitive remediation, and supported employ-
ment are potentially very helpful for individuals with schizophrenia, but do not 
specifically address disorganisation [159].

4.3  Reality Distortion and Thought Disorganisation

A study involving 1114 outpatients was conducted to test the correlation between 
the SVARAD dimensions of Reality Distortion and Thought Disorganisation and 
found a Spearman correlation coefficient of 0.59 (p  =  0.0001) between the two 
dimensions. A similar correlation was found among inpatients (0.55; p = 0.0001, 
N = 846). This correlation between reality distortion and thought disorganisation 
does not contradict several studies suggesting that these two dimensions are inde-
pendent [160]. Clinical symptoms and signs are indeed distinct, without significant 
overlaps. Although reality distortion and disorganisation are treated with the same 
types of medications, they show distinct neurobiological correlates, as described in 
this chapter. However, the correlation might reflect the frequent co-occurrence of 
both dimensions in psychotic disorders and in manic episodes.

In conclusion, Reality Distortion and Thought Disorganisation are clinically 
important dimensions, because they are related to the severity of mental disorders, 
and also, even when mild, they lead to significant subjective distress and functional 
impairment. The data described above suggest that routine assessment and detection 
of these dimensions, such as by administering the SVARAD, should be mandatory 
in all patients, regardless of categorical diagnosis. In a subgroup of patients with 
nonpsychotic mental disorders, disorganisation and reality distortion might be pres-
ent, and they need to be addressed in clinical decision-making, as they should rep-
resent an important target for treatment.
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5Psychopathological Dimensions 
in Emergency Psychiatry: Determinants 
of Admission, Compulsory Treatment, 
and Therapeutic Intervention
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5.1  Definition

A psychiatric emergency is a complex condition involving individual (e.g. biochemical 
and psychopathological processes), interpersonal, and environmental dynamic factors 
[1]. A number of definitions have been proposed over time, emphasising either the 
urgency or the context, i.e. a mismatch of needs and resources. Providing an exhaus-
tive definition is difficult since the emergency is often self-determined by the patient, 
the community, or law enforcement. In our experience, severity of psychopathology, 
urgency, individual or environmental (e.g. family) degree of distress, and abnormal 
behaviours can all be part of a psychiatric emergency and also act as potential triggers 
for presentation in an emergency department.

The American Psychiatric Association (APA) Task Force on Psychiatric 
Emergency Services [2] comprehensively defines a psychiatric emergency as “an 
acute disturbance of thought, mood, behavior, or social relationship that requires an 
immediate intervention as defined by the patient, family, or community” and as “a 
set of circumstances in which (a) the behavior or condition of an individual is 
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perceived by someone, often not the identified individual, as having the potential to 
rapidly eventuate in a catastrophic outcome, and (b) the resources available to 
understand and deal with the situation are not available at the time and place of  
the occurrence”.

It is worth underscoring that, from a clinical perspective, a psychiatric emer-
gency represents a crucial condition where a clinical intervention may drastically 
modify the trajectory of the clinical picture.

5.2  Features, Settings, Aims, and Criticalities

Emergency psychiatry is a challenging field of application, involving specific fea-
tures, aims, settings, and criticalities. There are a variety of models for psychiatric 
emergency services (PES), largely varying in organisation and features from facility 
to facility but also sharing some common core characteristics. PES are 24-h operat-
ing services that aim to provide a prompt assessment of clinical conditions, to evalu-
ate and prevent potentially life-threatening situations, to stabilise the current emergent 
clinical conditions, and to plan proper therapeutic interventions. Though PES can be 
community based, usually, they are hospital-based services, delivered in the form of 
a consultation with an emergency physician in the emergency department (ED).

Patients can reach the service either voluntarily or compulsorily, with the involve-
ment of ambulance or police. Though there are a variety of different models, Italian 
hospital-based services are often organised as follows: all the patients reaching the ED 
share a common pathway of assessment, regardless of the main complaint or reason 
for the visit. First they undergo a triage evaluation, during which they are assigned a 
code, ranging from white to red, indicating the degree of emergency, and then they are 
assessed by an emergency physician and undergo blood and instrumental exams if 
needed. Upon request of the emergency physician, patients are assessed by a consul-
tant psychiatrist from the psychiatric intensive care unit (PICU). After assessing men-
tal conditions, the psychiatrist can require further exams, provide a medication, 
monitor the clinical conditions and re-evaluate, and decide whether to admit the patient 
to the PICU or to discharge and refer him or her to a community service (Fig. 5.1).

Emergency settings also share a number of potential criticalities. Compared with 
outpatient services, time is limited and spaces might sometimes be chaotic, espe-
cially in EDs serving crowded metropolitan areas, where admissions are very fre-
quent. This makes it difficult to gather exhaustive information, to conduct a careful 
assessment of the clinical conditions, and to evaluate the potential risks.

Patients may often be frightened, agitated, uncooperative, or even hostile and 
thus unable to provide clinical information. Other sources of information, such as 
relatives and friends, may be unavailable, especially when the patient reaches the 
ED with the involvement of ambulance or police.

Medications are limited as well, with only a few drugs, usually antipsychotics and 
benzodiazepines, available to stabilise the clinical condition. Finally, and importantly, 
clinicians are essentially limited in planning therapeutic intervention to just two relevant 
choices: a decision to hospitalise or a referral of the patient to an outpatient service.
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Consultant psychiatrist:

Blood and instrumental exams

Clinical  evaluation

Fig. 5.1 Common pathway of assessment and therapy in the emergency department for patients 
with psychiatric complaints

Such complexity is challenging not only for clinicians but also for researchers 
and administrators. The conditions and criticalities aforementioned often prevent 
the comprehensive analysis of context that is needed to develop common guide-
lines, therapeutic strategies, and assessment instruments tailored to the needs of 
PES. This, in turn, gets reflected back as a problematic lack of standards [2].

Most of the available tools are indeed borrowed from general psychiatry and 
show limited usefulness in emergency settings.

5.3  The Diagnostic Approach in Emergency Psychiatry

A relevant concern is raised by the diagnostic model in emergency psychiatry. The 
general aims of a diagnostic assessment are to provide synthetic information on the 
patient’s current and past condition, to predict a prognostic trajectory, and, above 
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all, to guide the therapeutic intervention. The categorical approach matches most of 
these requirements in general psychiatric settings, as it synthetically provides longi-
tudinal information on the patient’s history and prognosis and drives therapeutic 
intervention. This approach, though, may be less accurate in describing current psy-
chopathological conditions and predicting an immediate or short-term risk of life- 
threatening behaviours, which are among the core matters to focus on in emergency 
psychiatry. For example, two people diagnosed with schizophrenia might present 
very different, sometimes even opposite, clinical pictures, with negative symptoms 
or psychomotor agitation prevailing. One might be at high risk of self-harm behav-
iour; the other might be catatonic.

From this perspective, a categorical approach may show limited usefulness in 
emergency settings. A dimensional approach may help fill this gap, being more suit-
able to providing information on the current condition of the patient and guiding a 
short-term intervention. Conversely, though, the literature underscores that inter- 
rater agreement among psychiatrists in emergency settings is low for psychopathol-
ogy, impulse control problems, and danger to self but adequate for some categorical 
diagnoses [3–5]. This brings up two relevant considerations: first, a mixed diagnos-
tic approach, both categorical and dimensional, seems to be the most promising 
model for the emergency setting; second, the development of standardised diagnos-
tic tools is needed in order to increase the reliability of dimensional assessment in 
the ED. The SVARAD seems to be particularly suitable to this purpose, as it is a 
quick, reliable, and easy-to-use instrument that allows clinicians to easily collect 
information on most of the psychopathological dimensions routinely evaluated dur-
ing a mental state examination.

Recently, we conducted a clinical study [6] to test the hypothesis that SVARAD 
assessment can be predictive of psychiatric hospitalisation. Specifically, we sought 
to evaluate whether and to what extent a standardised dimensional assessment, as 
assessed with the SVARAD, can predict the need for hospitalisation in acute psychi-
atric patients presenting to the ED.

5.4  The Role of Dimensional Assessment in the ED: 
A Clinical Study

According to the considerations mentioned above, we recently conducted a clini-
cal study [6] to assess the role of the dimensional assessment in the ED. Our main 
goal (a) was to evaluate whether and to what extent a standardised dimensional 
evaluation, as assessed with the SVARAD (both alone and in a mixed diagnostic 
model), could predict the need for hospitalisation in acute psychiatric patients 
presenting to the ED. The other major goal of this study (b) was to identify which, 
if any, psychopathological dimensions can independently predict the need for 
hospitalisation. Secondary objectives included (c) identifying the psychopatho-
logical dimensions differentiating between voluntarily and compulsorily admitted 
patients and (d) analysing the relationship between psychopathological dimen-
sions and medications.
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The results will be reported and discussed later in the chapter, but, for better 
comprehension of the results in the context of the study, we will first describe the 
main characteristics and methods of the study (for details see Dazzi et al. [6]).

5.4.1  Setting: The Policlinico Umberto I

The study was conducted at the Policlinico Umberto I in Rome in 2008 over a 
6-month period.

The Policlinico Umberto I is the biggest university hospital in Italy. Located in 
downtown Rome, it serves a large and crowded catchment area with over 600,000 
inhabitants. The ED admits about 140,000 patients each year, including over 900 
emergency psychiatric consultations and almost 400 admissions to the PICU. The 
population presenting to the ED is particularly varied, as only one third of the patients 
come from the downtown area, one third come from the rest of the city or from the 
regional area, and one third from other Italian regions or from other countries.

Patients presenting with a psychiatric complaint follow specific pathways that 
were developed by the psychiatric department and the ED together. Specifically, 
three pathways are defined according to the presenting condition:

Group A.  Patients presenting with a psychiatric condition due to a disorder 
already diagnosed, usually in treatment in an outpatient service, and referred for 
voluntary admission. These patients move along a fast track: psychiatric consulta-
tion is immediately requested after triage, and they can be admitted to the PICU 
after routine medical assessment.

Group B. Patients presenting with a condition to be diagnosed, potentially due to 
either a psychiatric disorder or a medical condition. A careful evaluation of the 
medical and psychopathological condition, including specific blood and instrumen-
tal exams, is performed first by the emergency physician and then by the emergency 
psychiatrist in order to make a correct diagnosis. If the condition is primarily due to 
a psychiatric disorder, the emergency psychiatrist can eventually admit the patient 
to the PICU or refer him or her to an outpatient service.

Group C.  Patients presenting for self-harm behaviour. Such patients require a 
multi-professional approach, with different figures involved, including an emergency 
psychiatrist, according to the type and severity of self-harm behaviour. The primary 
aim is the support and stabilisation of the vital functions and damage control; later, 
once stabilisation has been achieved, the patient can be admitted to the intensive care 
unit, the PICU, or another ward, according to the highest priority treatment required.

When recommended, the patient is admitted to the PICU of Policlinico Umberto 
I or, if a bed is not available, transferred to another PICU, within 12 h. Patients 
requiring compulsory admission are immediately admitted to the PICU regardless 
of bed availability (Fig. 5.2).

Conversely, when admission is not recommended, the patient is usually referred 
to a community-based outpatient service or even to the psychiatric services of the 
Policlinico Umberto I, which include a day hospital and an outpatient service deliv-
ering both pharmacological and psychotherapeutic treatment.

5 Psychopathological Dimensions in Emergency Psychiatry



164

5.4.2  Procedure and Sample

The subjects of the study were composed of all the patients presenting to the ED for 
whom an acute psychiatric evaluation was required by an ED physician. For each 
patient, we collected socio-demographic and clinical data, including a dimensional 
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evaluation as assessed with the SVARAD by a senior psychiatrist. For our main goal 
(A), all the variables were tested as potential predictors of the need for hospitalisa-
tion, which was chosen as the outcome of interest, rather than the actual rate of 
hospitalisation, as this could be affected by many factors, such as bed availability, 
presence of other clinical priorities, or patient’s refusal.

We recruited a total of 312 patients, mainly Italian, with a balanced gender dis-
tribution, a mean age of 40 years (SD = 14.3), and a history of psychiatric admission 
in half of the cases. The most common diagnoses were psychotic, depressive, or 
bipolar disorder. Most of the patients reached the ED voluntarily, whereas 12.6% of 
them had a proposal for compulsory admission (see below for a description of the 
procedure for compulsory admission in Italy). Almost 40% of the sample was rec-
ommended for hospitalisation in the acute psychiatric ward, and half of the patients 
received one or more medications, typically a benzodiazepine or an antipsychotic 
drug.

Later, a replication study was conducted with the same methods in a new setting 
(San Filippo Neri Hospital, Rome, Italy), in order to test the predictors of recom-
mended admission that were identified in the original study on a new sample.

5.5  Psychopathological Dimensions  
and Need for Hospitalisation

As we mentioned above, a crucial issue for emergency psychiatrists assessing an acute 
psychopathological picture is whether or not to hospitalise the patient, in order to 
prevent short-term risk and to plan a therapeutic intervention. From this perspective, 
emergency clinicians should carefully evaluate all the conditions that commonly may 
lead to hospitalisation. A large variety of socio-demographic, logistic, and clinical 
predictors for admission were identified. Age, gender, family and social support, mari-
tal status, employment status, homelessness, and ethnicity were all suggested to be 
potential socio-demographic risk factors. In addition, logistic and contextual factors 
were proposed, such as bed availability or day of the week. For these non-clinical fac-
tors, the role played by most of them is controversial. Stronger evidence was observed 
for clinical predictors, such as severity of illness, psychotic or bipolar disorder, and 
previous hospitalisation. Also, a number of symptoms and conditions were found to 
predict hospitalisation, including (1) psychotic symptoms such as hallucination, delu-
sion, lack of insight, and odd behaviour; (2) suicidality and danger to self or others; 
(3) agitation, destructive behaviour, or psychomotor inhibition; and (4) confusion and 
abnormal consciousness (for a detailed overview, please see Dazzi et al. [6]).

Though a variety of psychopathological alterations were described, we found a 
lack of studies adopting a systematic dimensional approach. In our study, as 
expected, we observed that patients who were recommended for admission scored 
significantly higher on most of the SVARAD dimensions, such as Anger/
Aggressiveness, Apathy, Impulsivity, Reality Distortion, Thought Disorganisation, 
and Activation, whereas patients who were recommended for admission scored 
lower for Somatic Preoccupation/Somatisation (Fig. 5.3).
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More specifically, though, we identified only three dimensions that indepen-
dently predicted the need for hospitalisation: Reality Distortion, Impulsivity, and 
Apathy. Such alterations can be commonly observed in a wide range of clinical 
pictures, commonly falling within the psychotic area, as well as affective disorders, 
including both manic and depressive episode, and personality disorders (e.g. bor-
derline personality disorder). Our findings therefore suggest that it is useful for 
emergency clinicians to focus on these trans-diagnostic dimensions, independently 
from the categorical disorder, in order to evaluate whether to recommend admission 
or to discharge the patient in an emergency setting.

It is also interesting to compare the dimensional profiles by diagnostic group 
(Fig. 5.4). In the schizophrenic group, the patients who were recommended for admis-
sion showed significantly higher degrees of Reality Distortion, Thought 
Disorganisation, and Impulsivity; similarly, in the bipolar subgroup, they showed sig-
nificantly higher degrees of Reality Distortion. The psychopathological differences 
between the patients recommended for admission and those discharged within the 
same disorder suggest that the need for hospitalisation is mainly determined by the 
current psychopathological alterations, rather than the categorical diagnosis.

This raises particular interest, both from theoretical and clinical perspectives, as 
to which diagnostic model is more suitable for the emergency setting. To this aim, 
which was the main goal of our study, we compared the categorical and the dimen-
sional approaches as predictive models for the need for hospitalisation, using a hier-
archical regression analysis. Our results suggested that 43% of recommended 
admission can be correctly predicted according to a dimensional evaluation alone, 
as assessed with the SVARAD, whereas the categorical model predicted only 29% 
of the recommended admissions. Also, when both socio-demographic (age, sex, 
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marital status) and general clinical (previous admission, proposal for compulsory 
admission) predictors of admission were included, the two models predicted, 
respectively, 54% and 41% of the total rate of recommended admissions. Our find-
ings suggest thus that dimensional assessment, globally, is the most important 
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determinant of psychiatric admission. On the other hand, however, we observed that 
adopting both the dimensional and the categorical approach, in addition to the 
socio-demographic and general clinical information, further increased the predic-
tive power of the model, which then correctly predicted 58% of total recommended 
admissions. Overall, such findings, which were globally confirmed in our replica-
tion study, suggest that a hybrid model, including both approaches plus socio- 
demographic and general clinical information, is the best solution in the emergency 
setting to predicting the need for hospitalisation.

5.6  Psychopathological Dimensions  
and Compulsory Treatment

As emergency psychiatrists have often experienced, some of the acute psychiatric 
patients reach the emergency service involuntarily, brought in by ambulance or 
police, and they are uncooperative, oppositive, or even hostile. Lack of compliance 
with treatment is a critical issue in psychiatry, in terms of both ethical and clinical 
implications: emergency psychiatrists are commonly required to decide whether or 
not to compulsorily admit a patient who is not compliant with treatment. The regu-
lations for civil commitment, though, differ across countries. In Italy, unlike other 
countries, the patient’s dangerousness to self or others is not included as a criterion 
for compulsory admission; instead, three criteria need to be met concurrently: (1) 
the patient shows psychic alterations requiring urgent treatment; (2) the patient 
refuses the required treatment; and (3) the patient cannot be adequately treated by 
nonhospital-based services. Also, the Italian law stipulates a specific procedure for 
ordering compulsory admission: first, compulsory admission must be recommended 
by a physician (proposal of compulsory admission); then a physician working for 
the National Health Service, usually a psychiatrist, must decide whether to confirm 
it or not after evaluating the case; finally, the city mayor must order the commit-
ment. Compulsory admissions may only take place in a PICU.

Usually patients recommended for compulsory admission reach the ED with the 
involvement of an ambulance and, in a few cases, the police as well. With differ-
ences in law, culture, tradition, and logistic factors, the rate of compulsory admis-
sion varies greatly across countries and even regions, ranging across European 
countries between 3.2% in Portugal and 30% in Sweden [7]. In Italy, it is 9% [8].

Though such differences are cause for caution when interpreting the findings 
from different countries, it is presumable that a variety of clinical conditions play a 
similar role in determining the need for compulsory admission across different 
countries. The literature reports many socio-demographic and clinical risk factors, 
such as male gender, immigrant status, low social support, previous compulsory 
admission, premature termination of treatment, psychotic and bipolar disorder, 
severity and duration of illness, lack of insight, positive symptoms, and excitement 
(as measured with the Positive and Negative Syndrome Scale Excited Component) 
[7, 9–13]. It is clear that most of these studies describe socio-demographic and pre-
vious clinical risk factors, without focusing on the current psychopathological 
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dimensions. In our study, we observed that patients presenting to the ER with a 
proposal for compulsory admission were more likely to show higher degrees of 
Anger/Aggressiveness, Reality Distortion, Activation, Thought Disorganisation, 
and Impulsivity, and lower degrees of Sadness/Demoralisation, Apathy, and Somatic 
Preoccupation/Somatisation (Fig. 5.5). Though the difference in approach prevents 
us from comparing such findings with previous studies, some of our results seem to 
be consistent with the literature in key aspects. Indeed, Reality Distortion may be 
framed in the broader positive symptom dimension, whereas Impulsivity, Activation, 
and Anger/Aggressiveness can reflect, to a certain degree, the PANSS Excited 
Component. Both positive symptoms and excitement have been described as risk 
factors for compulsory admission [10]. Conversely, to our knowledge, the role 
played by other dimensions has not been clearly assessed in previous studies and 
will need to be investigated through future research. Interestingly, though, we 
observed in a recent study [14] that the Brief Psychiatric Rating Scale (BPRS) 
dimensions of Disorganisation and Activation, as well as Resistance (as measured 
with the expanded version of the BPRS), were independent risk factors for the use 
of restraint in acute psychiatric patients, whereas Negative Affect, which represents 
a broad dimension including depression, guilt, anxiety, and suicidality, and Negative 
Symptoms, which partially resemble the SVARAD Apathy dimension, were associ-
ated with a lower risk of restraint.

In conclusion, our findings suggest that a systematic evaluation of psychopatho-
logical dimensions may be usefully adopted in emergency settings to discriminate 
between psychopathological profiles of compulsorily vs. voluntarily admitted patients.
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5.7  Psychopathological Dimensions  
and Therapeutic Intervention

The psychiatric examination in the ED often represents a crucial step for many 
patients, as it can drastically change the trajectory of their clinical history. Although 
it shows several relevant clinical implications, as we discussed above, first and fore-
most, it is a therapeutic intervention per se. To this purpose, emergency clinicians 
have a few instruments available, both verbal and pharmacological, that can help to 
stabilise the clinical conditions and mitigate the mental distress. Verbal instruments 
include de-escalation techniques and specific communication skills, while the most 
common and helpful medications used are benzodiazepines and antipsychotics, as 
they are rapidly efficacious, unlike other classes of psychopharmacological drugs.

Usually de-escalation and other verbal techniques represent the first level of 
intervention, unless a medication is clearly required. They are proper and practical 
interventions, but they might be unspecific, and thus less effective, if adopted with-
out taking into consideration the prevailing psychopathological dimensions of the 
patient. Rather, in our experience, the evaluation of the dimensional profile is fun-
damental as it helps clinicians to tailor their approach to the patient, which promotes 
patient compliance and, more importantly, increases the therapeutic efficacy [15]. 
For example, when the patient shows high degrees of Activation, the psychiatrist 
should avoid dictating or competitive/dominant behaviours; rather, he should favour 
a calm, firm, and helpful style of communication. When managing a patient with 
Reality Distortion, behaviours best avoided by the therapist include minimising the 
importance of the current condition, giving false reassurance in order to relieve the 
patient, and questioning the patient’s delusion. Instead, it is best for the therapist to 
empathically listen to such a patient.

In a number of cases, acute psychiatric patients also require a pharmacological 
intervention. Unlike in general psychiatry, where medications are recommended 
according to a categorical diagnosis, in emergency psychiatry, therapeutic guide-
lines are developed according to a number of specific conditions, e.g. psychomotor 
agitation, that may be symptoms of various medical and psychiatric disorders. In 
order to stabilise the psychopathological and behavioural condition and to choose 
the best medication, clinicians are thus required to focus on the current picture and 
the underlying causes, rather than carefully discriminating the primary psychiatric 
disorder, e.g. between schizophrenia and mania when managing an agitated patient. 
To this purpose, a dimensional approach seems particularly suitable and useful, 
especially when all the main psychopathological dimensions are systematically 
assessed, helping clinicians to easily identify a specific condition and plan the 
proper treatment.

In our experience, the choice of medication in emergency settings is strongly 
driven by the dimensional assessment. To test this hypothesis, we analysed the rela-
tionship between SVARAD dimensions and the medications most frequently used 
in the ED, such as benzodiazepines alone (BDZ), antipsychotics alone (AP), or a 
combination of benzodiazepines and antipsychotics (BDZ/AP). In our study, half of 
the patients did not receive a medication in the ED, 27.9% received BDZ, 6% 
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received AP, and 15% received BDZ/AP (Fig. 5.6). The logistic regression analysis 
showed that 42.4% of the medications were chosen according to the SVARAD 
assessment alone. This finding supports our initial hypothesis that emergency psy-
chiatrists would highly value the dimensional profile when selecting medications in 
the ED. It is important, however, to emphasise that, since in more than half of the 
cases, the medication was not chosen according to the SVARAD dimensions. 
Emergency psychiatrists also clearly utilise a variety of other factors that affect the 
choice of proper medication.

The most relevant dimensions involved in choice of medication were 
Apprehension/Fear and Reality Distortion. The former independently predicted the 
use of BDZ and AP, whereas the latter independently predicted the use of AP and 
AP/BDZ. Conversely, other dimensions were less likely to be treated in the ED with 
one or more classes of medication, e.g. patients with Sadness/Demoralisation were 
less likely to receive BDZ or AP.

The mean levels of Activation, Impulsivity, Anger/Aggressiveness, and Thought 
Disorganisation were significantly higher in the patients who were treated with AP/
BDZ, compared with those who did not receive any medication or BDZ only. 
However, such dimensions did not independently predict the medication. While the 
relationship between a high level of Apprehension/Fear and the use of BDZ is obvi-
ous and well known, AP might also be used when the patient is experiencing extreme 
apprehension or anguish, mainly under psychotic conditions. The administration of 
AP, either alone or in association with BDZ, to patients with psychotic conditions, 
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where Reality Distortion is typically observed, is not only aimed at achieving rapid 
sedation but also seems to generate early therapeutic effects, improving the psy-
chotic condition even within the first 24 h of treatment [16].

To evaluate the therapeutic efficacy of psychiatric interventions in the ED, we 
compared the SVARAD dimensions over time in a group of patients who were 
monitored and re-evaluated in the ED. The sample included 48 patients who were 
monitored in the ED after their initial psychiatric assessment and evaluated again 
within 12 h. These patients had been monitored and re-evaluated for different rea-
sons, e.g. because they required a further investigation to determine the diagnosis, 
such as a neurological evaluation or a toxicology screen. In these patients, we 
observed a significant reduction of Apprehension/Fear, Thought Disorganisation, 
and Activation (Fig. 5.7). In addition, the SVARAD total score decreased signifi-
cantly. This suggests that a psychiatric intervention in the ED based on dimensional 
assessment is indeed therapeutic and effective even in the short term, decreasing the 
global degree of distress and mitigating some specific dimensions.

5.8  Conclusions, Limitations, and Future Perspective

Amid a growing concern for the current psychiatric diagnostic system, the dimen-
sional approach has been gaining importance in the last 20  years as a potential 
complement to the categorical system. According to our findings, a systematic 

Fig. 5.7 Comparison of SVARAD mean profiles between the first and second psychiatric assessment 
in a sample of 48 patients who were monitored in the emergency department. . Data are displayed as 
mean ± standard deviation. A/F, Apprehension/Fear; S/D, Sadness/Demoralisation; A/A, Anger/
Aggressiveness; OBS, Obsessiveness; APA, Apathy; IMP, Impulsivity; RD, Reality Distortion; TD, 
Thought Disorganisation; S/S, Somatic preoccupation/Somatisation; ACT, Activation
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evaluation of psychopathological dimensions is a valid approach to emergency psy-
chiatry: focusing on the current psychopathological condition, it allows clinicians to 
collect a large amount of valuable information with relevant implication for clinical 
practice. The dimensional approach to psychopathology serves to guide emergency 
psychiatrists through crucial but delicate decisions regarding hospitalisation, medi-
cation, and compulsory treatment. Indeed, our findings suggest that dimensional 
assessment represents the main determinant of admission. It also discriminates 
between patients requiring compulsory vs. voluntary treatment and guides the ther-
apeutic intervention.

The dimensional assessment thus represents a useful approach in emergency 
psychiatry, but it obviously needs to be integrated into a larger paradigm. Indeed, a 
variety of other conditions, e.g. the risk of self-harm behaviours or the presence or 
absence of family and social support, need to be considered, as well as the underly-
ing causes of the psychiatric condition. From this perspective, even in emergency 
psychiatry, the dimensional model should not represent an alternative to the current 
diagnostic system but rather a valuable complementary approach.

Considering the recent development of the dimensional approach, further inves-
tigation is needed to determine its validity and potential implications. As our results 
suggest, emergency psychiatry seems to be a promising field of interest, but further 
research is needed to corroborate these findings over time, as well as to extend the 
potential application of the dimensional approach and to tailor it to the emergency 
setting.

With no rating tools specifically developed to systematically assess the psycho-
pathological dimensions in the emergency setting, the SVARAD represents, in our 
experience, a useful instrument guiding emergency psychiatrists through a system-
atic and standardised dimensional evaluation of acute psychopathological condi-
tions. Indeed, though the SVARAD still needs to be extensively tested in emergency 
psychiatry, it seems particularly suitable to the emergency setting, as it is brief and 
easy to use and evaluates the dimensions that are routinely assessed during the men-
tal state examination.
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6Sadness/Demoralisation and Apathy

Angelo Picardi, Paola Gaetano, and Elisa Fabi

6.1  Sadness/Demoralisation

6.1.1  Psychopathology and Assessment

The Sadness/Demoralisation dimension concerns the core symptoms of low mood 
and depression and is described in the English version of the SVARAD (RADAS) 
as follows: "distrust in oneself and one’s own abilities; decreased creativity and 
energy; pessimism; decreased interests and pleasure". The symptoms of depression 
are varied and multifaceted, to the point that in his famous The Anatomy of 
Melancholy, published in the seventeenth century, Robert Burton considered the 
chaos created by the sheer variety of symptoms of melancholia to be greater than the 
confusion of tongues yielded by the tower of Babel [1]. However, it should be rec-
ognised that deep sadness and its variants (e.g., hopelessness, sorrow, dejection, 
despondency, emptiness, despair, discouragement) have been mentioned as core 
features of depression from the earliest medical texts in ancient Greece to the mod-
ern DSM and ICD classification systems, along with other symptoms alluded to in 
the SVARAD dimension, such as fatigue, repetitive focus on a few negative ideas, 
and lack of pleasure or interest in usual activities [2].

The key importance in the depressive syndrome of the symptoms covered by the 
SVARAD “Sadness/Demoralisation” dimension is corroborated by the fact that 
depressed mood and anhedonia are considered to be essential requirements for the 
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diagnosis of a major depressive episode in both the DSM-5 and ICD-10. Furthermore, 
in the ICD-10, decreased energy or increased fatigability can also be considered as 
a “core feature” in the definition of a depressive episode, together with depressed 
mood and anhedonia. The relevance of this dimension is also supported by the 
examination of the post-Kraepelin Western psychiatric tradition as described in 
textbooks. In fact, all authors of the 19 major textbooks of psychiatry or psychologi-
cal medicine published from 1900 to 1960 mention mood disturbances, described 
by terms such as sadness, hopelessness, emptiness, gloominess, mental pain, and 
misery, as a key manifestation of depression. Also, all of these authors describe 
specific cognitive content, such as hopelessness, guilt, worthlessness, pessimism, 
self-accusation, self-derogation, and feelings of inadequacy and of being a failure, 
as characteristic of depressed patients. Twelve authors commented on loss of inter-
est, while anhedonia was described by seven authors, and fatigue and exhaustion by 
eight authors [3].

Various aspects of anxiety were noted by most authors of classical textbooks as 
characteristic of depressed patients, and depression and anxiety show considerable 
overlap at every level that has been studied. However, a number of psychometric 
studies lend support to the hypothesis of a core depressive dimension, distinct from 
anxiety and from general symptoms of somatic and emotional distress. For instance, 
many previous studies, including one from our group [4], have identified a distinct 
depressive factor in the Hamilton Depression Rating Scale (HDRS), which is 
defined by items covering core symptoms of depression, such as depressed mood, 
psychomotor retardation, loss of interest in work and other activities, suicidal ide-
ation, and guilt, although there are some differences among studies regarding the 
specific variables included in this factor and their relative importance as estimated 
by the size of factor loadings. Indeed, four separate meta-analyses of factor analytic 
studies of the Beck Depression Inventory (BDI), the Center for Epidemiological 
Studies Depression Scale (CES-D), the HDRS, and the Zung Self-Rating Depression 
Scale (SDS) identified relatively robust and well-established specific depression 
symptom factors within each scale [5]. A factor analytic study of the SVARAD 
itself identified a core depression factor loaded by the Sadness/Demoralisation item 
and the Apathy item, which covers the other dimension examined in this chapter [6]. 
A pattern that is seen with some frequency in symptom factor analyses is a tripartite 
division of the items relevant to depression and anxiety: a general “neurotic” factor 
and two smaller factors specific for depression and anxiety. Items that consistently 
load on the depression factor include depressed mood, loss of interest and pleasure, 
crying easily, hopelessness, loneliness, and suicidal ideation. This led to the pro-
posal of a “tripartite model” of symptoms of depressive and anxiety disorders, 
which posits three symptom groups: nonspecific symptoms of general distress, 
interpreted as high negative affect; symptoms of anhedonia and low positive affect 
that are relatively unique to depression; and manifestations of somatic tension and 
arousal that are relatively specific to anxiety [7]. While the model might need fur-
ther refinement and specifications [8], it has received some empirical support, with 
the depression factor showing no overlap with any of the anxiety symptoms [9].
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Clinimetric studies also corroborate the hypothesis of a core depressive dimen-
sion, similar to that described in the SVARAD. When the prevalence and sensitivity 
to change of the symptoms included in the HDRS were evaluated using item analy-
sis or factor analysis, a few core symptoms were found to have greater sensitivity to 
change and less distortion by treatment-emergent side effects. This led to the deriva-
tion from the HDRS of smaller scales measuring core depression, such as the six-
item HAM-D6, which features symptoms such as mood, guilt, anhedonia, loss of 
energy, and psychomotor retardation, along with psychic anxiety that, as described 
above, is regarded by many influential authors as an important clinical feature of 
depressive states but can be psychometrically separated from a specific depressive 
dimension. The six items included in the HAM-D6 were found to be the only HDRS 
items that validly reflected a global clinical assessment of depression severity made 
by experienced psychiatrists [10]. In dose-response trials, the HAM-D6 was found 
to be much more sensitive in discriminating between antidepressants and placebo 
than the full version of the scale [11, 12], which lends further empirical support to 
this core depressive dimension and suggests it might also have biological validity.

The SVARAD Sadness/Demoralisation dimension is also deeply rooted in the 
phenomenological tradition, as it grasps the most characteristic features of the expe-
rience of being depressed. Classical psychopathologists have underscored how the 
vital sadness that permeates the life of the depressed patient is so deep and pro-
longed that it borders stagnation of being and hampers their basic vital movement. 
The perception of time is altered in such a way that the patient’s attention is directed 
to the past, while the present is experienced as empty, and the future is perceived as 
blocked. This creates a painful experience of stagnation of time lived, characterised 
by a heavy past, an empty present, and a lost future, with poor or no prospects [13, 
14]. Action seems difficult, impossible, or futile, because there is no sense of any 
possibility for positive change. The body is perceived as heavy and inert, as it is no 
longer drawn in by situations, solicited to act. It feels stuck where it is, incapable of 
projection and purposeful action. Space is experienced as empty, dull, flat, and 
closed, with no possibilities [15]. The patient might be unable to find anything prac-
tically significant and feels as if something is missing, painfully lacking. Nothing 
appears quite as it should, and nothing offers the potential for positive change. In the 
more severe cases, the patient does not just take all human life to be without value 
but cannot even contemplate the possibility of its being otherwise, as the experience 
has a feeling of irrevocable certainty to it [16]. It is in the midst of this painful expe-
rience of vital sadness, standstill of lived time, draining of energy, and loss of sig-
nificance in life that pessimistic and self-devaluing thoughts breed in the patient’s 
mind. From an intersubjective perspective, the clinician clearly perceives the 
patient’s painful condition, and increased severity of this dimension was found to be 
correlated with higher clinician’s feelings of impotence. However, severity of affec-
tive symptoms was also found to be correlated with a greater positive involvement 
with the patient, as if his or her vulnerability and help-seeking attitude were reassur-
ing for the clinician, thereby promoting the creation of a classical doctor-patient 
relationship [17].
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Although the SVARAD “Sadness/Demoralisation” dimension includes the term 
“demoralisation” in its name, it mainly refers to the spectrum of depressive phe-
nomena, rather than to the clinical concept of demoralisation first elaborated by 
Jerome Frank. However, particularly at the lower end of severity, the item may 
capture the phenomenon of demoralisation, so it may be useful to provide a brief 
overview of this construct. According to Frank, demoralisation results from persis-
tent failure to cope with a stressful event or situation that the person and their sig-
nificant others expect them to handle. It is characterised by damaged self-esteem 
and by feelings of impotence, isolation, and despair. Demoralised persons are con-
scious of having failed to meet their own expectations or those of others, or of being 
unable to cope with some pressing problem. They feel powerless to change the situ-
ation and cannot extricate themselves from trouble [18]. At the core of demoralisa-
tion lies a feeling of being trapped—not knowing what to do, becoming helpless. 
There is also a breakdown in core assumptions and beliefs about the world, with 
resulting loss of meaning. Therefore, demoralisation is experienced as a persistent 
inability to cope, together with associated feelings of helplessness, hopelessness, 
meaninglessness, subjective incompetence, and reduced self-esteem [19]. Several 
studies have suggested that demoralisation can be distinguished from passing or 
transient distress, nonspecific distress, subthreshold depression or anxiety, and 
major depression [20, 21]. From a psychopathological perspective, it has been 
emphasised that, differently from depression, demoralisation is characterised not by 
a reduction in hedonic capacity and motivation but rather by feelings of subjective 
incompetence and helplessness [22].

6.1.2  Neurobiology

The neurobiology of this psychopathological dimension is inextricably linked to the 
neurobiology of depression. Persistent low mood and anhedonia are both believed 
to result from functional abnormalities in the neural circuitries underlying implicit 
emotion regulation and reward processing. Persistent low mood mainly involves the 
amygdala and the prefrontal cortex, as well as the hippocampus, while anhedonia 
centres on the striatum and the prefrontal cortex. A substantial body of evidence 
suggests that serotonin modulates activity in the implicit emotion regulation neural 
circuitry, and a smaller number of studies indicate that other neurotransmitters, such 
as norepinephrine, may also modulate functioning in this circuitry. A large body of 
research highlights the modulating role of dopamine in the neural circuitry underly-
ing reward processing. The symptoms of depression are hypothesised to reflect 
changes in the activity of frontal brain areas, related to decreased activity in the 
hippocampus. These changes represent either a heightening (the ventral system) or 
an inhibition (the dorsal system) of the usual role of these areas in the processing of, 
and coping with, affective information. Specific disruptions in these networks can 
be related to specific symptoms of depression, for instance, rumination and negative 
self-referential attributions would reflect hyperactivity in the amygdala and ventral 
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prefrontal regions, while anhedonia would reflect hypoactivity in the nucleus 
accumbens and dorsal prefrontal cortex [23].

Indeed, both structural and functional brain imaging findings consistently indi-
cate alterations in cortical and subcortical regions involved in emotion regulation 
and reward processing. Among the findings of altered brain structure in depression, 
the most consistent finding is the volume loss of the hippocampus, orbital, and ven-
tral prefrontal cortex [24]. Also, functional abnormalities in both the implicit emo-
tion regulation and reward circuitries have been observed in patients with depression. 
A number of studies have provided evidence of reduced functional connectivity 
between the amygdala and the medial prefrontal cortex and associated anterior cin-
gulate cortex regions, while other studies have suggested increased amygdala 
response to emotional stimuli, especially those with negative valence [25]. In 
depressed patients with anhedonia, abnormal activity levels in the ventral and dorsal 
striatum, as well as in the orbital prefrontal cortex, have been observed [26].

An influential hypothesis, first put forward more than 50 years ago, posits that 
the underlying biological basis for depression is a deficiency of central noradrener-
gic and serotonergic systems [27]. While in its original form this hypothesis turned 
out to be clearly inadequate, the monoamine hypothesis has been of great impor-
tance in understanding depression and has evolved over the years, so that depressive 
pathophysiology is currently recognised as involving multiple levels. It is now 
thought that acute increases in the amount of synaptic monoamines induced by 
antidepressants produce secondary neuroplastic changes that are on a longer times-
cale and involve transcriptional and translational changes that mediate molecular 
and cellular plasticity [28].

Besides deficiencies in noradrenergic and serotonergic function, other potentially 
contributing neurobiological factors underlying depression have been proposed, such 
as deficits in other neurotransmitters and in neurotrophic factors, changes in hippo-
campal neurogenesis, and HPA dysregulation [29]. Recently developed frameworks 
for understanding the neurobiology of depression emphasise the role of chronic 
stress [23, 30]. Specifically, the role of stress in depression is postulated to be medi-
ated by activation of the hypothalamic–pituitary–adrenal (HPA) axis, which leads to 
functional and, later, morphological damage to the hippocampus, which in turn 
causes widespread disruption of information processing in the forebrain. In rodents, 
chronic exposure to adrenal glucocorticoids decreases synaptic number and function 
and causes atrophy of neurons in the hippocampus and prefrontal cortex. The impor-
tance in depression of the hippocampal formation stems from its connections with 
other brain regions that are more directly involved in the psychological (amygdala, 
prefrontal cortex and other areas of association cortex, and nucleus accumbens) and 
physiological (hypothalamus) phenomena that characterise depression.

Stress-induced activation of the inflammatory response, particularly inflamma-
tory cytokines, may also play a role, since inflammatory cytokines may influence all 
the pathways believed to be involved in the pathophysiology of depression, includ-
ing dysfunction of monoaminergic systems and the HPA axis, alterations in gluta-
mate neurotransmission, changes in growth factors, and decreased neurogenesis. 
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In fact, cytokines and inflammatory signalling pathways may affect dopaminergic 
neurotransmission and the synthesis of dopamine. Also, inflammatory cytokines 
have been shown to increase serotonin transporter expression and function. 
Moreover, they can activate indoleamine 2,3-dioxygenase (IDO), which, in turn, 
breaks down tryptophan (the primary amino acid precursor of serotonin) into kyn-
urenine. On the one hand, this contributes to reduced serotonin availability. On the 
other hand, the activation of IDO and kynurenine pathways in the brain affects glu-
tamate neurotransmission and may contribute to glutamate dysfunction. Furthermore, 
inflammatory cytokines may influence HPA axis function through effects on nega-
tive feedback regulation. They may also adversely influence neurogenesis and neu-
roplasticity, as they have been shown to decrease systemic brain-derived neurotrophic 
factor (BDNF) levels and to influence BDNF receptor phosphorylation, thereby 
further interfering with BDNF signalling [31, 32].

Therefore, there are several signalling pathways that influence synapse forma-
tion and stability and that could contribute to loss of synapses in depression. These 
pathways include neurotransmitters (such as glutamate), growth factors, and neuro-
trophic factors (such as BDNF), inflammatory cytokines, and the HPA axis. They 
affect multiple intracellular signalling cascades that regulate all aspects of neuronal 
function, including the protection and survival of neurons and the induction of syn-
aptic plasticity. A key downstream convergence pathway for activity-dependent 
synaptic plasticity, and translation of synaptic proteins, is the mechanistic target of 
rapamycin complex 1 (mTORC1), which serves as a neuronal sensor of activity-
dependent demand for new protein synthesis and synaptogenesis [33]. Figure 6.1 
presents an overview of the mechanisms involved in the neurobiology of depressed 
mood.

Serotonergic and noradrenergic antidepressants act via different mechanisms, 
involving serotonergic and noradrenergic synapses, respectively. However, the vari-
ous cortical or subcortical routes to antidepressant action are hypothesised to con-
verge at a point downstream from the primary actions at serotonergic and 
noradrenergic synapses. For example, after chronic treatment, antidepressants of all 
classes increase the responsiveness of D2 dopaminergic receptors in the nucleus 
accumbens, the terminal integrative area of the mesolimbic dopaminergic system. 
Also, following chronic administration, antidepressants of all classes have been 
found to increase the expression of the nuclear transcription factor cAMP response 
element-binding protein (CREB) in the hippocampus. CREB regulates the activity 
of several genes, with resultant changes in the production of various proteins, among 
which are BDNF and vascular endothelial growth factor (VEGF). Chronic antide-
pressant treatment, not only with common monoaminergic antidepressants but also 
with putative antidepressants from very different pharmacological classes and with 
non-pharmacological treatments such as electroconvulsive therapy or vagus nerve 
stimulation, increases hippocampal neurogenesis, an effect that requires stimulation 
of monoamine transmission and is mediated by BDNF and, likely, also by 
VEGF. Therefore, the effects of currently used monoaminergic antidepressants are 
hypothesised to be mediated principally by stimulation of serotonergic and norad-
renergic synapses in the hippocampus, which would be expected to lead to increased 
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production of neurotrophins and neurogenesis, and, consequently, to reorganisation 
and repair of the stress-induced morphological damage. This, in turn, would rebal-
ance activity in forebrain circuits, with a normalising decrease in the impact of 
aversive events and an increase in the impact of rewards [23].

The changes in synaptic plasticity brought about by antidepressants through 
increased neurotrophic factor expression require some weeks, and this is hypothe-
sised to account for the time lag in their clinical effectiveness. The rapid antidepres-
sant action displayed by agents such as intravenous ketamine and scopolamine in 
some small-scale randomised clinical trials suggests a mechanism that results in fast 
changes in synaptic function and plasticity. The available data indicate that these 
agents stimulate mTORC1 signalling in the prefrontal cortex, which in turn leads to 
the increased synthesis of proteins that are required for synapse maturation and 
formation. Both ketamine and scopolamine cause a burst of glutamate, the former 
via blockade of N-methyl-d-aspartate (NMDA) receptors on GABAergic interneu-
rons, the latter via blockade of acetylcholine muscarinic M1 receptors on GABAergic 
interneurons. The glutamate burst activates alpha-amino-3-hydroxy-5-- 
methylisoxazole-4-propionic acid (AMPA) receptors, and this activation stimulates 
mTORC1 signalling. Interestingly, neither acute nor chronic administration of com-
mon antidepressants increases mTORC1 signalling, which corroborates the notion 
that its activation is involved in rapid antidepressant action. It may also be noted that 
the rapid antidepressant effect displayed by scopolamine in preliminary trials raises 
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Fig. 6.1 Mechanisms involved in the neurobiology of depressed mood
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the possibility that the anticholinergic actions of tricyclic antidepressants might 
contribute to some degree to the therapeutic effects of these agents [33].

6.1.3  Clinical and Therapeutic Aspects

Among the SVARAD dimensions, the Sadness/Demoralisation dimension displays 
a particularly “cross-nosological” character. In fact, while it is prominent in patients 
with mood disorders, it is often found, though usually to a lesser degree, in many 
patients with a categorical diagnosis of anxiety disorder, obsessive-compulsive dis-
order, eating disorder, or adjustment disorder and in a number of patients with a 
diagnosis of schizophrenia or other psychotic disorders. In our outpatient sample, 
the highest mean scores were observed in patients with a unipolar or bipolar major 
depressive episode, followed by those with dysthymic disorder, depressive disorder 
NOS, borderline personality disorder, eating disorders, obsessive-compulsive disor-
der, psychotic disorder NOS, and schizophrenia (Fig. 6.2). Similar findings were 
observed in our inpatient sample. The highest mean scores were observed in patients 
with a unipolar or bipolar major depressive episode, followed by depressive disor-
der NOS, borderline personality disorder, mixed mood episode, schizoaffective dis-
order, psychotic disorder NOS, and schizophrenia (Fig. 6.3).

It is noteworthy that both in outpatients and inpatients the findings observed in the 
total group of patients with a given primary diagnosis were comparable to those observed 
in the subgroup of patients who did not receive any other Axis I diagnosis. This suggests 
that the prominence of the Sadness/Demoralisation dimension in diagnostic groups 
other than depressive disorders does not result from depressive comorbidity.

In patients with mood disorders, the symptoms making up the Sadness/
Demoralisation dimension are usually moderate to severe, and this dimension 
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typically shows the highest mean score among the SVARAD dimensions. In patients 
with other mental disorders, these symptoms often take a milder form that does not 
justify a formal diagnosis of depressive disorder but might nevertheless be clinically 
important. In fact, the examination of mean scores across diagnoses shows that this 
dimension often ranks second or third among all SVARAD dimensions. Also, the 
proportion of outpatients without psychiatric comorbidity who were rated 2 (“mod-
erate: poorly modifiable, extended to almost all areas of experience, mild reduction 
of the patient’s social or occupational functioning”) or more on this item was 59, 53, 
42, 41, and 38% among patients with borderline personality disorder, psychotic 
disorder NOS, schizophrenia, obsessive-compulsive disorder, and eating disorders, 
respectively. Among inpatients with no psychiatric comorbidity, the proportion was 
77%, 34%, and 27% for patients with borderline personality disorder, psychotic 
disorder NOS, and schizophrenia, respectively.

In outpatients, the Sadness/Demoralisation dimension displayed several signifi-
cant (p < 0.001) correlations, such as a moderate to strong correlation with Apathy 
(rho = 0.48), a moderate correlation with Apprehension/Fear (rho = 0.28), a small 
correlation with Anger/Aggressiveness (rho = 0.11), and a small negative correla-
tion with Activation (rho = −0.15). In inpatients, it similarly showed a moderate to 
strong correlation with Apathy (rho  =  0.39) and a moderate correlation with 
Apprehension/Fear (rho = 0.32), and it showed several sizable negative correlations, 
such as with Activation (rho = −0.32), Reality Distortion (rho = −0.39), and Thought 
Disorganisation (rho = −0.37) (all p < 0.001).

Usually, specific treatment is warranted for patients with clinically significant 
levels of this dimension, independent of categorical diagnosis. A decrease in mood 
that is severe enough to cause substantial suffering or impairment in psychosocial 
functioning is usually indicated by a score of 2 or higher on the corresponding 
SVARAD item. Treatment can take the form of medication, psychotherapy, or a 
combination of both. From a pharmacological perspective, the underlying neurobi-
ology suggests the use of agents enhancing noradrenergic or serotonergic 
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transmission in the central nervous system, which is in fact an effect that is shared 
by most drugs classified as “antidepressants”. Neurobiological considerations also 
underpin other kinds of pharmacological or neurophysiological interventions, 
which are mainly used as second-line treatments in patients with treatment-resistant 
depression. For instance, the link between depression and inflammation suggests 
the use of anti-inflammatory agents, and indeed cytokine inhibitors and nonsteroi-
dal anti-inflammatory drugs (NSAIDs), in particular the selective cyclooxygenase 2 
inhibitor celecoxib, have shown promising results in clinical trials. A recent meta-
analysis, combining data on anti-inflammatory add-on treatment and monotherapy 
from 14 randomised clinical trials with a total of 6262 patients, found that anti-
inflammatory treatment significantly reduced depressive symptoms as compared 
with placebo, without increased risks of adverse effects [34]. The anti-inflammatory 
actions of physical exercise, too, might be associated with its beneficial effect on 
depression, with recent data providing support for the involvement of IL-6 in the 
antidepressant effect of exercise [35]. Attenuation of cortisol release [36] has also 
been observed in depressed patients treated with bright light therapy, an interven-
tion with preliminary evidence of effectiveness in seasonal as well as non-seasonal 
depression [37]. A further example is provided by repetitive transcranial magnetic 
stimulation over the left dorsolateral prefrontal cortex, another empirically sup-
ported treatment [38]. Although its effects are complex and only partially under-
stood, they seem to involve normalisation of the HPA axis function and also 
activation of neuroprotective mechanisms in the brain [39, 40]. As far as electrocon-
vulsive therapy is concerned, although there is evidence that it is a potent antide-
pressant treatment [41], its broad spectrum of effects ranging from depression to 
mania [42], and possibly catatonia [43], coupled with the great uncertainty sur-
rounding its mechanism of action [44–47], makes it difficult for us to provide indi-
cations for its use in the framework of our theoretical perspective, which is based on 
psychopathological dimensions and their underlying neurobiology.

Biological interventions are not the only effective treatment options available. 
Empirically supported treatments for depression include cognitive behavioural ther-
apy (CBT), interpersonal psychotherapy, behavioural therapy, and, to a lesser extent, 
short-term psychodynamic psychotherapy [48]. It should be underscored that psy-
chotherapeutic interventions can not only profoundly influence patients’ beliefs, 
ways of thinking, emotional states, and behavioural patterns but can also affect 
brain function.

Since the inception of psychotherapy, there has been interest in the brain as a 
mediator of its effects; as early as the end of the nineteenth century, Freud had 
attempted to translate psychotherapeutic concepts into the language of biological 
sciences [49]. However, until recently, the putative biological mechanisms of psy-
chotherapy and the resulting, underlying changes in the brain have remained elu-
sive. In the late 1990s, the significant advances in neuroscience that had occurred in 
the second half of the twentieth century enabled Kandel to suggest that the effec-
tiveness of psychotherapy and its ability to produce long-term changes in behaviour 
are likely due to learning processes and related changes in gene expression that alter 
the strength of synaptic connections, as well as structural changes that alter the 
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anatomical pattern of interconnections between neurons [50]. Then, in the last two 
decades, thanks to increases in the resolution of brain imaging techniques, the puta-
tive mechanisms of action of psychotherapy and the underlying changes in the brain 
have finally attracted the research attention they deserve [51]. Although the biologi-
cal study of psychotherapy has barely begun, neuroimaging studies have clearly 
shown that psychotherapy leads to observable changes in the brain.

Neuroimaging studies of psychotherapy for major depression have reported 
changes in many brain regions, including the cingulate gyrus, medial prefrontal, 
orbitofrontal, dorsolateral, and dorsomedial prefrontal cortices, hippocampus, 
amygdala, and basal ganglia. The findings of these studies are complex and, at 
times, inconsistent. This is hardly surprising, given substantial differences between 
studies in neuroimaging technique (PET, SPECT, fMRI), experimental paradigm 
(resting state, symptom provocation task), therapeutic approach (cognitive behav-
ioural therapy, behavioural therapy, interpersonal psychotherapy, psychodynamic 
therapy), duration of treatment (and the related time interval between pre- and post-
treatment scan), inclusion of a control condition, and type of control subjects 
(healthy, waiting list). However, despite the methodological heterogeneity of the 
studies, the majority suggest that psychotherapy results in a normalisation of neural 
function in brain regions that showed abnormalities before treatment [52–54].

Across different therapeutic approaches, reductions in activity or metabolism 
have been observed in several prefrontal cortical regions. Although the precise 
regions differ to some extent across studies and approaches, reductions in one or 
more of these regions have been observed following treatments as diverse as inter-
personal therapy, cognitive behavioural therapy, behavioural activation, and psy-
chodynamic psychotherapy. Regarding changes in other brain regions, the results 
are more preliminary and mixed. Of particular interest is preliminary evidence from 
a single study that behavioural activation can affect the reward circuitry in the brain, 
as it was reported to normalise functioning in the dorsal striatum during reward 
anticipation, and the orbital prefrontal cortex during reward feedback [55]. On the 
one hand, the findings of these studies are broadly consistent with predictions 
regarding the neural substrates of psychotherapy. On the other hand, the nature of 
the effects in prefrontal cortical regions, with a decrease in activity following psy-
chotherapy, may be surprising, as it appears to contradict the hypothesis that psy-
chotherapy should strengthen the ability of higher cortical regions to regulate 
processing in lower brain areas. However, it should be underscored that, beyond 
understanding which regions are involved, the state of the field has not yet evolved 
sufficiently to draw specific conclusions regarding the direction of effects. For 
instance, conflicting directional observations may be due to differences in experi-
mental protocols and tasks (resting state, symptom provocation, application of a 
specific therapy skill). Furthermore, regional increases and decreases observed in 
neuroimaging are currently subject to multiple interpretations. Increased activation 
in a given region might be interpreted as reflecting an improvement in the strength 
of the region’s function. However, it could also be interpreted as the opposite: an 
impairment in the region’s efficiency, reflecting a need for greater activity in order 
to accomplish the same effect [56].
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Interestingly, antidepressants and psychotherapy may have distinct neural effects, 
as the literature suggests that their mechanisms are divergent and that the two types of 
treatment normalise brain function in different ways [53, 57]. Whereas psychotherapy 
appears to lead to changes in the activation patterns in cortical areas, antidepressants 
tend to be associated with changes in brain activity in the limbic system, other subcor-
tical structures, and the insula [58]. This pattern of findings is consistent with the 
hypothesis that psychotherapy may exert its effects “top-down”, targeting mainly 
frontal cortical regions and strengthening the cortical emotion regulatory processes, 
whereas medication may produce “bottom-up” changes by disengaging mainly sub-
cortical regions that mediate attention to personally relevant emotional and environ-
mental stimuli or are involved in representing our internal bodily states [53, 58]. 
Although the findings are still too preliminary to draw firm conclusions, the possibil-
ity that antidepressant medication and psychotherapy have different neural effects is 
intriguing, as it suggests that their effects might be, at least partially, complementary.

The possibly complementary effects of psychotherapy and medication on brain 
function suggest that the two kinds of treatment may act synergistically. Indeed, 
there has been increased interest recently in their combination for the treatment of 
depression, which may aid in adherence to both treatments. Medication may allow 
for a more effective use of psychotherapy by providing initial relief from depressive 
symptoms and increasing concentration and motivation. Psychotherapy may aid in 
adherence to pharmacological treatment, as it may allow for reduced doses and thus 
a lower side effect burden of medication [59]. Indeed, a number of meta-analyses 
suggest that combined treatment has small but significant advantages over each 
treatment modality alone [60–62] and may have a protective effect against depres-
sion relapse or recurrence [63]. Importantly, care should be applied not to merely 
add psychotherapy to antidepressant medication but to introduce it to the patient as 
a treatment that would work synergistically with pharmacotherapy. A psychobio-
logical model overcoming the traditional brain-mind dichotomy by positing that 
both treatments affect mental phenomena and influence brain function may help the 
clinician give the patient a clear rationale for the combination of psychological and 
pharmacological treatment [64, 65].

In a dimensional perspective, it is important to underscore that in order to opti-
mise treatment, the clinician should take into account the whole dimensional picture. 
Independent of categorical diagnosis, if dimensions other than Sadness/
Demoralisation are present to a substantial degree, they, too, should be taken into due 
account. The most relevant dimensions are usually Apathy, the “anxious” dimensions 
(Apprehension/Fear and Somatic Preoccupation/Somatisation), or the “activation” 
dimensions (Anger/Aggressiveness, Activation, and Impulsivity). Indeed, in some 
previous studies using the SVARAD [6, 66], we found that patients with unipolar 
depression are typically characterised by a variable combination of three clusters of 
dimensions: “core depressive dimensions” (Sadness/Demoralisation, Apathy), “anx-
iety dimensions” (Apprehension/Fear, Somatic Preoccupation/Somatisation), and 
“activation dimensions” (Anger/Aggressiveness, Impulsivity, Activation).

The approach to patients with prominent apathy will be described in detail in the 
following section, which is specifically devoted to this dimension. Basically, the 

A. Picardi et al.



187

presence of substantial levels of both Sadness/Demoralisation and Apathy, with a 
SVARAD profile such as that depicted in Fig. 6.4, indicates the need to target not 
only the implicit emotion regulation circuitry but also the reward processing cir-
cuitry. Possible means to achieve this aim with pharmacological and psychological 
treatment would be the use of an antidepressant with noradrenergic properties and 
the inclusion of behavioural activation techniques, respectively.

When treating a patient with pronounced anxiety symptoms in addition to high 
levels of Sadness/Demoralisation, who has a SVARAD profile such as that illus-
trated in Fig. 6.5, the clinician should give such symptoms the attention that they 
deserve. There is, in fact, evidence that such patients are at greater risk for side 
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prominent Sadness/
Demoralization and 
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effects and have poorer treatment outcomes than depressed patients without anxiety 
[67, 68]. If pharmacological therapy is chosen, neither the neurobiology of anxiety 
[69] nor the findings from clinical trials involving patients with anxious depression 
[70] reveal sufficient evidence to suggest choosing one class of antidepressant med-
ication over another, providing that the serotonergic system is targeted, given its 
role in the regulation of anxiety-related behaviour and traits.

While some patients with this dimensional profile can be successfully treated with 
antidepressants alone, this clinical population is quite difficult to treat and may require 
additional measures. One possibility is to reduce dopaminergic transmission with low 
doses of D2 receptor blockers. However, this might be a double-edged sword, as the 
role of dopamine in anxiety states is complex. Dopaminergic pathways may affect 
anxiety states in several ways [71], either exacerbating anxiety or reducing it through 
increased feelings of self-efficacy and self-confidence. Another possibility is to aim 
for an increase in GABAergic transmission through a short-term course of benzodiaz-
epines or by means of antiepileptic medication, such as gabapentin.

A further possibility is psychotherapy, either alone or in combination with medi-
cation. A psychological approach is particularly indicated for such patients, given 
the compelling evidence of the effectiveness of CBT in anxiety disorders. Other 
approaches, such as interpersonal psychotherapy, also show some promise [72]. 
Even psychotherapies used as control conditions in clinical trials of CBT in anxiety 
disorders, such as supportive therapy or relaxation protocols, are associated with 
significant improvements [73]. However, the empirical support is strongest for CBT, 
which has dominated research and treatment in this diagnostic area and even tends 
to have a greater effect than pharmacotherapy [74]. Therefore, even therapists using 
approaches other than CBT may wish to consider incorporating some of its ele-
ments, such as exposure, which can be encouraged without taking a very directive 
stance, and is considered by some scholars as a transdiagnostic component of suc-
cessful psychotherapies [75].

When confronted with a patient who displays elevated levels of Anger/
Aggressiveness, Impulsivity, or Activation, in addition to remarkable Sadness/
Demoralisation, and who has a SVARAD profile such as that depicted in Fig. 6.6, care 
should be taken to address the “activation dimensions” in addition to depressed mood. 
This kind of profile is similar to that seen in some patients with bipolar depression, 
and indeed these patients require therapeutic measures similar to those indicated 
below, even if the severity of the “activation dimensions” is not pronounced. This is 
one of those instances in which the dimensional evaluation should take a back seat, 
and the categorical diagnosis based on a longitudinal perspective should carry the 
greatest weight in treatment choice. However, such a profile can be seen in patients 
with a number of diagnoses other than bipolar disorder, such as cluster B personality 
disorder, unipolar depression [76], and obsessive-compulsive disorder [77].

From a pharmacological perspective, for quite some time it was believed that the 
use of an antidepressant with serotonergic effects would be a simple option enabling 
the clinician to “kill two birds with one stone”. However, in the past decade, the 
longstanding dogma that aggression and brain serotonergic activity are inversely 
related has been challenged on several levels [78]. Currently, it is recognised that 
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serotonin is not the only relevant neurotransmitter underlying aggressive behaviour 
[79]; that there is only a small inverse correlation between central serotonergic func-
tion and aggression, anger, and hostility [80]; and that the anti-aggressive effect of 
serotonergic agents seems to be directly related to the intactness of serotonin synap-
tic function [81]. Therefore, although the clinician can try serotonergic monotherapy, 
other options should be considered. The first, which actually is still based on a single 
drug, would be to use one of the few tricyclic antidepressants that not only increase 
brain serotonergic function but also have considerable sedating properties, thanks to 
a marked action on histamine H1 receptors. The second option is the addition of 
another drug with the aim of decreasing dopaminergic activity or of shifting the bal-
ance of amino acid neurotransmission from excitatory (glutamatergic) towards inhib-
itory (GABAergic) transmission. The first aim can be achieved with antipsychotic 
medication and the second with several antiepileptic drugs, while lithium can achieve 
both aims as it reduces dopaminergic and glutamatergic neurotransmission while 
increasing GABAergic neurotransmission [82]. If there is a high risk of self-directed 
aggression due to the presence of very elevated levels of Sadness/Demoralisation, 
Impulsivity, and Anger/Aggressiveness, lithium deserves serious consideration due 
to the compelling evidence of its unique suicide prevention effect in patients with 
both unipolar and bipolar mood disorders, which sets it apart from other agents [83]. 
In patients without a pronounced risk of self-harm, or with uncertain compliance or 
contraindications to lithium, the use of an antiepileptic drug is a good alternative. In 
our experience, the combination of a serotonergic antidepressant with antiepileptic 
medication is quite effective in patients with high levels of Sadness/Demoralisation 
and one or more “activation dimensions”. We have used a single-group, open-label 
design to test the effectiveness of this combination in patients with unipolar depres-
sive disorder characterised by the presence of substantial levels of Anger/
Aggressiveness as measured by the SVARAD.  The findings, though preliminary, 
were promising, with an average percentage of improvement in the core depression 
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items of the Hamilton Depression Rating Scale of 56% and in the SVARAD “activa-
tion dimensions” of 69% [84].

As far as psychotherapy is concerned, on the one hand, there is not much ground 
for recommending exclusive psychotherapeutic treatment for patients with substan-
tial levels of Activation. On the other hand, there is plenty of evidence that a number 
of psychotherapeutic approaches can be effective in reducing anger, aggressiveness, 
and impulsivity. For instance, clinical trials of psychotherapeutic treatment of bor-
derline personality disorder show that impulsivity can be reduced with well-
structured methods of psychotherapy [85]. Prominent examples include dialectical 
behaviour therapy (DBT) and mentalisation-based therapy [86]. Also, several cog-
nitive and behavioural treatments are effective in reducing impulsivity in children 
with various categorical diagnoses [87]. As far as anger and aggression are con-
cerned, there is extensive literature supporting the effectiveness of psychological 
interventions, mainly cognitive and behavioural in nature, in reducing anger and, to 
a lesser degree, aggression, in both nonclinical and psychiatric populations [88]. 
Mindfulness meditation training, which can be incorporated into standard psycho-
therapeutic approaches [89], may also be effective in reducing anger [90]. Moreover, 
it has beneficial structural and functional effects on the brain and may reduce corti-
sol levels [91].

If psychotherapy is used as an alternative to, or in combination with, medication, 
the therapist should be careful not to neglect the patient’s anger and difficulties in 
impulse control, because focusing exclusively on depressed mood would be a recipe 
for disaster. Some approaches, such as DBT, have an inherent modularity [92] and 
can thus be more easily adapted to the specific needs of each patient. However, 
therapists using less structured psychological interventions can also modify their 
approach in order to address the patient’s feelings of anger, aggressive behaviour, 
and poor impulse control. In working with these patients, it is important to explore 
their experience and to guide them to recognise and make sense of their feelings of 
anger, in order to validate the experience and improve emotion regulation [93, 94]. 
Promoting forgiveness can also play a significant role in resolving the anger associ-
ated with depressive disorders [95].

6.2  Apathy

6.2.1  Psychopathology and Assessment

Apathy is a condition that presents itself in a wide variety of mental disorders and 
also in a number of neurological diseases. As far as mental disorders are concerned, 
apathy is more frequently associated with mood disorders and psychotic conditions. 
Among neurodegenerative diseases, apathy can be observed in Alzheimer’s disease, 
extrapyramidal system diseases such as Parkinson’s disease (PD), corticobasal gan-
glionic degeneration, Huntington’s disease, stroke, brain traumas, some brain 
tumours (such as those involving the frontal lobe), and a number of infectious dis-
eases, such as progressive multifocal leukoencephalopathy and human immunode-
ficiency virus and herpes simplex virus infections.
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In the SVARAD, Apathy is defined as “indifference, detachment, affective flat-
tening and blunting; decreased planning and initiative”. Given its relevance in a 
wide variety of health conditions, this dimension is conceptualised and described in 
many other assessment instruments, some of which focus specifically on it [96]. For 
a long time, apathy has lacked a clear definition, and it has not been distinguished 
from other clinical phenomena. For instance, the symptoms of apathy have been 
considered exclusively as depressive symptoms even in the traditional DSM diag-
nostic nomenclature and the main psychiatric rating scales, such as the HDRS [97–
103]. However, many authors have underlined that apathy is a distinct construct 
from depression. On the one hand, it can occur as a separate dimension in the 
absence of a mood disorder; on the other hand, in several depressed patients, other 
dimensions are more prominent than apathy [104]. Indeed, the literature suggests 
that not all cases of apathy are caused by depression and that this is true across a 
number of diseases [105].

For this reason, psychometric instruments have been designed that concentrate 
exclusively on this dimension, such as the Apathy Evaluation Scale [96], the Apathy 
Inventory [106], and the Lille Apathy Rating Scale [107]. These instruments cover 
the main clinical manifestations of apathy, such as flattening of emotional response, 
lack of interest, reduced initiative, low effort, lack of concern, decreased productiv-
ity, reduction in novelty seeking or curiosity, and poor social engagement. Moreover, 
there are some scales that specifically include an “apathy” item, such as the 
Neuropsychiatric Inventory [108]. In other scales, such as the Brief Psychiatric 
Rating Scale (BPRS), the apathy dimension is investigated through a series of 
related items. For instance, apathy is mapped in the BPRS by the “blunted affect”, 
“emotional withdrawal”, and “motor retardation” items. Furthermore, most rating 
scales for depression include apathy-related items, which assess symptoms of las-
situde, lack of motivation, loss of interest, and anhedonia—such as the “work and 
activities”, “psychomotor retardation”, and “insight” items of the HDRS [109].

Apathy, stemming from the Greek word pathos (“passion”), modified by an 
alpha privative to express negation or absence, is customarily defined as passivity 
accompanied by decreased motivation, flattened affect, and diminished interest and 
concern. Some authors emphasise lack of motivation as the main clinical feature of 
apathy, while others underscore the lack of voluntary, goal-directed behaviour as the 
key disturbance in apathetic patients [110]. Actually, the two approaches to the defi-
nition of apathy tend to converge, as the recognition of reduced motivation requires 
examining a number of goal-related aspects of behaviour, such as overt behaviour 
(e.g. diminished productivity, effort, and initiative), goal-related thought content 
(e.g. decreased interests, plans, or goals for the future), and diminished emotional 
responses to goal-related events (e.g. flattened affect, emotional indifference). 
Typically, patients with apathy show impairment in four behavioural domains, i.e. 
intellectual curiosity, self-awareness, emotion, and action initiation. While some 
symptoms (such as decreased interest, psychomotor retardation, diminished energy, 
and lack of insight) may be shared between apathy and depression, research in this 
area suggests that certain symptoms (such as flattened affect, indifference, low 
social engagement, diminished initiation, and persistence of activities) are specific 
to apathy, and other symptoms (such as depressed mood, suicidal ideation, 
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self-devaluation, guilt, pessimism, hopelessness, and sleep and appetite abnormali-
ties) are unique to depression [97, 103, 111].

The construct of apathy also shows a considerable overlap with the negative symp-
tom domain of schizophrenia. There is an emerging consensus, supported by factor 
analysis [112], that negative symptoms comprise two separate yet interrelated subdo-
mains. The first subdomain, designated as diminished emotional expression, incorpo-
rates blunted affect and poverty of speech; the second, designated as avolition, 
encompasses decreased motivation, social withdrawal, and anhedonia. Both the blunted 
affect component of the diminished emotional expression subdomain, which reflects 
reduced intensity and range of emotional expression, and the whole avolition subdo-
main (deficits in the initiation and maintenance of goal-directed behaviours; deficits in 
desire to undertake activities; reduced ability to experience or anticipate pleasure; 
diminished interest in, motivation towards, and appreciation of social interactions with 
others) show a strong overlap with most of the basic clinical features listed in the clas-
sical definitions of apathy. It is worth noting that the kind of anhedonia subsumed under 
the negative symptoms domain does not reflect the inability to experience pleasure 
(“consummatory anhedonia”) which characterises depressive states but rather con-
forms to deficient anticipation of pleasure (“anticipatory anhedonia”), as reflected in a 
lack of coordinated behaviour and effort devoted to its attainment [113].

In 2008, a task force including members of the Association Française de Psychiatrie 
Biologique, the European Psychiatric Association, and the European Alzheimer’s 
Disease Consortium, and experts from Europe, Australia, and North America, pro-
posed diagnostic criteria for apathy in Alzheimer’s disease and other neuropsychiatric 
disorders [114]. These criteria constituted a modified version of previously suggested 
criteria [96, 115]. A recent study of 306 patients with Alzheimer’s disease, mixed 
dementia, mild cognitive impairment, Parkinson’s disease, schizophrenia, or major 
depressive episode provided evidence of inter-rater reliability and concurrent validity 
for these criteria [116]. According to the criteria, a diagnosis of apathy requires (1) 
loss of or diminished motivation in comparison to the patient’s previous level of func-
tioning, which is not consistent with his age or culture and is present for at least 
4 weeks; (2) presence of symptoms in at least two of the three domains of apathy (loss 
of, or diminished, goal-directed behaviour; loss of, or diminished, goal-directed cog-
nitive activity; loss of, or diminished, emotion) for at least 4 weeks; and (3) clinically 
significant impairment in personal, social, occupational, or other important areas of 
functioning attributable to the apathetic symptoms. In addition, the symptoms of apa-
thy must not be exclusively explained or due to sensorimotor disabilities, diminished 
level of consciousness, or the direct physiological effects of a substance.

6.2.2  Neurobiology

Apathy may arise from dysfunctions occurring at any of the steps that are necessary 
to achieve goal-directed behaviour, such as the processing of external and internal 
determinants that affect the intention to act, elaboration of the plan of action, or 
initiation, execution, and feedback control of behaviour. Therefore, it is likely that 
apathy might result from dysfunction in several different components of 
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decision-making mechanisms and that the pathophysiology of apathy may vary 
depending on which specific process is altered. Elaborating on a previous distinc-
tion between three forms of apathy, labelled as emotional-affective, cognitive, and 
behavioural [117], three subtypes of disrupted processing were proposed by Levy 
and Dubois as functioning in the apathetic condition: deficits in emotional-affective, 
cognitive, or auto-activation function [110]. The concept of “auto-activation deficit” 
refers to a fundamental deficit of activation of behaviour that is not primarily due to 
an emotional or a cognitive deficit and can be reversed by external stimulation or 
“hetero-activation”.

Apathy is a common feature of dysfunctions or lesions of the frontal-subcortical 
circuits involving the prefrontal cortex (PFC) and the basal ganglia. These circuits 
share some common features. They originate in specific zones of the prefrontal 
cortex, project to the striatum, connect to the globus pallidus and substantia nigra, 
and from there connect to the thalamus. Each circuit forms a closed loop, as there is 
a final link back to the frontal cortex. On the one hand, the anatomical positions of 
the circuit structures remain segregated as they pass through the caudate and puta-
men, globus pallidus, substantia nigra, and thalamus. On the other hand, in addition 
to these closed frontal-subcortical loops, there are open connections involving pro-
jections to and from other cortical and subcortical structures functionally related to 
each circuit, which mediate coordination between functionally similar areas of the 
brain and the frontal–subcortical circuits [118]. As the PFC is functionally and ana-
tomically heterogeneous, different subtypes of apathy depend on which PFC region 
is affected (Fig. 6.7).
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Fig. 6.7 Neuroanatomy of the different forms of apathy
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Apathy related to disruption of emotional processing is postulated to be due to an 
inability to associate emotional signals with ongoing and forthcoming behaviours. 
Emotions are necessary to decode the context of a given ongoing or forthcoming 
behaviour, to provide its motivational value, and to orient decision-making. Any 
disruption of the link between emotion and behaviour may lead to apathy, either by 
reducing the willingness to perform actions and bring them to completion or by 
diminishing one’s ability to assess the consequences of future actions. This form of 
apathy is believed to result from lesions in the frontal-subcortical circuits involving 
the orbital and medial PFC [110].

Apathy related to disruption of cognitive processing is posited to be due to 
impairments in a number of executive functions that are needed to plan and carry 
out goal-directed behaviour, such as deficits in working memory and planning 
(maintenance and mental manipulation of goals and subgoals), difficulty in generat-
ing new rules or strategies, and difficulty in shifting from one mental and behav-
ioural set to another. This form of apathy is ascribed to lesions of the lateral PFC and 
of the dorsal (associative) areas of the basal ganglia, in particular the dorsal portion 
of the head of the caudate nucleus [110].

Apathy related to difficulties in activating thoughts or initiating the motor pro-
gramme necessary to complete a given behaviour (“auto-activation deficit”) is the 
most severe form of apathy, characterised by difficulties in self-initiating actions or 
thoughts (“mental emptiness”), contrasting with externally driven responses that 
remain relatively normal. This form of apathy is observed after lesions of the dorsal-
medial PFC, and after restricted and specific lesions in the basal ganglia, in most 
cases affecting, bilaterally, the internal portion of the pallidum [110].

The findings of functional and structural neuroimaging studies in patients with 
Alzheimer’s disease [119] and late-life depression [120] lend support to the notion 
that frontal-subcortical networks are involved in the pathophysiology of apathy. 
Imaging studies in patients with schizophrenia have also consistently suggested 
anomalies in processes related to the anticipation of reward and to the motivation, 
effort, approach behaviour, and goal-directed actions required for its acquisition, 
which can primarily be attributed to abnormal operation of the ventral and dorsal 
striatum in interaction with the PFC [113].

Among neurotransmitters possibly implicated in the pathophysiology of apathy, 
dopamine is the one that received the most research attention, as the opportunity to 
manipulate dopaminergic treatment in Parkinson’s disease (PD) provides research-
ers with a model that allows insight into the neural substrates of apathy. Indeed, the 
frequent presence of apathy in a disease such as PD, where there is no gross struc-
tural brain damage, but rather an array of dysfunctions secondary to dopamine 
depletion in brain regions implicated in motivation, such as the ventral striatum, 
ventral tegmental area, and substantia nigra pars compacta, suggests that dopamine 
may play an important role in the pathophysiology of apathy. The finding of a sig-
nificant difference in the severity of apathy between the “off” and “on” states in 
fluctuating PD patients suggests that apathy is at least in part a dopamine-dependent 
syndrome [121]. In line with this notion, a recent study using pupillary measures of 
reward sensitivity reported that reduced pupillary modulation by incentives was 
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predictive of apathy severity and that reward sensitivity was modulated by a dopa-
minergic state, with blunted sensitivity when patients were “off” dopaminergic 
drugs [122]. Further supporting a role of dopamine, convergent clinical and pre-
clinical evidence suggests the importance of aberrant striatal and prefrontal dopami-
nergic signalling in the motivational deficits of schizophrenia [113].

However, apart from dopamine, a variety of neurotransmitters, including excit-
atory amino acids, gamma-amino-butyric acid, serotonin, and acetylcholine, are 
involved in frontal-subcortical circuits [118], and still others are involved in the open 
connections involving projections to and from other cortical and subcortical structures 
functionally related to each frontal-subcortical circuit. In schizophrenia, studies using 
magnetic resonance spectroscopy have suggested that a disruption of GABA-
glutamatergic dialogue in the PFC and striatum is correlated with negative symptoms. 
Also, decreased oxytocinergic transmission appears to be implicated in the genesis of 
negative symptoms, including loss of social motivation and interaction [113].

6.2.3  Clinical and Therapeutic Aspects

In comparison with Sadness/Demoralisation, Apathy has a less “cross-nosological” 
character. Its presence is less ubiquitous, as it mainly characterises the patients with 
a diagnosis of mood disorder or psychotic disorder. In our outpatient sample, the 
highest mean scores were observed in patients with schizophrenia and with unipolar 
or bipolar major depressive episode, who showed similar average levels of this 
dimension. Other mood disorders, such as dysthymic disorder, depressive disorder 
NOS, and other psychotic disorders, such as psychotic disorder NOS and delusional 
disorder, showed lower scores. Of all the other diagnostic groups, only borderline 
personality disorder and obsessive-compulsive disorder  showed a non-negligible 
average level of Apathy (Fig. 6.8). Similar findings were observed in our inpatient 
sample. The highest mean scores were observed in patients with unipolar major 
depressive episode, obsessive-compulsive disorder,  schizophrenia, and  bipolar 
major depressive episode; other disorders, such as depressive disorder NOS, psy-
chotic disorder NOS, schizoaffective disorder, mixed mood episode, and borderline 
personality disorder showed lower scores (Fig. 6.9). In both outpatients and inpa-
tients, the findings observed in the whole group of patients with a given primary 
diagnosis were similar to those observed in the subgroup of patients who were free 
from other Axis I comorbidity.

In outpatients, the Apathy dimension displayed several significant (p < 0.001) 
correlations, such as a moderate to strong correlation with Sadness/Demoralisation 
(rho = 0.48), small correlations with Reality Distortion (rho = 0.18) and Thought 
Disorganisation (rho  =  0.15), and a small negative correlation with Activation 
(rho = −0.11). In the inpatient sample, significant (p < 0.001) correlations included 
a moderate to strong correlation with Sadness/Demoralisation (rho = 0.39), small 
correlations with Apprehension/Fear (rho = 0.15) and Obsessiveness (rho = 0.15), 
and small to moderate negative correlations with Impulsivity (rho = −0.16), Anger/
Aggressiveness (rho = −0.21), and Activation (rho = −0.38).
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Despite being present to a considerable degree in depressive and psychotic dis-
orders, the prominence of Apathy varies substantially from patient to patient within 
these diagnostic groups. For instance, in unipolar major depression, a proportion as 
high as 44% of our outpatients displayed absent or very low levels of Apathy, as 
attested by a score of 0 (17%) or 1 (27%) on the corresponding SVARAD item. 
Even in the inpatient sample, absent (9%) or low (16%) levels of Apathy as mea-
sured by the SVARAD were observed in one-quarter of patients. In schizophrenia, 
too, there appears to be a sizable proportion of patients with absent or low levels of 
Apathy, as it was rated as absent in 10% of outpatients and 19% of inpatients and as 
mild in 20% of outpatients and 20% of inpatients. As illustrated in detail below, the 
relative prominence of Apathy in the clinical picture is a major factor to consider in 
treatment selection, both in patients with depression and in those with psychosis.

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

Outpatients
Apathy

M
ajo

r d
ep

re
ss

ive
 d

iso
rd

er
Dys

th
ym

ia

Dep
re

ss
ive

 d
iso

rd
er

 N
OS

BD - 
de

pr
es

siv
e 

ep
iso

de

BD - 
hy

po
m

an
ic/

m
an

ic 
ep

iso
de

Sch
izo

ph
re

nia

Psy
ch

ot
ic 

dis
or

de
r N

OS

Delu
sio

na
l d

iso
rd

er

Gen
er

ali
se

d 
an

xie
ty 

dis
or

de
r

Bor
de

rlin
e 

pe
rs

on
ali

ty 
dis

or
de

r

Obs
es

siv
e-

co
m

pu
lsi

ve
 d

iso
rd

er

Eat
ing

 d
iso

rd
er

Anx
iet

y d
iso

rd
er

 N
OS

Pan
ic 

dis
or

de
r

Som
at

ic 
sy

m
pt

om
 d

iso
rd

er

Fig. 6.8 SVARAD Apathy 
dimension across 
outpatients’ diagnostic 
categories: mean scores 
and standard deviations

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

Inpatients
Apathy

M
ajo

r d
ep

re
ss

ive
 d

iso
rd

er

Dep
re

ss
ive

 d
iso

rd
er

 N
OS

BD-d
ep

re
ss

ive
 e

pis
od

e

Obs
es

siv
e-

co
m

pu
lsi

ve
 d

iso
rd

er

Bor
de

rlin
e 

pe
rs

on
ali

ty 
dis

or
de

r

Psy
ch

ot
ic 

dis
or

de
r N

OS

Sch
izo

af
fe

cti
ve

 d
iso

rd
er

Sch
izo

ph
re

nia

BD-m
ixe

d 
ep

iso
de

BD-h
yp

om
an

ic/
m

an
ic 

ep
iso

de

Fig. 6.9 SVARAD Apathy 
dimension across 
inpatients’ diagnostic 
categories: mean values 
and standard deviations

A. Picardi et al.



197

The pharmacological treatment of apathy is still an evolving field, with many 
unresolved questions. The specific impact on apathy symptoms of several different 
medications has been investigated, though only a few reports have used well-
controlled study designs. The neurotransmitter systems implicated by the treatment 
studies include dopamine, acetylcholine, serotonin, glutamate, and norepinephrine, 
which is consistent with the involvement of frontal-subcortical-limbic systems in 
the pathophysiology of apathy. Dopaminergic agents have received only prelimi-
nary study, with most evidence coming from open-label trials. In patients with vari-
ous neurological diseases or traumatic brain injury, the dopamine agonists 
bromocriptine and amantadine were reported to decrease apathy symptoms and 
improve motivation, participation, or spontaneity. Also, psychostimulants, such as 
methylphenidate and dextroamphetamine, were reported to reduce apathy symp-
toms and increase motivation, socialisation, and participation. In Alzheimer’s dis-
ease, there is evidence from randomised controlled trials that acetylcholinesterase 
inhibitors, such as metrifonate, tacrine, and donepezil, reduce apathy symptoms, 
even though participants in these studies were not selected on the basis of the pres-
ence of apathy [105, 123]. In apathetic and depressed stroke patients, a randomised 
controlled trial suggested that nefiracetam, a pyrrolidone-type nootropic agent, may 
ameliorate apathy [124].

As far as depression is concerned, the presence of substantial levels of apathy, as 
in the patient with the SVARAD profile illustrated in Fig.  6.4, poses significant 
treatment challenges. First, there are hints that the presence of apathy in patients 
with depression is correlated with worse treatment outcome. In patients with major 
depression, the presence of apathy symptoms at baseline was found to be related to 
poor outcome [125]. Similarly, severe apathy at baseline predicted poor outcome 
after treatment in drug-resistant patients with major depression treated with deep 
transcranial magnetic stimulation over the PFC [126]. Second, in recent years, evi-
dence has accumulated that the commonly used SSRI antidepressants may actually 
cause or exacerbate apathy when used in the treatment of depression [127, 128].

Case reports about SSRI-induced apathy began to appear in the literature in the 
1990s [129, 130] and continued to appear in subsequent years [131–135]. A phe-
nomenological description of this adverse effect was provided by a qualitative study 
based on semi-structured individual interviews of 38 patients with depressive or 
anxiety disorders who received SSRIs. Patients described varying degrees of emo-
tional detachment, which ranged from feeling as “just not caring” about things pre-
viously considered as important, to complete emotional numbing. Some patients 
reported financial and working problems because of “just not caring”. Although this 
detachment was experienced as a beneficial effect by some patients, others experi-
enced it as a decrease in normal emotional responsiveness [136].

While no systematic, large-scale data are available regarding the incidence of an 
apathetic syndrome in patients receiving SSRIs, clinical experience and the avail-
able data suggest that this adverse effect is dose-dependent and reversible after drug 
dose reduction or discontinuation and is likely to be under-recognised, as it has an 
insidious and delayed onset and is often characterised by low insight concerning 
loss of motivation in those afflicted [127, 128]. In a study performed on patients 
who completed a trial of antidepressants, nearly one fifth of 161 subjects who 
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received SSRIs reported apathy and loss of creativity [137]. A cross-sectional study 
of 117 patients with major depressive disorder found that about 30% of patients on 
SSRIs had some form of apathy [138]. In a study of 15 patients who were being 
treated with SSRIs for major depression and drug-induced sexual dysfunction, 80% 
reported a clinically significant blunting of several emotions [139]. Although it is 
not established that the incidence of this adverse effect is greater with SSRIs than 
with other antidepressants, anecdotal observations and epidemiological studies sug-
gest that SSRIs might be particularly prone to inducing apathy. In some case reports, 
it has been noted that patients who developed apathy with SSRIs did not have a 
similar reaction with monoamine oxidase inhibitors, tricyclic antidepressants, or 
clomipramine [129, 130]. In a retrospective case-control study on elderly depressed 
patients on antidepressants, either SSRIs or non-SSRIs, it was found that apathy at 
discharge was associated with SSRI use [140]. A recent study suggested that the 
phenomenon of emotional blunting is not restricted to SSRIs but may require a 
serotonergic effect [141].

The exact mechanism by which altered serotonergic function may cause apathy 
is unknown. Experimental studies in animals and humans indicate that serotonergic 
pathways have an inhibitory influence over neural systems, mediating not only neg-
ative but also positive affective processes [142]. When serotonergic transmission is 
enhanced, at the same time, there is a dampening of the activity of noradrenergic 
and dopaminergic neurons through inhibitory 5-HT2A and 5-HT2C receptors, 
respectively [143]. Therefore, increases in serotonin function may induce a state of 
flattened affect in which the salience of both rewarding and aversive stimuli is 
reduced. Results from a double-blind, parallel group design study of 45 healthy 
participants randomly allocated to receive citalopram, reboxetine, or placebo for 
7 days were consistent with this hypothesis. Citalopram was found to decrease the 
neural processing of both aversive and rewarding stimuli, whereas reboxetine 
decreased neural responses to the aversive stimuli conditions, but did not suppress 
ventral striatal activity, and even increased neural responses within the medial orbi-
tofrontal cortex to reward [144].

While it might still be debated whether serotonergic antidepressants actually 
induce apathy, there does appear to be a cluster of symptoms—including loss of 
pleasure, loss of interest, fatigue, and loss of energy—that are not satisfactorily 
addressed by these drugs. Preliminary evidence suggests that antidepressants that 
enhance catecholaminergic activity may offer advantages over serotonergic antide-
pressants in the treatment of symptoms associated with a reduction in positive affect 
[145]. Other evidence suggests that they may also be effective in increasing social 
motivation [146]. However, a recent multicentre, double-blind, randomised study 
on patients who were no longer depressed but continued to suffer from apathy after 
SSRI treatment suggests that switching to serotonin-norepinephrine reuptake inhib-
itors with insufficient norepinephrine reuptake inhibitory potency has no significant 
beneficial effect on apathy symptoms [147]. In light of the previous considerations, 
when facing a depressed patient with prominent apathy symptoms, the clinician 
may prefer to choose an antidepressant with much greater noradrenergic, rather than 
serotonergic, effects, such as reboxetine, desipramine, or nortriptyline [148]. In 
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cases with poor response, the pathophysiology of apathy suggests the use of drugs 
that increase dopaminergic activity, such as bupropion, which has noradrenergic 
effects, inhibiting norepinephrine and dopamine reuptake, but is devoid of clinically 
significant serotonergic effects or direct effects on postsynaptic receptors [149]. 
Alternatively, other possible options to increase dopaminergic activity are psycho-
stimulants, which can be effectively used in combination with antidepressants [150, 
151], or even as monotherapy [152], and possibly the dopamine agonists bromocrip-
tine and amantadine. Modafinil may also be an option, as it is usually better toler-
ated and seems to potentiate both dopaminergic and noradrenergic neurotransmission, 
while also leading to significantly elevated extracellular serotonin, glutamate, and 
histamine levels, while decreasing GABA levels. The effects on dopamine and nor-
epinephrine appear to be primary, while the effects on serotonin, GABA, glutamate, 
and histamine may be secondary to catecholamine effects [153]. In the case of non-
response, or if drugs enhancing dopaminergic function are contraindicated or not 
tolerated, acetylcholinesterase inhibitors may also be tried.

Apart from medication, there is a place for psychotherapeutic interventions in 
the treatment of apathy in depression. Behavioural interventions are particularly 
relevant in this regard. Although different versions of cognitive behavioural therapy 
(CBT) place varying emphasis on the cognitive and behavioural components of 
treatment, in the early stages, all of them usually focus on symptom relief, empha-
sise behavioural change, and aim at re-engaging patients in their daily activities and 
restoring psychosocial functioning. Essentially, the behavioural aspect of CBT 
involves monitoring behaviour and using the resulting data to help motivate patients 
to make positive behavioural changes by replacing behaviours that may be contrib-
uting to depression with healthier ones. This treatment component borrows greatly 
from behavioural therapy, particularly from behavioural activation, which is an 
effective treatment for depression in its own right. Behavioural activation, which 
entails the assignment and scheduling of weekly activities, helps patients return to 
activities they have ceased and engage in new activities. Patients are instructed to 
monitor their daily activities and rate their level of enjoyment of each experience by 
keeping an activity log. In this way, they learn to recognise the relationship between 
their behaviour and their mood, and they gather information about activities that 
enhance their mood, as opposed to those that impair it. The therapist will then 
develop strategies for helping patients to increase the number of pleasant activities 
and will also carefully look for any skill deficit that might play a role in maintaining 
not only depressed mood but also inaction and passivity [48].

In patients with schizophrenia, the presence of considerable levels of apathy, as in 
the patient with the SVARAD profile illustrated in Fig. 6.10, constitutes a severe 
challenge for the clinician. In this patient population, on a practical level, the treat-
ment of apathy overlaps with the treatment of negative symptoms. This is due to the 
fact that the whole avolition subdomain and the blunted affect component of the 
diminished emotional expression subdomain display substantial similarity to the 
clinical features described in the classical definitions of apathy. While there is no 
information specifically concerning the effects of treatments on apathy, ample litera-
ture describes the effect of a variety of treatments on negative symptoms in 
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schizophrenia. Regrettably, a number of comprehensive reviews of this literature 
[113, 154, 155] suggest that it is quite difficult to bring about substantial improve-
ment in this dimension. Despite great interest in the topic, and a growing number of 
studies addressing negative symptoms as the identified primary outcome, currently 
there is insufficient evidence to support a specific treatment for negative symptoms.

Both typical and atypical antipsychotic drugs have shown modest efficacy, with 
no evidence of superiority of the newer agents over their conventional counterparts. 
This is hardly surprising, given that, according to current models of psychosis and 
antipsychotic action, the emergence of apathy and lack of initiative can be seen as 
an unwanted consequence of the same mechanism of attenuation of motivational 
salience that relieves psychotic symptoms [156]. In addition, the newer agents’ 
preferential antagonist activity at the 5-HT2a receptor relative to that at the D2 
receptor would not, on a mechanistic basis, be anticipated to reinforce the control of 
negative symptoms [113]. Conflicting results were obtained with the use of antide-
pressants, psychostimulants, modafinil, anticonvulsants, drugs enhancing NMDA 
receptor function (e.g. d-serine, sarcosine, N-acetyl-cysteine, D-cycloserine), 
NMDA receptor antagonists (e.g. amantadine, memantine), acetylcholinesterase 
inhibitors (e.g. rivastigmine, donepezil, galantamine), and antibiotics with neuro-
protective properties (e.g. minocycline). Preliminary work with selective 5-HT2 
(e.g. ritanserin) and 5-HT3 (e.g. ondansetron, tropisetron, granisetron) antagonists 
has shown promising results [157–160]. As a matter of fact, a recent comprehensive 
meta-analysis of randomised controlled trials of interventions for negative symp-
toms in schizophrenia reported that atypical antipsychotics, antidepressants, and 
glutamatergic medications all significantly reduced negative symptoms as com-
pared with placebo, but the effect was not large enough to be clinically meaningful 
[161]. Positive effects may possibly be obtained by removing or reducing, rather 
than adding, drugs. Indeed, the sensible recommendation for the management of 
apathy to eliminate or reduce doses of psychotropics that aggravate motivational 
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loss, such as serotonergic antidepressants and dopamine antagonists [162], likely 
also holds true for patients with schizophrenia.

High-frequency repetitive transcranial magnetic stimulation of the PFC has been 
reported in several studies to be effective in the relief of negative symptoms inde-
pendent of any change in depressive symptoms. Interestingly, there is some evi-
dence that its actions involve modulation of NMDA receptors and striatal DA 
release. However, not all studies have yielded positive results and a recent compre-
hensive meta-analysis of randomised controlled trials found that brain stimulation 
techniques did not have a significant effect on negative symptoms as compared with 
placebo [161].

A different approach to restore the functionality of cortico-subcortical circuits 
involves the application of psychosocial therapies. Cognitive remediation therapy 
aims to endurably rekindle, through behavioural practice, some key skills related to 
neurocognition and social cognition. This treatment has been shown to recruit a 
distributed network of frontocortical structures implicated in apathy. Cognitive 
behavioural therapy (CBT) more specifically targets poor motivation and anhedo-
nia, as well as negative and pessimistic beliefs, and promotes the active engagement 
of patients to achieve defined aims. The significance of higher-level operations in 
the mediation of CBT is suggested by a study indicating a role for functional 
changes in the striatum in transducing its effects on emotional processing, though 
the relationship of such changes to apathy is still to be clarified [163]. However, not 
all studies of psychosocial interventions have been successful and their effect is 
modest in size. In fact, a recent comprehensive meta-analysis of randomised con-
trolled trials found that although psychological interventions displayed a statisti-
cally significant effect on negative symptoms, this effect was not large enough to be 
clinically meaningful [161]. The treatment of apathy in psychotic patients therefore 
remains a difficult problem. In the absence of clear information about how to priori-
tise the currently available treatments in a rational and optimal manner, some degree 
of trial and error and careful consideration of patient preferences and issues of com-
pliance are required to find the best treatment options for each individual patient, in 
line with the suggestion that integrated and personalised programmes should be 
provided as standard treatment to people with schizophrenia [164].
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The “Outer Dimensions”: Impulsivity, 
Anger/Aggressiveness, Activation

Francesco Saverio Bersani and Massimo Pasquini

7.1  Introduction

Across time and cultures, anger has been recognised as among the most salient of 
emotions for human beings. “Menin” (anger) is the first word used in the Iliad by 
Homer, while the Odyssey begins with the word “andra” (man). Anger is one of the 
“three poisons of the mind” in Buddhist teachings. Today, psychopathologists con-
sider symptoms of anger and activation in the context of several clinical syndromes. 
Dysphoric states are often linked to manic-depressive illness, but several European 
schools of thought consider dysphoria a third independent polarity, different from 
depression and mania. Further, anger and impulsivity, not necessarily associated 
with each other, are present among several personality and non-affective disorders. 
In this chapter we discuss the relationships between impulsivity, anger/aggressive-
ness, and activation and the burden of each dimension in psychiatric syndromes.

The fifth edition of the Diagnostic and Statistical Manual of Mental Disorders 
(DSM-5) formally recognises the category of disruptive, impulse-control, and conduct 
disorders, which includes a range of disorders characterised by problems in emotional 
and behavioural self-control, such as oppositional defiant disorder, intermittent explo-
sive disorder, conduct disorder, pyromania, and kleptomania [1]. However, impaired 
impulsivity is a core characteristic of a much wider range of psychiatric disturbances, 
and it can be found in virtually all psychiatric diseases [2]. Thus, it represents a trans-
diagnostic dimensional symptom that spans traditional diagnostic boundaries.

Impulsivity has been variously defined. From a biopsychosocial perspective, 
impulsivity can be defined as “the tendency to suddenly act in ways that are improper 
or potentially harmful to oneself or others, without adequate reflection on the causes 
or the consequences of one’s own actions” [3, 4]. Moeller and colleagues defined it 
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as “a predisposition toward rapid, unplanned reactions to internal or external stimuli 
without regard to the negative consequences of these reactions to the impulsive 
individual or to others” [2].

Although impaired impulse control can be present in any individual with or with-
out a DSM-defined diagnosis, it is often a core psychopathological feature in several 
disorders—not only in the so-called impulse-control disorders but also in other con-
ditions, such as borderline, antisocial, histrionic, and narcissistic personality disor-
ders, substance use disorders, gambling disorder, bipolar disorder (especially during 
manic, hypomanic, or mixed episodes), attention deficit hyperactivity disorder 
(ADHD), paraphilic disorders, trichotillomania, and suicidal behaviour disorder [1, 
2, 5, 6]. The recently developed Research Domain Criteria (RDoC), aimed at expli-
cating fundamental biobehavioural dimensions that cut across disorder categories, 
include impulsive behaviours in the cognitive control construct [7], thus further 
substantiating the cross-cutting nature of impulsive behaviours.

Hollander and colleagues have argued that impulsivity and compulsivity are 
opposite ends of a spectrum [6, 8, 9]. While, in fact, the concept of impulsivity covers 
a wide range of “actions that are poorly conceived, prematurely expressed, unduly 
risky, or inappropriate to the situation and that often result in undesirable outcomes”, 
compulsivity refers to “repetitive behaviours that are performed according to certain 
rules or in a stereotypical fashion, i.e. a tendency to repeat the same, often purpose-
less acts, which are sometimes associated with undesirable consequences” [6, 8, 9]. 
Impulsivity and compulsivity can therefore be conceptualized as diametrically 
opposed or, from a different perspective, as similar, in that both imply an impairment 
of impulse control [6, 8, 9]. According to Hollander’s model, impulsive behaviours 
initially present an element of pleasure, although they tend to lose their pleasurable 
quality over time. Some patients with impulse control disturbances may engage in 
the behaviour to increase arousal, but there might be a compulsive component to 
their behaviour in that they continue to engage in the behaviour to decrease dyspho-
ria. So, in general, while compulsivity may be driven by an attempt to alleviate anxi-
ety or discomfort, impulsivity may be driven by the desire to obtain pleasure, arousal, 
or gratification [6, 8, 9]. Hollander and colleagues have also highlighted how both 
compulsivity and impulsivity, despite their intrinsic differences, share an impairment 
in inhibiting or suppressing repetitive behaviours and can change over time: impul-
sive behaviours can become compulsive and vice versa [6, 8, 9].

According to Charles Spielberger, anger can be defined as “an emotional state 
that may range in intensity from mild irritability to intense fury and rage” [10]. It is 
considered pathological when it does not realistically reflect the actual circum-
stances of the individual. Anger, considered one of the “basic emotions” by Paul 
Ekman [11], has also been defined by Berkowitz and Harmon-Jones as “a syndrome 
of relatively specific feelings, cognitions, and physiological reactions linked asso-
ciatively with an urge to injure some target” [12]. The expressions of anger vary 
widely in different individuals and may be considered functional under certain con-
trolled conditions. While a robust relationship between anger and violent behaviour 
has consistently been observed, it is true that anger does not always lead to aggres-
siveness nor is anger a necessary cause of aggressiveness [13].
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Aggressiveness has been defined by Vitiello and Stoff as “a behaviour deliber-
ately aimed at inflicting physical damage to persons or property” [14]. As reviewed 
by Vitiello and Stoff, in adult psychiatry two different areas of investigation can be 
identified which are relevant to human aggressiveness: one is related to impulsive 
forms of aggression, while the other is related to non-impulsive aggression in a 
context of antisocial tendencies [14]. The first type (i.e. impulsive aggressiveness) 
is usually explosive, and it is often characterized by disinhibition, anger, affective 
instability, and high levels of arousal, but not necessarily by antisocial personality 
traits; it can be associated with specific neurological dysfunctions (e.g. in the tem-
poral or frontal cortices) or with the use of certain substances; it can, at times, be 
self-directed [14]. The second type (i.e. non-impulsive aggression) usually occurs in 
individuals who are less likely to have affective instability, and their aggressive 
behaviour is usually goal-oriented: it is initiated in order to achieve a specific goal 
other than physical harm of the victim [14]. As summarized by Vitiello and Stoff, 
the dichotomies overt vs. covert, reactive vs. proactive, affective vs. predatory, and 
hostile vs. instrumental have been identified to differentiate the qualitatively differ-
ent forms of aggression; overall, in an evolutionary perspective, aggression could be 
conceptualised as defensive aggression (i.e. an impulsive-reactive-hostile-affective 
subtype) or offensive aggression (i.e. a controlled-proactive-instrumental-predatory 
subtype) [14].

The concept of activation (or psychomotor activation) summarises the psycho-
pathological symptoms related to increased motor activity, agitation, acceleration of 
ideas, disinhibition, increased energy and self-confidence, euphoria, or irritability 
[15]. Psychomotor activation is a disturbance of movement, cognition, and behav-
iour associated with psychiatric or physical conditions [15, 16]. According to 
Carrol, it could be defined as “the rate of thought process, speech, and non-verbal 
communication, as well as the more obvious aspects of posture, speed of movement, 
and whole-body motility” [16, 17]. As reviewed by Day, the motor manifestations 
of activation are generally described as restless, repetitive to the extent of being 
almost stereotypic, aimless, non-purposeful, unproductive, and goalless; together 
with fixed, repetitive, accelerated, and incessant thoughts, activation can progress to 
an attitude of irritability, uncooperativeness, hostility, belligerence, or assaultive-
ness [16]. This condition has been described in a wide range of psychiatric syn-
dromes including neurocognitive, depressive, substance use-related, psychotic, 
bipolar, and anxiety disorders [15, 16], and its management often raises important 
clinical and therapeutic challenges.

7.2  Neurobiological Aspects: Brain Circuitry

In terms of brain circuitry, impulsive and aggressive behaviours can be conceptual-
ised as the consequence of decreased “top-down” stimuli provided by the frontal 
lobe (mainly from the orbital frontal cortex and the anterior cingulate cortex) and 
increased “bottom-up” stimuli provided by limbic regions (mainly from the insula 
and the amygdala) [18, 19]. In fact, while frontal “top-down” stimuli are involved in 
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the calibration of behaviour to social cues and in the prediction of expectancies of 
reward and punishment, limbic “bottom-up” stimuli mainly mediate more primor-
dial cognitive processes [19, 20]. An imbalance of these neurobiological triggers, 
with decreased frontal activity or increased limbic activity, may result in increased 
impulsivity and impulsive aggressiveness.

As summarised by Siever [18], it is possible to conceptualize a three-step cogni-
tive and neurobiological pathway which leads emotionally provocative or challeng-
ing stimuli to determine impulsive or impulsive aggressive reactions. In the first 
step, the stimuli are processed by sensory processing centres; sensory deficits or 
disturbances may result in incomplete or distorted perception, thus increasing the 
perception of the stimuli as threatening or provocative [18]. Sensory distortions can 
contribute to mediate the impact of certain substances (e.g. alcohol or cocaine) in 
increasing violent behaviours [21, 22]. In the second step proposed by Siever, the 
cognitive appraisal and evaluation of the stimuli take place in a widespread cerebral 
network (anatomically located mainly in the prefrontal, temporal, and parietal cor-
tices) involving social information processing regions and higher-association 
regions [18]. At this stage the appraisal can be affected or biased by cultural, social, 
and neuropsychological factors, as well as by negative cognitive or behavioural 
schemata, often derived from early or prolonged negative experiences; consistently, 
there is a large amount of evidence suggesting associations between the exposure to 
adversities or traumas in childhood and an increased risk for aggressiveness in 
adulthood [18, 23, 24]. In the last step of Siever’s model, the processing of percep-
tive and cognitive stimuli in the amygdala and related limbic regions can stimulate 
the bottom-up “drive” to an aggressive or impulsive action, while the frontal corti-
ces provide “top-down” modulation and suppression of those emotional responses 
and behavioural outcomes with the potential of leading to negative consequences 
[18]. Such key modulatory role of the frontal cortex has been confirmed by studies 
involving brain modulation techniques (mainly transcranial magnetic stimulation 
[TMS] or transcranial direct current stimulation [TDCS]) in which (1) reduced cor-
tical inhibition was found in frontal cortices of violent offenders and (2) increases 
in neural activity of dorsolateral prefrontal cortex reduced certain aspects of aggres-
siveness [25–27]. A summary of the pathway described by Siever [18] is given in 
Fig. 7.1.

The critical role of the prefrontal cortex in the regulation of impulsivity or impul-
sive aggressiveness was first recognised in the context of prefrontal cortical lesions 
resulting in disinhibited behaviour. A famous example of disinhibition resulting 
from the disruption of cortical-subcortical networks is found in the case of neurosci-
ence’s most famous patient, Phineas Gage [28]. As reviewed by Thiebaut de 
Schotten, when he was 25 years old, Phineas Gage made a mistake at his workplace 
that resulted in an iron bar passing through the left side of his skull [28]. Despite 
extensive damage to his forehead, he survived the accident, but not without conse-
quences: according to John Harlow, the local doctor who followed Gage throughout 
his recovery, he became “fitful, irreverent, indulging at times in the grossest profani-
ties (which was not previously his custom), manifesting little deference for his fel-
lows, impatient of restraint or advice when it conflicts with his desires” [28, 29].
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At the clinical level, it is known that individuals with congenital and acquired 
frontal lobe disturbances may present with a range of psychiatric manifestations in 
the cognitive, emotional, affective, perceptive, delusional, behavioural, and social 
areas, with impulsivity, anger, aggressiveness, impaired judgement, and increased 
psychomotor activation being especially represented (Table 7.1) [30].

In addition to empirical observations, the overall model of an impaired cortical- 
subcortical regulation underlying impulsive behaviours has been substantiated 
through neuroimaging findings. Significant volume reductions have been demon-
strated in the left orbital frontal cortex and right anterior cingulate cortex in patients 
with borderline personality disorder and antisocial personality disorder, i.e. two 
clinical conditions characterised by impaired impulse control [31, 32]. Consistent 
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Fig. 7.1 Schematic representation of initiation/modulation of impulsive aggression. TMS tran-
scranial magnetic stimulation, TDCS transcranial direct current stimulation

Table 7.1 Some of the psychiatric manifestations observed in subjects with acquired prefrontal 
or cerebellar disturbances (e.g. stroke, tumour, acute inflammation, trauma, neurodegeneration)

Mood Cognition Behaviour
Irritability Impaired attention Impulsivity
Rage Impaired memory Aggressiveness
Anger Impaired executive function Hyperactivity
Dysphoria Distractibility

Conceptual disorganisation
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findings have been obtained in studies using functional brain imaging that have 
provided evidence for concomitant reduced glucose metabolism/blood flow in fron-
tal areas and enhanced activity in the amygdala and hypothalamus in association 
with aggressiveness or impulsive personality traits [33–37]. Catani et al. proposed 
that impaired inhibition and executive functioning, key neuropsychological ele-
ments related to impulsivity, may result from impairments in the white matter tracts 
of the superior longitudinal fasciculus, uncinate, and internal capsule (i.e. fronto-
striatal projections) [38].

The prefrontal cortex also has an important role in the regulation of the degree of 
activation. Barkley proposed a model of executive dysfunctions located in the pre-
frontal cortex that explains the cognitive and behavioural disturbances related to 
increased activation [39, 40]. As reviewed by Spencer, Barkley’s model comprises 
five major executive functions that enable individuals to recognise and control their 
actions to achieve a goal: response inhibition, nonverbal working memory, verbal 
working memory, self-regulation of emotion and motivation, and reconstitution [39, 
40]. Response inhibition delays and interrupts responses and controls interference 
to allow individuals to control verbal and motor impulses; working memory enables 
a person have a sense of the past and future and a cognitive awareness of self; verbal 
working memory gives people the ability to internalise receptive and expressive 
language for self-questioning, self-description, and establishing rules for behaviour; 
self-regulation of emotion and motivation provides individuals with the ability to 
control their emotions and the motivation and persistence necessary to meet their 
goals; reconstitution is a form of play that allows people to analyse the experiences 
in their working memories to synthesise new responses, which they accept or reject 
based on the likelihood that the response can help them to achieve their goals [39, 
40]. As reviewed by Spencer (in a paper mainly focusing on subjects with ADHD), 
Barkley has proposed that, of these five executive functions, response inhibition is 
deficient in highly activated patients and that this deficit may lead to the impair-
ments observed in the psychological and social abilities associated with the other 
four executive functions [39, 40].

Findings from structural and functional neuroimaging have confirmed the 
hypothesis of a key role of prefrontal cortex in the regulation of activation [39]. 
However, an increasing amount of studies suggest that the pathophysiology of such 
a complex psychopathological domain reflects abnormal interplay among large- 
scale brain circuits. In relation to this point, Catani et al. have proposed that a condi-
tion of increased behavioural activation may result from impairments in the white 
matter tracts of the uncinate, inferior fronto-occipital fasciculus, and internal cap-
sule (i.e. fronto-striatal projections) [38].

Intriguing recent findings also point out a possible role of the cerebellum to 
explain the conditions of increased impulsivity, aggressiveness, and activation. The 
physiology of the cerebellum has traditionally been limited to coordination of vol-
untary movement, gait, posture, speech, and motor function. However, recent ana-
tomical studies demonstrate that the output of the cerebellum targets multiple 
non-motor areas in the prefrontal and posterior parietal cortex, and evidence from 
studies of patients with overt cerebellar diseases as well as from healthy subjects 
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suggests a possible role for the cerebellum in higher cognitive functions and behav-
ioural changes [41, 42]. In relation to impulsivity, aggressiveness, and activation, 
(1) patients with borderline personality disorder and those with ADHD have been 
reported to have increased reactivity of specific cerebellar regions [18, 43], (2) a 
positive correlation has been found between motor impulsivity and grey matter in 
the right cerebellum in a sample of psychiatric patients characterised by self-control 
problems [44], and (3) changes in impulsive behaviour in rats have been found to be 
associated with gene expression changes in cerebellar nuclei [45]. Similarly to what 
was observed in relation to frontal lobe disturbances, individuals with congenital 
(e.g. agenesis, dysplasia, and hypoplasia) and acquired (e.g. stroke, tumour, acute 
inflammation, trauma, and neurodegeneration) cerebellar disorders may present 
with a range of psychiatric manifestations in the cognitive, emotional, affective, 
perceptive, delusional, behavioural, and social areas, with impulsivity, anger, 
aggressiveness, impaired judgement, and increased psychomotor activation being 
especially represented [46, 47] (Table 7.1). While the exact mechanisms are still not 
known, these findings led Schmahmann et al. to express the concept of cerebellar 
cognitive affective syndrome (CCAS) [46, 47].

7.3  Neurobiological Aspects: Molecular Pathways

Twin and family studies suggest that anger, impulsivity, and hyperactivity/hyperacti-
vation have substantial heritability. Men homozygous for a specific gene variant of 
DAT1 (the 10-repeat allele) have higher levels of hyperactivity and impulsivity than 
males from all other groups [48]. A meta-analysis performed in 1997 on data from 24 
twin studies found that the genetic effect accounted for up to 50% of the variance in 
aggressiveness-related outcomes [49]. The strongest link between genetic variation 
and aggressiveness exists for the monoamine oxidase A (MAOA) gene, located on the 
X chromosome and coding for a key enzyme in the catabolism of monoamines [50]. 
Mice knockout for the MAOA gene have increased levels of serotonin, norepinephrine, 
and dopamine in the brain and show enhanced amygdala-dependent emotional, but 
not motor, learning, and males exhibit highly increased aggressive behaviour [50–53]. 
In humans, a Dutch family with a missense mutation in the MAOA gene has been 
identified: hemizygous males, representing functional gene knockouts, exhibited a 
pattern of impulsively violent behaviour for generations [50, 51].

Overall, the majority of candidate genes explored in association with impulsiv-
ity, aggressiveness, and hyperactivity/hyperactivation are related to neurotransmit-
ters [18, 48, 54, 55]. However, as traumatic-, sociocultural-, parenting-, and 
peer-related environmental factors are also independently conducive to increased 
anger, activation, and aggressiveness per se [18, 48, 54, 55], gene-environment 
interactions are thought to play a crucial role. Individuals with a biological risk for 
aggression, in fact, may be particularly vulnerable to the effect of psychosocial 
adversity [56]. Genes for the serotonin transporter (5-HTT) and the MAOA enzyme 
can interact with early traumas and psychological adversity to predispose to impul-
sivity and violence [18, 57, 58].
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From a neurochemical perspective, the first evidence indicating that reduction of 
serotonergic activity could lead to impulsive, violent, or self-destructive behaviour 
in humans comes from research conducted over two decades ago [59]. Since then, 
consistent data from clinical and preclinical studies have evidenced the hypofunc-
tion of the serotonergic system as primarily involved in impulsive aggressiveness 
and other impulsivity-related behaviours (e.g. drug addiction and violent suicide). 
Animal models of psychopathology have showed that knockout mice for the gene 
encoding the 5-HT1B receptor show increased maternal aggression, territorial 
aggression, and drug addiction behaviour [60]. The 5-HT2A TYR 452 allele and 
certain polymorphisms of 5-HTT have been associated with aggression [61, 62]. A 
functional polymorphism in the promoter region of the 5-HTT gene (5-HTTLPR), 
leading to lower levels of expression of the gene, has been associated with violent 
suicidal behaviour [63]. Further, serotonin has been found to be mechanistically 
associated with so-called cognitive impulsivity, i.e. a distorted judgement of alter-
native outcomes which results in a loss of reward in the long term and may underlie 
many impulsivity-related phenomena [60].

The dopaminergic system also plays an active role in the modulation of 
impulsive behaviours. In fact, (1) in animal studies, hyperactivity in the dopa-
mine system is associated with increases in impulsive aggressiveness; (2) stud-
ies on aggressive behaviours in rodents have shown that elevated dopamine 
levels can be observed before, during, and after aggressive fights; (3) there is 
evidence that impulsive behaviour may be enhanced by elevated dopaminergic 
function; and (4) medications acting as dopamine agonists (e.g. pramipexole, 
ropinirole) have been associated with pathological gambling and excessive or 
problematic behaviours in other impulsivity-related domains (relating to sex, 
eating, and shopping) in individuals with Parkinson’s disease (Case Vignette 1) 
(for reviews, see [64, 65]).

Case Vignette 1: Impulsivity in Patient with Parkinson’s Disease Receiving 
Dopamine Replacement Therapy
Mrs. F, a 54-year-old married woman working as a housewife and diagnosed 
with idiopathic Parkinson’s disease 12 years before, presented with impulse 
control disturbances. She was receiving dopamine replacement therapy via a 
number of medications, including ropinirole, levodopa, and amantadine, for 
about 6 years. After the beginning of the therapy with dopaminergic medica-
tions, a range of impulsive behaviours emerged, among which gambling was 
the most problematic. She reported that she had lost large sums of money 
through casino games playing, racetrack bets, and online gambling. She also 
experienced symptoms of compulsive shopping and hypersexuality. In an 
effort to attenuate the symptoms, ropinirole was discontinued; this resulted in 
a significant reduction in her symptoms of gambling, while compulsive shop-
ping and hypersexuality remained unchanged. Symptoms further improved 
when gabapentin was included as additional therapy.
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As the serotonergic and dopaminergic system have strong anatomical and func-
tional mutual relationships [66], it is possible that the interaction between the two 
systems represents a relevant locus of interest to understand the molecular mecha-
nisms underlying impulsivity and impulsive aggressiveness. Considering the func-
tional regulation of serotonin over the dopamine system, in fact, deficient 
serotonergic function may result in hyperactivity of the dopamine system, promot-
ing impulsive behaviours [65]. This relationship may account for co-occurring sero-
tonin and dopamine dysfunctions in individuals with impulsive aggression. In 
support of this, several studies have found that prefrontal serotonin levels in rats 
significantly decrease during and after fights, whereas prefrontal dopamine levels 
significantly increase [65, 67, 68].

An imbalance in glutamatergic/GABAergic activity (i.e. reduced activity at 
GABA receptors and glutamatergic enhancement) may contribute to aggression 
through hyperactivity of subcortical limbic regions [18].

At the peripheral level, the relations between endocrine factors and aggression 
have been assessed extensively through studies on (1) the effects of early hormonal 
“programming” of adult aggressiveness, (2) direct effects (presumably via an action 
on the central nervous system) of endocrine manipulations on fighting and threat, 
(3) indirect effects (presumably via changed social signals, etc.) of endocrine 
manipulations on fighting and threat, (4) hormone-aggression correlations, and (5) 
influences of fighting on endocrine function (for a review, see [69]). Overall, 
although it seems unlikely that casual relationships exist between aggression and a 
single hormone, testosterone has been consistently found to be crucially involved 
with aggressive behaviour in different experimental approaches [18, 69]. Exposure 
to testosterone in childhood has been found to increase aggressiveness in adulthood 
in both animal and human studies; high concentrations of testosterone have been 
reported in populations characterised by high levels of aggressiveness (e.g. crimi-
nals with personality disorders, violent offenders, and abusers); at the neurobiologi-
cal level, testosterone and steroids may enhance responsiveness of brain circuitry 
related to social aggression (for a review, see [18, 69]). On the other hand, cortisol 
concentrations have generally been found to be low in individuals with high aggres-
sion, and aggressive behaviour has been linked to corticotropin releasing factor 
reactive autoantibodies [18, 69, 70].

It is also known that increased anger, aggressiveness, and activation can influ-
ence certain patterns of autonomic nervous system arousal through adrenergic and 
noradrenergic pathways, as indicated by heart rate, skin conductance, and blood 
pressure. Autonomic nervous system arousal can therefore be used as a biological 
marker or predictor of physically aggressive or hyperactive behaviour, although 
research in the field is still preliminary [71].

Intriguing recent findings also point out the possible role of inflammation in 
impulsivity, hyperactivity/hyperactivation, anger, and impulsive aggressiveness. A 
modulating role for cytokines in aggressive behaviour in mammals is suggested by 
direct experimental manipulation in lower mammals, the effect of inflammatory 
cytokines on increased anger and aggression in patients treated with cytokine immu-
notherapy, and correlative studies of plasma inflammatory cytokines in otherwise 
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healthy humans [72]. Recently, Coccaro et al. reported significant positive correla-
tions between aggression and levels of inflammatory cytokines in both plasma 
(C-reactive protein and interleukin 6) and cerebrospinal fluid (soluble interleukin 1 
receptor II protein) in impulsively aggressive subjects and controls [73, 74]. Further, 
preclinical studies recently showed that cytokines are present in brain regions, such 
as the hypothalamus and midbrain periaqueductal gray, that are known to play a key 
role in aggression and rage behaviour [72]. As the immune and central nervous 
systems communicate in a bidirectional manner, and this molecular interplay has a 
prominent role in mediating behaviour and psychiatric conditions, this field of 
exploration may be of particular interest in further revealing the biological under-
pinnings of impulsivity, activation, and related phenomena.

7.4  Clinical Aspects: Impulsivity, Anger/Aggressiveness, 
and Activation Across Psychiatric Conditions

From a clinical perspective, it is known that the combination of clusters of symp-
toms differs from patient to patient and gives rise to a wide variety of clinical pic-
tures, even among subjects with the same diagnosis. Subsequently, it is important 
that the clinical features related to impulsivity, anger/aggressiveness, and activation 
are specifically and multiparametrically investigated and treated independently of 
the concomitant DSM-defined condition. For example, in 2015, our research group 
conducted a prospective study on two separate cohorts of patients presenting to 
hospital emergency departments. We found that high levels of impulsivity among 
the patients were among the strongest predictors of subsequent hospitalisation in an 
acute inpatient psychiatric unit, independently of the concomitant DSM-defined 
diagnosis [75]. This approach is also an avenue for bringing together a more specific 
pathophysiology with a more heuristic approach to clinical symptoms.

Although several assessments have been used as “measures” of impulsivity, 
there are primarily three main classes of instruments that appear to measure key 
aspects of impulsivity: clinical scales, behavioural laboratory measures, and event- 
related potentials (ERPs) (for a review, see [2]). Among the clinical scales, the 
Momentary Impulsivity Scale, the Eysenck Impulsiveness Questionnaire, and the 
Barratt Impulsiveness Scale have been used extensively [2, 76–78]. Among labora-
tory paradigms, punishment and/or extinction paradigms, reward-choice paradigms, 
and response disinhibition/attentional paradigms have been used to measure 
impulsivity- related phenomena [2]. Among the ERPs, reduced amplitude of the 
P300 ERP, recorded in response to target stimuli during the performance of “odd-
ball” tasks, has been related to impulsivity and impulse-control disorders [2, 79, 
80]. The assessment of aggressiveness is of particular interest in the field of forensic 
psychiatry. The Violence Risk Appraisal Guide (VRAG) is based on four compo-
nents: (1) identifying empirically valid risk factors, (2) determining a method for 
measuring (or “scoring”) these risk factors, (3) establishing a procedure for combin-
ing scores on the risk factors, and (4) producing an estimate of violence risk [81]. 
The VRAG has reliable predictive and incremental validity and it is considered 
among the best instruments related to the aggressiveness risk assessment [81]. 
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A range of clinical scales have been used to assess activation, including the Brief 
Psychiatric Rating Scale (BPRS), the Conners Rating Scale (CRS), the Vanderbilt 
Rating Scale, and the ADHD Self-Report System, with some of these rating scales 
being originally conceptualised to capture hyperactivity as a core symptom of 
ADHD [82, 83]. As increased physical activity is considered a meaningful behav-
ioural correlate of the condition of increased activation, several instruments have 
been recently validated to objectively measure it in a clinical context. These include 
accelerometers, actigraphs, and infrared motion tracking [82]. The SVARAD is one 
of the few instruments that can be used to rate the severity of the three “outer” 
dimensions (impulsivity, anger/aggressiveness, and activation) at the same time. 
While it lacks the ability to measure biological correlates of the explored psycho-
pathological conditions, it presents several strengths, among which are short admin-
istration duration, low cost, and good prediction of clinical outcomes [4, 15, 75, 78, 
84–86].

As written above, high levels of impulsivity, anger/aggression, and activation can 
be present in any individual with or without a DSM-defined diagnosis. Traditionally, 
these psychopathological dimensions have been considered a core characteristic of 
certain psychiatric disturbances (listed above), but they can also play a relevant role 
in the clinical picture of an even wider spectrum of conditions. Over the last few 
years, our research team has used the SVARAD to evaluate 846 inpatients and 1124 
outpatients consecutively recruited at the Department of Neurology and Psychiatry 
of Policlinico Umberto I Hospital, Sapienza University of Rome. We found that (1) 
in inpatients, the degree/severity of impulsivity and anger/aggressiveness was simi-
lar across patients with different psychiatric diagnoses (mainly major depressive, 
bipolar, borderline personality, and psychotic disorders). However, in outpatients, 
these dimensions were markedly higher in patients with borderline personality dis-
order and with eating disorders, in comparison with patients with other diagnoses 
(Figs. 7.2 and 7.3). We further found that (2) the degree/severity of activation was 
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markedly higher in patients with bipolar disorder in a manic phase than in patients 
with other diagnoses, in both inpatients and outpatients (Fig. 7.4), and (3) the three 
SVARAD subscales (i.e. impulsivity, anger/aggression, and activation) were signifi-
cantly positively correlated with each other in both groups (Table 7.2).

In 2005, our research team detected high levels of the activation and anger/
aggressiveness dimensions, characterised by anger, irritability, aggressiveness, hos-
tility, and psychomotor activation, in a sample of 380 patients with depressive dis-
orders [15, 85, 87]. Consistently, in the present sample, we found that, across 
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outpatients with major depressive disorder, depressive disorder NOS, and dysthy-
mia, a substantial number of subjects had moderate or high levels of anger or 
aggressiveness (Fig. 7.5).

Historically, the importance of anger and aggressive impulses in depressed 
patients has been underlined extensively by scholars in the fields of psychoanalysis 
[88, 89] and cognitivism [90]. Also, many intellectuals and artists, among them the 
Italian poet Giacomo Leopardi [91], have pointed out that, for people who do not 
love and esteem themselves, it is difficult to be good and kind with others. It has also 
been underscored that non-melancholic depressions often entail anger and that even 
during melancholic phases anger can emerge as an antidote against anhedonia or 
affective anaesthesia (i.e. the disturbing state of having no feelings) [92]. 
Consistently, a close inspection of the literature in clinical psychiatry suggests that 
symptoms of anger, irritability, aggressiveness, and hostility have often been 
observed in patients with depression when the clinical assessment was performed 
with instruments aimed at exploring such symptoms (Case Vignettes 2 and 3) 

Table 7.2 Two-tailed Spearman correlation between the three explored SVARAD subscales (i.e. 
anger/aggressiveness, impulsivity, and activation) across all subjects in both cohorts (i.e. inpatients 
and outpatients)

Inpatients Outpatients
r p r p

Anger/aggressiveness
Anger/aggressiveness – – – –
Impulsivity 0.57 <0.01 0.59 <0.01
Activation 0.49 <0.01 0.33 <0.01
Impulsivity
Anger/aggressiveness 0.57 <0.01 0.59 <0.01
Impulsivity – – – –
Activation 0.41 <0.01 0.35 <0.01
Activation
Anger/aggressiveness 0.49 <0.01 0.34 <0.01
Impulsivity 0.41 <0.01 0.34 <0.01
Activation – – – –
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Fig. 7.5 SVARAD scores for the anger/aggressiveness dimension across outpatients with major 
depressive disorder (n = 172), depressive disorder NOS (n = 63), and dysthymia (n = 158)

7 The “Outer Dimensions”: Impulsivity, Anger/Aggressiveness, Activation



224

[93–97]. Of clinical relevance, when depression is associated with high levels of 
anger and impulsivity, the risk of suicide is markedly high [2]. When assessment 
instruments covering anger and irritability are used, these symptoms are often 
detected in many psychiatric disorders, particularly in depressed outpatients [98–
100]. In fact, anger and aggression are prominent in depressed outpatients to a 
degree similar to that of depression per se or anxiety [98], and the presence of anger 
is more frequent among depressed patients than among patients with anxiety or 
somatoform disorders [100].

Although high levels of anger/aggressiveness were not observed in patients with 
obsessive-compulsive disorder (OCD) in our sample (Fig. 7.3), in a recent study of 
57 OCD patients, we found a significant direct correlation between levels of anger 
and a number of obsession subtypes, i.e. aggressive, contamination, and sexual 
obsessions [101]. This is consistent with OCD cognitive explanation models for 
which anger and disgust are important components of moral judgement and moral 
violation, and aggressive and sexual obsessions or thoughts may represent elicitors 
of anger [102].

Case Vignette 2: Depression and Anger
Ms. G, a 32-year-old woman working as a designer, presented with symptoms 
of sadness, fatigue, sleep disturbances, and irritability related to conflicts with 
her boyfriend. She felt he was not emotionally responsive enough to meet her 
needs; he was often critical of her intelligence, her appearance, or her life-
style. Ms. G felt deeply hurt by these comments, which always had a long- 
lasting negative impact on her. She reported to concomitantly experience 
sadness, feeling of inadequacy, and anger; she was worried about the risk of 
overreacting to these slights. Her symptoms significantly improved after 
2–3  months of individual cognitive psychotherapy and concomitant use of 
escitalopram and valproic acid.

Case Vignette 3: Depression and Impulsivity
Mr. A, a 31-year-old man working as a labourer, presented with symptoms of 
apathy, sadness, anhedonia, insomnia, and guilt feelings. The symptoms 
began after his wife discovered that he had lost a large amount of money in 
gambling, and then left him. Three weeks before the first psychiatric visit, he 
had a car accident during which he bled profusely; he tasted his own blood 
and liked its smell and taste. After that event, he started to often self-cut and 
then suck his own blood. The acts of self-injury were preceded by a mount-
ing tension or arousal and were followed by a feeling of relief or pleasure. He 
was admitted to our inpatient unit and treated with group therapy, venlafax-
ine, and valproic acid. His symptoms started to improve after 1 month of 
treatment.
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The finding of high levels of impulsivity among patients with eating disorders 
(Fig. 7.2) is consistent with previous clinical and theoretical observations. McElroy 
et  al. suggested in 1994 that the various eating disorders (i.e. anorexia nervosa, 
bulimia nervosa, and binge eating disorder) could be situated on a spectrum with 
varying degrees of obsessive-compulsive and impulsive traits, with a more obses-
sional nature in anorexia nervosa versus a more impulsive nature in bulimia nervosa 
and binge eating disorder [103].

Taken together, these data confirm that (1) high levels of impulsivity, anger/
aggressiveness, and activation play a critical role in the psychopathology of a vari-
ety of psychiatric disturbances, (2) their severity changes from patient to patient at 
the individual level largely independently of the concomitant DSM-defined diagno-
sis, and (3) these clinical features should be specifically investigated and treated in 
order to achieve the best possible treatment outcome.

7.5  Clinical Aspects: Implications for Treatment

Both psychotherapy and pharmacotherapy have shown some effectiveness in treat-
ing impulsivity, anger, aggressiveness, activation, and related symptoms.

As reviewed by Moeller, examples of psychoanalytic therapies for impulsivity 
are found primarily in the clinical literature on treatment of borderline personality 
disorder, with some authors emphasising a supportive, ego-building approach, and 
others emphasising the use of more intensive, expressive, and regressive techniques 
aimed at achieving a more fundamental personality change [2]. Cognitive and 
behavioural psychotherapies (CBTs) have been used to reduce impulsivity in 
chronic psychiatric patients [104], impulsive preschool children [105], and drug- 
dependent patients [106, 107]. In a meta-analysis of 36 outcome studies of CBT in 
children, Baer and Nietzel reported that improvements in impulsivity were signifi-
cantly stronger in subjects receiving CBT than in untreated or placebo-treated sub-
jects [108]. Contingency management treatments for impulsive-related disorders, 
involving the use of predetermined positive or negative consequences to reward or 
punish (and thus deter) the occurrence of a target behaviour, have also received 
clinical and research attention [2].

In a recent review of meta-analyses, Lee and DiGiuseppe highlighted that anger 
does not always lead to aggressiveness nor is anger a necessary cause of aggressive-
ness, and therefore the psychological treatments should address the dimensions of 
anger and aggression independently [13]. The large majority of studies on psycho-
logical interventions specifically targeting anger have been performed using CBT 
and its classical constructs, showing an overall good clinical effectiveness [13]. 
However, two meta-analyses comparing relaxation, social skills, cognitive, and 
relaxation treatments for anger found that relaxation treatments yielded the highest 
effect size (d > 0.8 in both) [109, 110]. One meta-analysis comparing nine types of 
psychological treatments (i.e. cognitive, cognitive behaviour therapy, exposure, 
psychodynamic, psychoeducational, relaxation-based, skills-based, stress inocula-
tion, and multicomponent) concluded that psychodynamic therapy yielded the 
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largest effect size (d = 1.40) [111]. Regarding aggression, almost all studies have 
employed CBT, and the mean effect sizes reported by the meta-analyses on the topic 
vary greatly from small (four studies) to medium (three studies) to large (two stud-
ies), ranging from 0.10 to 1.14 [13]. Overall, although the body of literature sug-
gests that treatments for anger and aggression are moderately effective, much 
remains to be done to inform future treatment of these clinically significant and 
impairing problems, and, as reported by Lee and DiGiuseppe, “we are a long way 
from answering Gordon Paul’s classic questions: what types of psychotherapy (for 
anger) work best for which types of problems?” [13, 112].

Evidence supports the idea that increased impulsivity, impulsive aggressiveness, 
and activation are associated with (and at least partially due to) an imbalance 
between excessive “bottom-up drives” triggered or signalled by limbic regions 
(such as the amygdala and insula) and reduced “top-down” control or “brakes” pro-
vided by the frontal cortex (which is involved in calibration of behaviour to social 
cues, prediction of expectancies of reward and punishment, and modulation or sup-
pression of aggressive behaviour with negative consequences) [18, 19]. Given this 
evidence, it is possible that certain psychotherapeutic approaches show effective-
ness in ameliorating these conditions because they can specifically modulate the 
fronto-limbic circuitry. Preliminary data from functional neuroimaging studies sug-
gest that treatment with CBT, mindfulness-based cognitive therapy, and, to a lesser 
extent, psychodynamic psychotherapy can lead to increased activity of the dorsolat-
eral prefrontal cortex and decreased activity of the amygdala [113, 114].

In relation to psychopharmacotherapy, there is no standardised treatment for 
complex disorders involving impulsivity, anger, aggression, or activation, although 
a range of different medication classes have been investigated. As reviewed by 
Hollander and colleagues, pharmacological treatments may reduce impulsivity and 
normalise arousal through a range of pathways including (1) decrease of dopami-
nergic activity, (2) enhancement of serotonergic activity, (3) shift in the neurotrans-
mitter balance from excitatory (glutamatergic) toward inhibitory (GABAergic) 
transmission, and (4) reduction or stabilisation of noradrenergic effects [6, 8, 9].

Overall, the efficacy of anticonvulsants and lithium for decreasing impulsivity, 
aggression, and suicidality has consistently been reported [2, 115–119]. On the 
other hand, contrasting findings exist in relation to selective serotonin reuptake 
inhibitors (SSRIs): while fluoxetine, fluvoxamine, and citalopram have been 
shown to significantly decrease impulsive and aggressive behaviours compared 
with placebo in certain controlled studies [120–122], other studies reported this 
class of medications to lead to increased impulsive-related phenomena such as 
suicidality [123].

In 2007, our research team showed that the concomitant use of one medication 
of the SSRI class and one anticonvulsant (valproate, carbamazepine, or gabapen-
tin) was highly effective in the treatment of depressed subjects with a substantial 
level of anger/aggressiveness (assessed using the SVARAD) [86]. The idea under-
lying this approach was to concomitantly use the two different classes of medica-
tions (i.e. antidepressants and anticonvulsants) in order to simultaneously treat the 
two major aspects of the clinical picture of the patients (i.e. depression per se and 
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impulsivity/anger/aggressiveness/activation) [86], in a sort of “dimensional psy-
chopharmacology” in which the treatment was function-oriented rather than exclu-
sively diagnosis- oriented. We also used a similar therapeutic strategy in a population 
of subjects with psychiatric symptoms reactive to the condition of having cancer 
(Case Vignette 4), and we obtained significant reductions in the severity of both 
depression and anger symptoms over time [84].

Accumulating evidence suggests a specific antiaggressive effect for certain atyp-
ical antipsychotics: placebo-controlled trials of risperidone in adults with dementia 
[124, 125], adults with autism spectrum disorders [126], and children with conduct 
disorder [127] reported a significant decrease in aggression without significant 
sedation. The β-adrenergic antagonists constitute another class of medications that 
have been used to treat impulsive aggression, although data are preliminary [2].

Overall, this evidence is consistent with the model of a “dimensional psychopa-
thology”, in which clinicians multiparametrically identify and comprehensively 
treat impulsivity, anger, aggressiveness, and activation based on the individual 
symptom profile of each patient and the underlying neurobiology of these phenom-
ena partially independently of the DSM-defined diagnosis.
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The Obsessive-Compulsive Dimension
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8.1  Introduction

Obsessive-compulsive disorder (OCD) has been an ancient companion of humans. 
The tendency to seek psychopathological concordance between OCD and disorders 
that demonstrate peculiar affinity with it can be traced back to comments by classical 
authors. Janet described the obsessive character using a large number of psychopatho-
logical phenomena including the “obsession de la honte du corps” (obsession of the 
shame of their body), due to dysmorphophobia; motor symptoms, which he defined as 
“forced agitations” not unlike the expression of a Tourette disorder; and experiences 
of depersonalisation. Dysmorphophobia was described by Kraepelin [1] as “compul-
sive neurosis”, emphasising the iterative and ego-dystonic nature of the symptoms.

Jaspers [2] highlighted a continuity of obsessive-compulsive symptoms and 
“impulsive actions,” suggesting common psychopathological roots for OCD and 
impulse control disorders. Krafft-Ebing [3] in Germany used the term 
Zwangsvorstellung to define invasive and irresistible thoughts that are oppressive 
(Zwang) representations (Vorstellung). Westphal [4] introduced the concept of com-
pulsions as secondary to obsessive ideas, and obsessive-compulsive suffering in 
France was described as folie lucide, because the patient was quite aware of the 
wrong and anomalous recurring ideas besieging his mind [5]. Falret [6] introduced 
the word obsession from the Latin obsidere. Early in the nineteenth century, the 
term appeared in British and American medical literature [7].

In more recent years, the renewed interest in OCD has led researchers to “drill 
down” in an attempt to define its subtypes and explore other psychiatric and neuro-
psychiatric disorders that might have clinical and/or aetiopathological links with 
OCD. Disorders that are posited to be linked to OCD, based on their similarities 
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with OCD in a variety of domains, are referred to as “OC spectrum disorders” or 
“OC continuum” [8, 9]. On the other hand, OCD has undergone significant changes 
in its classification within categorical systems of mental disorders. The Diagnostic 
and Statistical Manual (DSM) III and DSM IV included OCD within the category 
of anxiety disorders, conceiving it as within the anxiety disorders group because of 
the often very high levels of anxiety in clinical OCD patients, along with the com-
mon symptoms of distressing obsessive thoughts and compulsive behaviours [10]. 
Growing evidence has finally led to a separation of OCD from the other anxiety 
disorders and to the decision by the DSM-5 task force to classify it within its own 
separate category: “obsessive-compulsive and related disorders” [11]. Today, the 
DSM-5 [11] recognises obsessive-compulsive and related disorders (OCRDs) as a 
new diagnostic category. The category includes OCD, body dysmorphic disorder 
(BDD), trichotillomania (TTM, hair-pulling disorder), excoriation disorder (skin 
picking), and hoarding disorder. OCD involves the experience of obsessions (recur-
rent, distressing intrusive thoughts, images, or urges) and compulsions (ritualised 
behaviours completed to reduce distress from obsessions). BDD involves an exces-
sive, distressing, and time-consuming preoccupation with an imagined appearance 
flaw and repetitive rituals performed in response to this preoccupation. TTM is 
characterised by recurrent hair pulling, resulting in hair loss. Excoriation disorder 
involves recurrent skin picking, resulting in lesions. Finally, hoarding disorder 
involves persistent difficulty parting with possessions and a perception that items 
must be saved, resulting in clutter in one’s active living space that reduces the 
space’s usability [11].

The grouping of these conditions is based on their phenomenological similarities 
to OCD (i.e. obsessive thinking and/or compulsive behaviours), as well as similarity 
to OCD in course of illness, comorbidity, family history patterns, biological abnor-
malities, and treatment responses. The research planning agenda for DSM-5 exam-
ined possible similarities in phenomenology, comorbidity, familial and genetic 
features, brain circuitry, and treatment response between OCD and several related 
disorders that are characterised by repetitive thoughts or behaviours. Certain disor-
ders, such as BDD, obsessive-compulsive personality disorder (OCPD), Tourette 
syndrome (TS), and TTM, share many commonalities with OCD in phenomenol-
ogy, comorbidity, familial and genetic features, brain circuitry, and treatment 
response. Other disorders, such as the impulse control disorders (ICDs), share some 
common features with OCD but also differ in many ways as well.

According to most epidemiological studies, OCD is currently considered a rela-
tively rare disorder, with a weighted 1-month prevalence of 1.1% in the British 
National Comorbidity Survey [12]. Similar results were reported by Crino et al. [13] 
who estimated the 12-month prevalence of DSM-IV OCD to be 0.6%.

Although many advances have been made with regard to the aetiopathogenesis 
and treatment of OCD, there are still no correct estimates of the prevalence of the 
disorder in the community. The variation in the different studies is mostly due to 
limitations in methodology and inconsistencies between lay and clinical diagnosis 
[14]. Further regarding prevalence in the general population, data obtained from a 
prospective longitudinal study of an unselected birth cohort has shown that 21–25% 
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of individuals from the general population exhibit obsessions and/or compulsions, 
as defined in the DSM-IV, although only 2–3% meet full diagnostic criteria for the 
disorder [15].

The aim of this chapter is to disentangle obsessive-compulsive manifestations in 
psychiatric subjects not affected by OCD. In fact, obsessions and compulsions may 
range from physiologic/transient or normal presentation, to a pathological degree of 
suffering [16].

The continuum hypothesis, proposed by Clark and Rhyno [17], has been chal-
lenged by recent literature and regarded as an oversimplified interpretation of a 
more complex phenomenon of obsessions and compulsions, characterised not sim-
ply by quantitative but by qualitative differences as well, related in particular to the 
severity of the content of obsessions, triggers, appraisals, and responses. Berry and 
Laskey [18] argue for a revised continuum model of intrusive thoughts that incorpo-
rates the above-mentioned differences in obsessions, with particular reference to 
content and its severity, with clinically obsessive individuals reporting more bizarre 
and aggressive thoughts than individuals with symptoms too mild to be considered 
clinically obsessive.

Over the last 20 years, the concept of spectrum has received strong impetus in 
international psychiatry literature. The “spectrum” attributed to a psychopathologi-
cal phenomenon may have various meanings. Strictly speaking, it should refer to a 
set of disturbances that, beyond possible heterogeneity of symptomatic manifesta-
tions, share the same aetiological determinants or similar pathogenic mechanisms. 
There are a number of reasons for this interest in “spectrum”. First, the identifica-
tion of a psychopathological spectrum can guide the search for the common aetio-
pathogenic mechanisms underlying it. Second, this could be the first step in a 
common therapeutic approach. The finding of concordance between disorders, in 
various nosographic environments, does not relate only to psychopathological crite-
ria but extends to common aetiopathogenic hypotheses, thus constituting a clinical 
picture with expected response to specific therapeutic treatments.

OCD is in a favourable position from this point of view. In fact, among psycho-
pathological phenomena, obsessions and compulsions have a high level of consen-
sus regarding their definition criteria. Moreover, this is one of the few cases in which 
the dominant presence of a single symptom allows the identification of a “syn-
drome” disorder. Despite this, the concept of the obsessive-compulsive (OC) spec-
trum has been discussed in the literature and increasingly studied, with contrasting 
evidence depending on the starting hypothesis (5HT system involvement and/or 
basal ganglia-thalamus-cortex-frontal circuitry).

Finally, the term “spectrum” has been used to mean many issues, as well as many 
disorders, that have a degree of similarity, at least in terms of symptoms, to 
OCD. The list includes BDD, hypochondriasis, trichotillomania, the eating disor-
ders, autism spectrum disorders, and several other impulse control disorders, such 
as pathologic gambling and kleptomania. Other psychiatric disorders, such as 
depersonalisation disorder, borderline personality disorder, sexual compulsions, 
and paraphilias, and some neurological disorders such as Tourette’s syndrome, 
Sydenham’s chorea, and parkinsonism have been included in this spectrum.
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8.2  Neurobiology of Obsessions and Compulsions

Initially, OCD was considered a primary psychiatric disorder. Subsequently, clinical 
observation increasingly showed that this disorder has a neurodevelopmental basis.

The first observation of the existence of brain alterations in obsessive patients 
resulted from the finding that patients with neurological dysfunctions, such as strep-
tococcal infection, head trauma, or encephalitis, as well as comorbid tic disorders 
such as Tourette’s syndrome, often develop obsessive phenomena [19–21]. Several 
studies have reported an abnormally high prevalence of neurological soft signs 
(NSS) in patients with obsessive-compulsive disorder as compared to healthy peo-
ple [8, 22].

The classical cortico-striato-thalamo-cortical (CSTC) model of OCD was estab-
lished a few decades ago. Thanks to modern brain imaging methods, neurocircuitry 
models of OCD and related disorders have been refined to a higher level of com-
plexity, with possible promising implications.

In addition to cortico-striatal circuitry, which is now regarded as interconnected 
rather than segregated, the lateral orbitofrontal cortex (OFC) might mediate obses-
sions, and the dorsal anterior cingulated cortex (dACC) might be implicated in fear 
expression and conditioning, as well as in aberrant error monitoring, in OCD. On 
the basis of such a conceptual framework, Milad and Rauch [23] proposed a testable 
hypothesis on how dysfunctions in these areas might be linked to fear inhibition and 
severity of symptoms. This information, in turn, could be used to predict treatment 
response.

Subsequent studies using functional magnetic resonance imaging (fMRI), posi-
tron emission tomography (PET), and single photon emission computed tomogra-
phy (SPECT), as well as other more sophisticated techniques, such as voxel-based 
morphometry (VBM), diffusion tensor imaging (DTI), and proton magnetic reso-
nance spectroscopy (1H-MRS), have compared OCD patients with healthy controls. 
These studies have tended to confirm the key role of the CSTC and its connections 
with the limbic system (amygdalo-cortical circuitry) in the pathogenesis of OCD 
[24, 25].

The above-mentioned functional imaging studies generally showed that patients 
with OCD have reduced grey matter density in the dorsolateral prefrontal cortex 
(DLPFC) and OFC and reduced volume of the anterior cingulate cortex (ACC) and 
OFC [26, 27]. Further, patients with OCD showed hyperactivity in the area of the 
OFC, caudate nucleus, and thalamus, compared with healthy controls [28–30]. PET 
studies of OCD patients have supported these findings, showing changes in brain 
metabolism, more or less in the same areas as previously described (head of the 
caudate nucleus and the orbital gyrus, OFC, and prefrontal cortex, which are a part 
of the CSTC circuit) [31]. Furthermore, the increased glucose metabolism along 
orbitofrontal-basal ganglia-thalamo-cortical circuits measured by PET generally 
decreases after treatment with antidepressants [32–35] and/or psychotherapy 
[36–38].

The empirical demonstration of the effectiveness of antidepressants (especially 
those blocking serotonin reuptake) for OCD dates back to more than 30 years ago. The 
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new neuroimaging approaches, allowing the examination of regional cerebral neuro-
chemistry and permitting in vivo quantification of specific neurochemicals in various 
brain regions, have allowed greater clarification of the role of serotonin in OCD.

Neurochemistry techniques have been used in the study of the transport of neu-
rotransmitters, in order to better explain the role of serotonin in OCD. These studies 
have provided an increased understanding of the biology underlying the well-known 
empirical evidence that antidepressant drugs blocking serotonin reuptake improve 
obsessive symptoms over time. Also, they indicated not only the involvement of the 
serotonin system but also, albeit to a lesser extent, the involvement of dopamine [39].

These studies, mainly conducted using SPECT, allowed not only the confirma-
tion of the role of serotonin and other neurotransmitters in OCD but also the exami-
nation of changes following treatment through cerebral metabolic monitoring [37, 
38]. They also facilitated the development of hypotheses about both pharmacologi-
cal and psychotherapeutic models that are potentially valid and useful in clinical 
practice [40].

As evidenced by early studies using PET and SPECT, hyperactivity of the head of 
the caudate nucleus and the orbital gyrus may be the source of complex obsessive 
symptomatology. Modern functional neuroimaging methods permit the establishment 
of a relationship between cerebral activity and a particular symptom. This allows 
comparison of cerebral activation in the presence of the symptoms of interest with 
corresponding activation in the same subject when these symptoms are resolved [41].

Several functional neuroimaging studies report that the cortico-striatal-thalamo- 
cortical (CSTC) circuit is dysfunctional in obsessive patients. This dysfunctional 
CSTC circuit consists mainly of altered communication between the lateral OFC 
and the ventral striatum [23, 42]. According to some authors, the “dysfunction” of 
this circuit would be hyperactivity during the resting or neutral state, which would 
increase during the onset of the symptoms, subsequently attenuating later pharma-
cological and behavioural treatment [32, 43, 44].

Studies by fMRI in OCD patients exploring brain metabolism alterations during 
a brain activation task report the involvement of the same areas that make up the 
CSTC circuit [30, 45, 46]. Most studies have examined these various areas, each of 
which, stimulated with specific tasks, produces a different result of increased, 
decreased, or stable glucose metabolism [47, 48].

Other studies have investigated possible changes in brain activation before and 
after drug therapy and/or psychotherapy [49, 50]. These neuroimaging studies have 
also, more sophisticatedly, sought to correlate the therapeutic response with neuro-
psychological tests, with the aim of finding predictive response indices. The result-
ing neuropsychological and treatment findings further support neuromorphological 
data, obtained through several different methods, implicating the role of CSTC cir-
cuitry in OCD pathophysiology. It has been mentioned several times before that 
OCD symptoms are manifested through a hyperactivity of the regions involved in 
the CSTC circuitry (coronary orbital cortex, cortical cortege, thalamus, and head of 
the caudate nucleus), causing a “malfunction” of this circuitry. Such a malfunction 
has been proposed to be the origin of the intrusive symptoms and neuropsychologi-
cal dysfunctions [22, 49].
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Regarding molecular imaging studies that have considered the role of neurotrans-
mitters in brain sites involved in OCD obsessive phenomena, the results obtained, 
though encouraging, are limited due to small sample sizes and mixed diagnoses.

In approximately one third of patients with OCD, standard treatment with selec-
tive serotonin reuptake inhibitors (SSRIs) fails to bring satisfactory relief of 
obsessive- compulsive symptoms. Atypical antipsychotics can augment the effec-
tiveness of SSRIs in such patients, but the mechanism underlying this synergetic 
effect still needs to be better clarified [51–53].

Another important aspect of OCD and related disorders, likely to be a common 
trait across specific diagnostic categories, has been recently considered and studied: 
deficits in goal-directed control. Deficits of this type have been observed across the 
spectrum of OCD and related disorders, for example, OCD [54–56], drug addiction 
[57, 58], and binge eating disorder [59]. These deficits are associated with dysfunc-
tion of the caudate and medial orbitofrontal cortex. Goal-directed control permits 
deliberate behaviour regulation. Its deficits lead to lack of flexibility; more rigid hab-
its are induced; and repetition of thoughts and actions is enhanced. Gillan et  al. 
looked at this trait as a clue to a transdiagnostic compulsivity dimension and, in two 
large general population samples, found it to be associated with (1) OCD symptoms 
and (2) symptoms of other DSM diagnostic categories. Exactly these kinds of studies 
reflect the concept of dimensional psychopathology as suggested by Pancheri [60].

Obsessive phenomena may appear in other psychiatric disorders, in comorbidity, 
and occasionally even in healthy subjects. Therefore, it is conceivable that these 
obsessive phenomena share at least part of the same pathogenic mechanism.

The empirical demonstration of the effectiveness of antidepressants, especially 
serotonin reuptake blockers, on OCD and, consequently, also on obsessive phenom-
ena can be traced back to 30 years ago.

8.3  Dimensional Psychopathology of Obsessions

A psychopathological dimension is defined as an alteration of psychic function phe-
nomenologically expressed by symptoms (referred to by the patient) or by signs 
(observed) that are indicative of and specific to the observed function [61].

Obsessions and compulsions, like any other psychiatric symptoms, can appear as 
psychopathologically dominant and exclusive elements, or they can be associated 
with a psychopathological framework in which one or more symptoms, and possi-
bly a cluster of other symptoms, characterise a specific clinical picture. In the first 
case, “symptom” and “disorder” coincide and qualify as the OCD. In other condi-
tions, obsessive symptoms occur in association with, or in the presence of, other 
symptoms within the main disorder (e.g. schizophrenic episode) or in comorbidity.

The dimensional model posits that obsession-compulsion may, however, mani-
fest itself with a certain frequency in association with typical symptoms of a given 
syndrome (e.g. depressive episode). In this case, the obsessive phenomenon must be 
considered as a symptom, even if an atypical one, that takes on particular character-
istics in relation to the disorder in which it is co-appearing. In other words, the basis 
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of the obsessive symptom probably follows pathogenic mechanisms and has neuro-
biological, genetic, neuroanatomical, neurochemical, or psychophysiological cor-
relates, stemming from the disturbance with which it is associated. This means that, 
rather than the obsessive symptom mechanisms being separate from the mecha-
nisms underlying the main disorder, the different mechanisms can influence and 
trigger each other in the context of a particular clinical presentation. Obsession, 
therefore, understood as a symptom with a specific pathogenic mechanism with its 
own psychopathological manifestations, can appear in many psychiatric disorders 
with sometimes-different phenomenological characteristics. Taking this into 
account, in the next analysis, transnosographic aspects of this dimension will be 
fully explored.

8.4  Obsessions and Schizophrenia

The frequency of obsessive symptoms in schizophrenia seems to be higher than in 
the general population. The percentage of schizophrenic patients having “obsessive- 
compulsive symptoms” reported in the literature fluctuates between 30% and 59% 
[62], and the frequency of OCD comorbidity in patients affected by schizophrenia 
has been estimated to range from approximately 8 to 23% [63]. In contrast, the 
appearance of schizophrenic symptoms in the course of OCD seems to be relatively 
rare and only slightly higher than the incidence of schizophrenia in the general 
population [64]. These data indicate that the schizophrenic disorder could present a 
vulnerability to obsessions, but not vice-versa. It has even been proposed that the 
presence of obsessive-compulsive symptoms could be an extreme mechanism of 
defence that takes place during the initial phase of the psychotic disorder [65].

Data suggest that, because of the involvement of similar functional brain net-
works (e.g. frontal cortex, basal ganglia) and neurotransmission systems (serotonin 
and dopamine), in these two disorders, it may be possible to identify a subgroup, 
designated schizo-obsessive [66]. However, it is not yet clear whether the presence 
of obsessive symptoms in schizophrenic patients is an indicator of good prognosis 
[67, 68] or, as has been found in the latest literature, of poor prognosis (in terms of 
clinical and functional outcomes, including responsiveness to treatment) [69–71]. It 
should be emphasised that these studies are affected by certain limitations related to 
sample inequalities and methodologies used.

Some studies have investigated obsessive-compulsive symptoms induced or 
markedly aggravated by second-generation antipsychotic treatment, particularly 
with clozapine (most frequent), olanzapine, and risperidone [72]. These effects, 
however uncomfortable and poorly tolerated by patients, must always be evaluated 
in the context of the overall intervention. It should be remembered that, especially 
in the case of clozapine, this is a drug used in resistant schizophrenia and one that is 
also effective for suicidal ideation [73]. Further, it is often used in monotherapy. 
Therefore, before suspending treatment, all possible caution should be exercised. In 
this regard, various strategies for augmentation with anti-obsessive drugs have been 
proposed, before discontinuing clozapine, and have also been shown to be effective 
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(aripiprazole and amisulpride) [74, 75]. Alternatively, CBT has also proved effec-
tive in some schizophrenic patients with obsessive-compulsive symptoms who did 
not respond well to the various pharmacological protocols [76].

8.5  Obsessions and Mood Disorders

The presence of obsessive-compulsive symptoms in mood disorders has been rec-
ognised especially in depression. Regarding bipolar disorder, obsessive-compulsive 
symptoms manifest themselves more often during depressive episodes and almost 
never during manic episodes. There is an apparent comorbidity between bipolar 
disorder and OCD: among OCD patients, 18.3% also have bipolar disorder, and 
among bipolar patients, 17% also have OCD. However, studies have shown that 
obsessive-compulsive symptoms occur frequently in depressive patients as well, 
with an approximate incidence of 20–40% [77].

This suggests that when there is a depressive disorder, obsessions can be, as in 
the case of schizophrenia, a defensive factor that appears to ease the suffering of the 
depressed patient. In the case of depression, an additional predisposing factor seems 
to be represented by a personality with traits or features of “obsessive” type. In 
contrast to what may happen in schizophrenic disorder, the obsessive-compulsive 
symptoms in depression keep their fundamental characteristics, especially with 
respect to awareness of illness.

8.6  Obsessions and Eating Disorders

In light of the new definition of eating disorders that emerged in the DSM-5 and new 
findings on their aetiopathogenesis, their relationship with OCD has also gained 
new significance. While earlier emphasis was placed on personality aspects, empha-
sising obsessive personality traits or comorbid OCD in patients with anorexia ner-
vosa, the concept of spectrum in this group of diseases is currently spreading and 
becoming increasingly accepted. In line with this, eating disorders can be consid-
ered as a spectrum within which, in addition to the more classical anorexia and 
bulimia nervosa, there are a number of other new disorders or behavioural altera-
tions, including anorexia, “reverse anorexia” or “bigorexia” (i.e. muscle dysmor-
phia, a phenomenon started among professional athletes and now rising in the 
general population) [78], “diabulimia” (an eating disorder specific to patients with 
diabetes, characterised by limiting insulin treatment to lose weight through sus-
tained hyperglycaemia) [79], “drunkorexia” (restricting food intake prior to drink-
ing alcohol to avoid weight) [80], and “pregorexia” (pregnant women who will 
reduce calories and exercise in excess in an effort to control pregnancy weight gain) 
[81]. Many of these eating disorders show strong affinity with OCD, in light of the 
well-known exercise of control. One condition in particular, which is not entirely 
pathological, is orthorexia nervosa. According to some authors, it appears that, 
aside from anorexia nervosa, obsessive phenomena seem to be most marked in this 
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disorder [82]. The term orthorexia nervosa describes people whose extreme diets, 
intended for health reasons, end up leading to malnutrition and/or impairment of 
daily functioning. Although studies on this are still few and with different method-
ological limits, it turns out that these patients, apart from poor insight, share many 
features with OCD and obsessive personality disorder, as anorexia nervosa does 
[83, 84]. The phenomenological aspects these disorders share include perfection-
ism, rigid thinking, preoccupation with details and perceived rules, and high levels 
of anxiety [85]. However, it is important to remember that there is a significant dif-
ference between this continuum and OCD, represented by the ego-syntonic experi-
ence present in eating disorders and usually absent in OCD. Nevertheless, these data 
give rise to new questions and further insights [86].

8.7  Treatments

The available research indicates that evidence-based psychotherapy options target-
ing the Obsessiveness dimension include Exposure with Response Prevention 
(ERP) and cognitive behavioural therapy (CBT) [87]. An interesting study suggests 
that basolateral amygdala-ventromedial prefrontal cortex connectivity seems to pre-
dict CBT outcome in obsessive-compulsive patients. Although this is reported only 
by one study, this data suggests that this cerebral structure might be a target of CBT 
for Obsessiveness [88].

Third-wave cognitive-behavioural therapies for OCD have become more popular 
in the past few years. These are therapies such as ACT (acceptance and commitment 
therapy) and MBCT (mindfulness-based cognitive therapy), which encompass cul-
tivating a different relationship with the symptoms, in which the patient is asked to 
observe the manifestation of the symptoms and accept them as they are. The hypoth-
esised mechanism underlying these therapies is that the maintenance of the symp-
toms is curtailed as the patient assumes a decentralised perspective towards them. 
Currently, there is no neuroimaging evidence on the circuits or brain areas modu-
lated by third-wave CBT targeting the Obsessiveness dimension, but it is reasonable 
to argue that these psychotherapeutic treatments target brain structures and circuits 
that are involved in the manifestation of obsessive and compulsive behaviour. 
Despite the good outcome of these therapies in targeting the Obsessiveness dimen-
sion, there is currently too little evidence in the literature to support their choice as 
a first-line therapy. However, they are good candidates for add-on therapies to com-
plement classical CBT and exposure with response prevention [89].

As concerns other available treatments targeting the Obsessiveness dimension, 
novel neurostimulatory techniques are able to target the cortico-striato-thalamo- 
cortical loop, involved in obsessive and compulsive behaviour. In particular, these 
techniques include deep brain stimulation (DBS), repetitive transcranial magnetic 
stimulation (rTMS), and transcranial direct current stimulation (tDCS), which all 
can elicit changes in specific brain regions implicated in obsessive and compulsive 
symptoms. A growing body of literature is showing that brain stimulation tech-
niques can improve symptoms by modulating cortico-striatal circuit activity [90, 
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91]. DBS targeting the nucleus accumbens (NAcc) reduced anxiety and obsessive 
symptoms in subjects with OCD and enhanced libido [92]. Even DBS of the ven-
tral caudate led in some cases to an improvement of OCD symptoms [93]. Two 
studies have shown that the application of inhibitory rTMS to both the left and 
right lateral orbitofrontal cortex (lOFC) led to a significant improvement of obses-
sive and compulsive symptoms, and this improvement was associated with a 
decrease in local metabolism of lOFC [94, 95]. Only two studies investigated tDCS 
targeting the OFC: Mondino et al. [96] showed a decrease of OCD symptomatol-
ogy that was maintained after a 1-month follow-up. The protocol consisted of ten 
twice-daily sessions of tDCS inhibitory stimulation of the left OFC. Bation et al. 
[97] used the same protocol as Mondino et al. and reported similar results. There is 
no evidence that electroconvulsive therapy (ECT) improves obsessive or compul-
sive symptoms [98].

These studies are still in their infancy, but the preliminary results and preclinical 
trials appear promising in their findings, mostly with regard to resistant symptoms 
that exist transdiagnostically across traditional categories of psychiatric suffering.

8.8  Findings

The SVARAD describes the Obsessiveness dimension as “Doubtfulness, rigidity, 
meticulousness, perfectionism; repetitive behaviours aimed at preventing, checking, 
controlling; presence of obsessions, compulsions”. As described in the previous 
chapters, each item of the SVARAD is scored on a 5-point rating scale (from 0 to 4), 
where the highest score represents a profound presence of “invasive obsessions and 
compulsions, present for the vast majority of the day, non-controllable, with impair-
ment of the social and occupational activities”. Among the SVARAD dimensions, 
Obsessiveness is probably the one that is most closely linked to a specific diagnostic 
category. However, it was introduced into dimensional assessment because clinical 
experience has suggested that non-OCD disturbances often have an Obsessiveness 
component or manifestation: for example, body dysmorphic disorder (BDD), 
trichotillomania, and hoarding disorder. SVARAD studies reported Obsessiveness 
findings from both the inpatient and outpatient groups of our sample. We present 
here data concerning our diagnostic groups, exploring how the SVARAD 
Obsessiveness dimension is present as a transdiagnostic feature (Table 8.1).

This section reviews Obsessiveness findings from both the inpatient and outpa-
tient groups of our sample.

The SVARAD Obsessiveness dimension shows low mean scores in the psychiat-
ric inpatient group as a whole (Fig. 8.1), as well as in the outpatient sample (Fig. 8.2).

High scores on the SVARAD Obsessiveness dimension in the inpatient group 
were most highly correlated with OCD, followed by schizophrenia, bipolar disorder, 
depressive episode, major depressive disorder, and psychotic disorder NOS. Figure 8.3 
shows the mean (±standard deviation) value of the SVARAD Obsessiveness dimen-
sion in the inpatient sample for several DSM-IV-TR diagnostic categories. The high-
est mean values were observed in OCD (2.72 ± 1.48), followed by schizophrenia 
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(0.45 ± 0.95), bipolar disorder-depressive episode (0.38 ± 0.87), major depressive 
disorder (0.36 ± 0.71), and finally, psychotic disorder NOS (0.30 ± 0.86).

It’s interesting to point out that, although mean Obsessiveness scores were low 
throughout the inpatient group, 25.1% of depressive patients (Fig.  8.4), 20% of 
bipolar-depressive episode patients (Fig. 8.5), and 23.3% of schizophrenic patients 
(Fig. 8.6) have an Obsessiveness score greater than zero. From a clinical viewpoint, 
this suggests that taking this dimension into account could lead to better under-
standing and treatment of one out of four cases.
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The mean SVARAD profile for OCD in the inpatient sample displayed a 4-1-2 code 
type and is shown in Fig. 8.7. Multiparametric analysis showed the highest peak for the 
Obsessiveness dimension (2.88  ±  1.35), two peaks for the Apprehension/Fear 
(2.25 ± 1.16) and Sadness/Demoralisation (2.25 ± 1.03) dimensions, and a final peak 
for the Apathy (2.13 ± 1.45) dimension, all with mean scores above 2. Four out of eight 
cases had a moderate grade of Apprehension/Fear, and one out of three had a severe/
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extreme value for this dimension. One patient out of three had a moderate degree of 
Sadness/Demoralisation, while one out of three had severe to extreme degrees of this 
dimension. One half of the group had severe to extreme degrees of Apathy.

Obsessiveness was negatively correlated with Impulsivity (0.636  ±  1.027, 
Rho = −0.71, p = 0.038) and Activation (0.545 ± 1.214, Rho = −0.629, p = 0.038). 
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Significant positive correlations were also seen between Obsessiveness and 
Apprehension/Fear (Rho = 0.147, p < 0.001), Sadness/Demoralisation (Rho = 0.148, 
p < 0.001), and Apathy (Rho = 0.51, p < 0.001).

Regarding the Obsessiveness dimension, values were highest for the OCD 
DSM-IV diagnostic outpatient group, which displayed mean values just above a 
score of 2, which is lower than those in the OCD inpatient group, as expected, 
because of less severe psychopathology in the outpatient group (Fig. 8.8). The high-
est mean values were observed in OCD (2.68 ± 0.97), followed by eating disorders 
(0.62 ± 0.89), delusional disorder (0.58 ± 0.90), bipolar disorder-depressive episode 
(0.45 ± 0.73), and schizophrenia (0.39 ± 0.76).
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One patient out of three in the following diagnostic categories had an 
Obsessiveness score between mild and severe: eating disorders (40%) (Fig. 8.9), 
bipolar disorder-depressive episode (36%) (Fig.  8.10), delusional disorder 
(33.8%) (Fig. 8.11), and schizophrenia (30%) (Fig. 8.12). One patient out of four 
in the following diagnostic categories had an Obsessiveness score between mild 
and severe: psychotic disorder NOS (27%), dysthymia (27%) (Fig. 8.13), somato-
form disorders (26%) (Fig. 8.14), major depressive disorder (25%) (Fig. 8.15), 
anxiety disorder NOS (24%), and finally, borderline personality disorder (23%) 
(Fig. 8.16). Although the mean Obsessiveness scores seem low, one quarter to one 
third of patients of several diagnostic groups had a mild to severe degree of 
Obsessiveness, indicating that this dimension should be considered for better 
comprehension and treatment. Mild to moderate Obsessiveness probably predicts 
to some extent a more problematic relationship with rumination, compulsivity, 
and doubtfulness, while from a pharmacological perspective, it suggests the 
choice of 5-HT antidepressants rather than noradrenergic or dopaminergic 
antidepressants.

The SVARAD dimensional profile of the outpatient OCD group showed a 4-1-2 
code type. The Obsessiveness dimension had the highest mean values (2.68 ± 0.98), 
followed by Apprehension/Fear (2.16 ± 0.86), Sadness/Demoralisation (1.48±0.96), 
Apathy (0.77 ± 0.92), and Aggressiveness (0.77 ± 0.92) (Fig. 8.17). As Fig. 8.17 
shows, more than one half of the group displayed a moderate degree of Apprehension/
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Fear, while nearly one patient out of four displayed a severe degree of Apprehension/
Fear. One half of the group had a moderate to severe degree of Sadness/Demoralisation. 
One patient out of four showed a moderate degree of Aggressiveness: that is, a clini-
cally significant proportion.
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8.9  Discussion

As expected, our findings showed low mean Obsessiveness dimension scores for 
several categories, with the exception of the OCD diagnostic category, both in the 
inpatient and outpatient groups. Regarding the OCD group, the SVARAD mean 
profiles for the inpatient and outpatient samples showed different clinically signifi-
cant dimensional components for OCD. The OCD group consisted of 8 out of 867 
inpatients and 31 out of 1124 outpatients. Given that seldom is OCD so severe as 
to require acute hospitalisation in Italian general hospital psychiatric wards, our 
OCD inpatient group represents patients with very severe symptoms, so that our 
findings may only be partially representative of the whole diagnostic category.

The first finding concerning low values of the Obsessiveness dimension in the 
whole inpatient and outpatient group reflects the fact that obsessiveness and iterativ-
ity are uncommon in psychiatric diagnoses other than OCD.  This differs from 
Apprehension/Fear and Sadness/Demoralisation, which are widespread and present 
in various psychopathological disorders. In inpatients, after the OCD diagnostic 
category, the Obsessiveness dimension scores were the second and third most rele-
vant dimensions in schizophrenia and bipolar disorder-depressive episode, 
respectively.

In the outpatient sample, Obsessiveness was the second and third most relevant 
dimension in eating disorders and delusional disorder, respectively (see Figs. 8.3 
and 8.8). As concerns schizophrenia, our relatively high Obsessiveness SVARAD 
scores in some cases are not surprising: possible obsessive thoughts and iterative 
behaviours have often been described in the psychopathological literature for this 
diagnostic category, before and after the DSM-III [66, 68, 99]. Their presence, how-
ever, was not formally included in the DSM and ICD criteria for schizophrenia or 
delusional disorder. In light of this absence, SVARAD representation seems to be 
meaningful for psychopathological completeness and subsequent treatment. Two 
clinical cases might better illustrate this concept.

Case Vignette 1: Paranoid Schizophrenia
Mary is a 46-year-old woman with a DSM-IV-TR diagnosis of paranoid 
schizophrenia. She lives in a therapeutic community and has a middle-school 
diploma. She was hospitalised for 17 days. Her SVARAD dimensional profile 
shows the highest peak in the Obsessiveness dimension (score 4), followed by 
Apathy, Reality Distortion, and Thought Disorganisation (score 3), and finally 
Anger/Aggressiveness, Apprehension/Fear, and Activation (score 2) 
(Fig. 8.18). Psychopharmacological treatment was utilised to address the psy-
chopathological needs of this patient, including the following treatments tar-
geting the SVARAD dimensions: Reality Distortion (quetiapine RP 400 mg/
day), Obsessiveness (sertraline 50 mg/day), Activation, Anger/Aggressiveness, 
and Apprehension/Fear (valproic acid CH 1000 mg/day, diazepam 20 mg/day, 
and clonazepam 6 mg/day).
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Case Vignette 2: Psychotic Disorder Not Otherwise Specified
Michael is 29 years old, with a DSM-IV-TR diagnosis of Psychotic Disorder 
NOS. He lives with his parents, has a middle-school diploma, and is  currently 
not working. He was hospitalised for 10 days. His SVARAD dimensional 
profile shows the highest peak in the Obsessiveness dimension (score 4) fol-
lowed by Apprehension/Fear, Sadness/Demoralisation, Apathy, and Somatic 
Preoccupation/Somatisation (score 3). The Reality Distortion and Thought 
Disorganisation dimensions reached scores of 2. The patient did not fulfil 
DSM-IV-TR diagnostic criteria for obsessive-compulsive disorder or major 
depressive disorder. The patient was treated with olanzapine, a second-gen-
eration antipsychotic that may cause OCD symptoms OCDS (Fig.  8.19). 
Psychopharmacological treatment was utilised to address the psychopatho-
logical needs of this patient, including the following treatments targeting the 
SVARAD dimensions: Obsessiveness (fluoxetine 20  mg/day and aripipra-
zole 15 mg/day), Sadness/Demoralisation and Apathy (venlafaxine 150 mg/
day), Reality Distortion (olanzapine 10 mg/day and aripiprazole 15 mg/day), 
and Apprehension/Fear (zolpidem 10 mg/day, gabapentin 900 mg/day, and 
clonazepam 5 mg/day).

0

1

2

3

4

S
V

A
R

A
D

 m
ea

n 
va

lu
es

 
App

re
he

ns
ion

/F
ea

r

Sad
ne

ss
/D

em
or

ali
sa

tio
n

Ang
er

/A
gg

re
ss

ive
ne

ss

Obs
es

siv
en

es
s

Apa
thy

Im
pu

lsi
vit

y

Rea
lity

 D
ist

or
tio

n

Tho
ug

ht
 D

iso
rg

an
isa

tio
n

Som
at

ic 
Pre

oc
cu

pa
tio

n/
Som

at
isa

tio
n

Acti
va

tio
n

Fig. 8.18 A patient 
with paranoid 
schizophrenia. 
SVARAD Code 
type 4-7-8

I. Taddei et al.



255

It is also interesting to point out that the DSM-5 introduces three levels of insight 
concerning beliefs associated with OCD: good insight, poor insight, or no insight/
delusional belief. A patient with an OCD diagnosis at this last level of insight should 
not be diagnosed—according to the DSM-5—as a psychotic disorder. The differen-
tial diagnosis suggested by the DSM-5 is to classify obsessions and compulsions 
without insight as schizophrenia or schizoaffective disorder only if the patients 
include in their clinical manifestation hallucinations or formal thought disorders 
(DSM-5, 2013, p. 241).

The issue of differential diagnosis between OCD and schizophrenia is, however, 
difficult in some clinical cases and has been under debate for many years and from 
several perspectives. Obsessions and compulsions in the past were seldom recog-
nised by clinical psychiatry as a possible component in some clinical pictures of 
these disorders. As Fineberg [100] emphasises:

In the past OCD was thought to have more in common with psychotic disorders than we 
recognize today…Like OCD, schizophrenia develops in early adulthood, runs a chronic 
course, and shows roughly equal gender ratios in clinical cohorts. Co-occurrence of OCD, 
bizarre grooming, and hoarding in schizophrenia is well recognized… it remains unclear 
whether the observed overrepresentation of obsessive-compulsive symptoms in schizophre-
nia reflects true comorbidity, more severe illness, or distinct neuropsychological substrates 
unique to this group.
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Obsessive-compulsive symptoms of a neurotic disorder were viewed, accord-
ing to the psychodynamic perspective, as the “last” defence from a psychotic 
decompensation and the emergence of a schizophrenic disorder. Their appear-
ance during the clinical course of schizophrenia, conversely, might suggest the 
beginning of an improvement of the psychotic state towards a “less severe” and 
better integrated neurotic functioning. Bahnson (1966), in his psychodynamic 
model of “psychophysiological complementarity”, for instance, proposes the 
hypothesis that the relationship between OCD and schizophrenia reflects a 
larger degree of behavioural regression under stress for the latter, as a conse-
quence of external life events or severe internal intrapsychic conflicts [101]. It 
is interesting to point out that the SVARAD seems to be able to capture 
Obsessiveness components within non-OCD disorders, and this represents a rel-
evant finding for complete psychopathological assessment and treatment of 
many patients. Of note, Bellodi [102] discusses the need for a fine cross-sec-
tional psychopathological analysis but also the observation of the longitudinal 
course of the clinical picture of these cases for the differential diagnosis between 
OCD with poor insight and schizophrenia. With regard to our findings of mild 
mean Obsessiveness values in eating disorder outpatients, the issue of comor-
bidity between eating disorders and OCD has been widely discussed, as has 
been the presence of obsessive-compulsive symptoms in eating disorders. The 
DSM-5 considers obsessive-compulsive symptoms in the differential diagnosis 
of anorexia nervosa but not bulimia nervosa, suggesting that OCD comorbidity 
should only be considered if the individual shows obsessions and compulsions 
which are not related to food. Eating disorders have also been extensively dis-
cussed as belonging to the OCD spectrum [85, 86]. The following case vignette 
can better illustrate this concept.

Case Vignette 3: Anorexia Nervosa
Sara is a 30-year-old woman with a DSM-IV-TR diagnosis of anorexia 
 nervosa. She lives with her parents and has a high school degree. She is cur-
rently studying at a university. She was hospitalised for a duration of 12 days. 
Her SVARAD dimensional profile showed the highest peak in the 
Obsessiveness dimension (score 4), followed by Sadness/Demoralisation, 
Apathy and Impulsivity (score 3), and Apprehension/Fear (score 2) 
(Fig.  8.20). The patient did not fulfil DSM-IV-TR diagnostic criteria for 
OCD or major depressive disorder. She was treated with clomipramine 
150 mg/day (targeting Obsessiveness and Sadness/Demoralisation), topira-
mate 50  mg/day, and olanzapine 10  mg/day (targeting Impulsivity and 
Apprehension/Fear), together with medical treatment to support metabolic 
functions.
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Considering the above discussion about psychotic disorders, eating disorders, 
and OCD symptoms and the formulation of clear-cut criteria and categorical dis-
tinction by the DSM-5, it is interesting to point out how the routine use of the 
SVARAD might be useful in the clinical setting. The SVARAD allows the recogni-
tion of Obsessiveness components in both disorders, even if they do not fully satisfy 
the criteria for classification of OCD as a comorbidity. Of some interest is the fact 
that the SVARAD Obsessiveness dimension displays a significant role in major 
depression. Although not relevant for this diagnostic group as a whole, the recogni-
tion of a major depression subgroup with significant Obsessiveness components is 
of peculiar interest because of its potential role for assessment of the intrapsychic 
functioning and the choice of psychopharmacological treatment, perhaps suggest-
ing 5HT-ergic (such as clomipramine and SSRI) antidepressants as better than 
 noradrenergic antidepressants [103]. In the OCD inpatients, we found that the 
Obsessiveness dimension displayed the highest score, followed by Apprehension/
Fear, Sadness/Demoralisation, and Apathy (all with mean scores above 2). 
Furthermore, Obsessiveness was negatively correlated with Impulsivity (r = −0.71, 
p = 0.038) and Activation (r = −0.629, p = 0.038), and positively correlated with 
Apprehension/Fear (Rho = 0.147, p < 0.001), Sadness/Demoralisation (Rho = 0.148, 
p  <  0.001), and Apathy (Rho  =  0.51, p  <  0.001). In the OCD outpatients, the 
SVARAD dimensional profile also showed the highest value for the Obsessiveness 
dimension, followed by Apprehension/Fear, Sadness/Demoralisation, Apathy, and 
Anger/Aggressiveness. Unlike in the inpatient OCD group, Apathy mean scores 
were below 1, suggesting lesser impairment of affective reactivity and more active 
involvement with life. One can argue that these results are a reflection of a less 
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Fig. 8.20 A patient 
with anorexia 
nervosa. SVARAD 
Code type 4-2-6
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severe psychopathology than that of the inpatient group. In addition, the outpatient 
group showed, as the fourth peak, Anger/Aggressiveness: this finding could confirm 
the association of anger with symptom subtypes in severe OCD outpatients [104]. 
The two SVARAD dimensional mean profiles for OCD inpatients and outpatients 
reflect the main different components of suffering that the clinician can observe in 
these patients. These components are not formally included in DSM-5 and ICD 
diagnostic criteria. The clinical picture of OCD patients—even when cases fulfil the 
DSM criteria—can significantly differ from individual to individual.

Case Vignette 4: Obsessive-Compulsive Disorder
Marc is 69 years old, with a DSM-IV-TR diagnosis of obsessive-compulsive 
disorder. He lives alone and is an unemployed university graduate. He was 
hospitalised for a duration of 16 days. His SVARAD profile shows two main 
peaks (score 4) in Obsessiveness and Sadness/Demoralisation, followed by a 
third peak in Apathy (score 3) and a fourth peak in Apprehension/Fear (score 
2). The patient does not fulfil the DSM criteria for a depressive episode or 
major depressive disorder (Fig. 8.21).

The psychopharmacological treatment addressed the psychopathological 
needs of this patient, including the following treatments targeting the profile’s 
dimensions: Obsessiveness (sertraline 50 mg/day, aripiprazole 10 mg/day), 
Sadness/Demoralisation and Apathy (venlafaxine 150  mg/day), and 
Apprehension/Fear (diazepam 20 mg/day and quetiapine SR 100 mg/day).
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with obsessive-
compulsive 
disorder. SVARAD 
Code type 4-2-5
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Case Vignette 5: Obsessive-Compulsive Disorder with Comorbid Diagnosis of 
Psychotic Disorder NOS
Colette is 37 years old, with a DSM-IV-TR diagnosis of OCD with comorbid 
psychotic disorder NOS. She currently lives with her parents and is unem-
ployed. She was hospitalised for a duration of 18 days. The patient also takes 
a full dose of clozapine, and this may induce the onset of obsessive symptoms. 
Her SVARAD profile shows two main peaks (score 4) in Obsessiveness and 
Apathy, followed by Apprehension/Fear, Sadness/Demoralisation, Reality 
Distortion, and Thought Disorganisation (score 2) (Fig. 8.22). The psycho-
pathological needs of this patient were addressed through psychopharmaco-
logical treatment, including the following drug treatments targeting the 
profile’s dimensions: Reality Distortion (clozapine 500  mg/day), Sadness/
Demoralisation and Apathy (lamotrigine 150  mg/day, as a mood stabiliser 
with mild antidepressant properties), Apprehension/Fear (zolpidem 7.5 mg/
day and diazepam 4 mg/day), and Obsessiveness (clomipramine 150 mg/day).
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Fig. 8.22 A patient 
with obsessive-
compulsive disorder 
with comorbid 
diagnosis of 
psychotic disorder 
not otherwise 
specified. SVARAD 
Code type 4-5-7

Another issue resulting from our findings is the presence of the Obsessiveness 
dimension at mild (score 1) to moderate (score 2) levels in several DSM-IV diagnostic 
groups, as well as mild to severe (score 3) levels in other groups. As previously 
reported, in outpatients, one patient out of three shows an Obsessiveness score between 
mild and severe for the following disorders: eating disorders (40%), bipolar disorder 
and depressive episode (36%), delusional disorder (33.8%), and schizophrenia (30%). 
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One outpatient out of four shows mild to severe Obsessiveness for the following dis-
orders: psychotic NOS (27%), dysthymia (27%), somatoform disorders (26%), major 
depressive disorder (25%), anxiety disorder NOS (24%), and finally, borderline per-
sonality disorder (23%). In a similar way, although mean Obsessiveness scores were 
low in the whole inpatient group, 25.1% of major depression patients, 20% of bipolar 
patients- depressive episode, and 23.3% of schizophrenic patients have an 
Obsessiveness SVARAD score between 1 (mild) and 4 (very severe).

In both inpatient and outpatient groups, some degree of Obsessiveness is present 
in a small but significant proportion of cases, providing suggestions for clinical 
attention and more precise psychopharmacological targeting and related interven-
tions. The construction of the therapeutic alliance should take into account the pos-
sible presence of patient characteristics like doubtfulness, inflexibility, preciseness, 
checking or preventing behaviours, presence of obsessions or compulsions, rumina-
tion, and some tendency towards slowness, ranging from mild to severe. Although 
mean Obsessiveness scores seemed low, in one third to one quarter of patients from 
several diagnostic groups, Obsessiveness played a role, from mild to severe, that 
could be considered as helpful for better comprehension and treatment.

Finally, our studies of the Obsessiveness SVARAD dimension have several limi-
tations. The first is that the assessment of the Obsessiveness dimension does not 
allow distinguishing between obsessions and compulsions. This was a methodolog-
ical choice in the construction of the SVARAD, for the sake of simplicity, because 
obsessions, iterative manifestations, and compulsions are clinically often—although 
not always—presented as concomitants in the same patient. This represents a limi-
tation of the studies with regard to the obsessive compulsive spectrum of these dis-
orders, which may manifest more strongly in iterative/compulsive behaviour than in 
the obsessive component. In all of these cases, further psychopathological assess-
ment with specific instruments should be added, even if they require more complex 
designs, personnel, and time.

A second limitation is the fact that the cases discussed in this chapter are limited 
to a cross-sectional observation. Further analyses are needed, taking into account 
longitudinal course and, particularly, response to treatment, via pre- and post- 
discharge assessments.
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9Psychopathological Dimensions 
and the Clinician’s Subjective Experience

Mauro Pallagrosi, Angelo Picardi, Laura Fonzi, 
and Massimo Biondi

9.1  Introduction

The dimensional approach to diagnosis, as previously discussed in this book, con-
stitutes a substantial effort at refining psychopathological assessment and tailoring 
therapeutic intervention. This perspective on mental illness seems to account for an 
issue largely neglected by categorical nosology, namely, the uniqueness and indi-
vidual specificity of psychic suffering. Indeed, by giving value to the unique expres-
sion of mental illness, this approach highlights the importance of the interconnection 
between a certain clinical fixed picture (category) and the dynamic colour of the 
individual pathological experience (dimensions). Such exploration is still carried 
out in the framework of a strictly objective and empirically supported approach 
towards classification [1]. In fact, dimensional assessment, like categorical assess-
ment, relies on standardised profiles obtained through reliable, validated instru-
ments (i.e. the SVARAD or the dimensions derived from general psychopathology 
assessment tools such as the Brief Psychiatric Rating Scale). This is a remarkable 
advantage, and it has led to the inclusion of some dimensional criteria in the DSM-5 
Appendix [2].
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In light of the limitations of the categorical approach to diagnosis, the dimen-
sional approach has highlighted the advantages of a more open framework that is 
able to encompass different perspectives. This has encouraged us to move a step 
further in the direction of grasping the multifaceted nature of psychiatric assess-
ment. In fact, as stated above, the dimensional evaluation still operates within the 
objectifying framework of descriptive and syndromal psychopathology, which 
doesn’t explicitly take into account the subjective features of the clinical encounter. 
In contrast, phenomenological psychopathology specifically addresses this issue, as 
it deals with the necessity of understanding both the characteristics of the patient’s 
lived experience and the relational determinants of clinical interaction [3, 4]. The 
latter, in particular, constitutes a peculiar field of in-depth analysis, since many psy-
chopathologists consider what happens between clinician and patient as a central 
aspect of psychiatric assessment, which provides unique and valuable data on the 
patient’s way of being-in-the-world.

The phenomenological perspective, in fact, posits that when a clinician meets a 
patient, he or she is quickly dragged into the patient’s personal way of living and 
experiencing reality. Thus, the clinician’s feeling itself can be an actual clinical fact. 
As finely stated by Fuchs [4], “the psychiatrist’s own subjective experience func-
tions [...] as a complement to the patient’s inner world and his way of relating to 
others”. In this field, Jaspers [5], who first conceptualised empathy (Einfühlung) as 
the epistemic means by which a deep knowledge of the patient can be gathered, 
started a long and fruitful tradition in the study of clinicians’ intuition [6–8].

Clinical intuition can be defined as a pre-reflective, immediate, holistic grasp of 
the patient’s way of being in relation to others and is embedded in the psychiatrist’s 
inner experience. Historically, many scholars have attempted to describe it, devel-
oping different but comparable articulations of the concept of such an ineffable 
diagnostic feeling. They all share the thesis that the clinician can identify psycho-
pathological phenomena, even subtle ones, by analysing his or her own feelings or 
perceptions. Maybe the most popular description in this field is Rümke’s Praecox 
Gefühl [9], a sort of sense of schizophrenicity which, according to the author, arises 
from the impact on the clinician of some typical “dimensions” of schizophrenic 
condition: lack of exchange of affect, poor rapprochement instinct, and changes in 
motor behaviour and speech. While it represents a popular theoretical construct, 
somehow implicitly kept in psychiatrists’ minds [10, 11], many other seminal con-
tributions, equally focused on the interaction with patients affected by schizophre-
nia, are worthy of examination. The fine descriptions of the feeling of being 
rebounded back into oneself [12], of the disturbing lack of the possibility to share 
the same reality [13], and of the perception of an absence of vitality [14] are still key 
illustrations of the feelings emerging from the encounter with the psychotic world. 
They also gave rise to a more extensive phenomenology of the intersubjective world 
and to accurate conceptualisations of the diagnostic value of the clinician’s feeling 
and intuition, such as Diagnosis through Intuition [13], Diagnostic par Pénétration 
[14, 15], Gefühl Diagnose [12, 16], and Atmospheric Diagnosis [17].

Psychoanalysts have given specific attention to relational phenomena and actu-
ally have assigned a technical value to the examination of their own feelings with 
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the patients. In particular, starting from the seminal contribution of Paula Heimann 
[18], many psychoanalytic authors have pointed out the relevance of the insights 
arising from the unconscious interaction between the analyst and the analysed 
patient. The main examples of this tradition are the classical notion of “diagnostic” 
use of countertransference [18–20], studies on the phenomenon of projective iden-
tification [21, 22], and research on empathic knowledge [23, 24]. However, despite 
the early warning by Winnicott [25], research and theorising in this field remained 
confined to psychoanalysis and did not substantially influence psychiatric clinical 
settings.

In this chapter, we first describe an empirically supported way of following the 
phenomenological call towards the use of the clinician’s feelings in the diagnostic 
process. Then, we describe a study that has specifically investigated the relation 
between psychopathological dimensions and the pattern of the clinician’s subjective 
experience in everyday psychiatric settings. Finally, we discuss the questions raised 
by our empirical research and illustrate the theoretical and methodological implica-
tions of an integrated view of psychiatric assessment.

9.2  Empirical Investigation of the Clinician’s Subjective 
Experience

9.2.1  The Assessment of Clinician’s Subjective Experience 
(ACSE): Background and Development

The clinician’s subjective experience, as we stated above, represents one of the main 
epistemic means by which a deep understanding of the patient’s inner world can be 
achieved. Indeed, it can and should be viewed as a useful object of investigation, 
even through quantitative empirical research. Nevertheless, the psychiatric field has 
shown some difficulties accepting the power and subtleties of subjective experien-
tial data, and only a handful of studies have attempted to investigate the intersubjec-
tive dimension and its clinical correlates through standardised methods. On the one 
hand, a few studies on the value of the Praecox Gefühl, performed in clinical psy-
chiatric settings, have yielded inconclusive results [26, 27]. On the other hand, in 
psychotherapy research, a number of studies have explored the relation between the 
therapist’s feelings and the patient’s diagnosis or symptoms, but they did not spe-
cifically investigate the potential diagnostic value of these feelings in psychiatric 
clinical settings [28–33]. Psychoanalytic studies, which have focused on the rela-
tion between countertransference and diagnosis [34–38], have also dealt with psy-
chotherapeutic settings and long-lasting relationships, but have not directly 
considered the issue of psychiatric assessment, with its intersubjective and intuitive 
correlates.

In an effort to fill this gap, we have recently developed and validated a standardised 
instrument specifically designed to describe the clinicians’ subjective experience dur-
ing their interaction with a patient [39]. This instrument—the Assessment of Clinician’s 
Subjective Experience (ACSE)—is rooted both in the  phenomenological perspective 
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and in everyday clinical practice. It is a self-completed instrument, consisting of 46 
items, each rated on a 5-point scale ranging from 0 to 4. It yields scores on five scales, 
named Tension, Difficulty in Attunement, Engagement, Disconfirmation, and 
Impotence. These scales have been factorially derived, have shown convergent valid-
ity with changes in Profile of Mood States (POMS) scores during the visit, and have 
displayed high internal consistency and test-retest reliability [39].

The Tension scale includes items indicating physical tension and clumsiness, 
reduced spontaneity, and feelings of worry, nervousness, and alarm (e.g. “I felt tense 
in moments of silence”, “I maintained a rigid posture”, “I was afraid that the patient 
could act unpredictably”). The Difficulty in Attunement scale consists of items 
describing difficulty in establishing emotional contact, being empathic, understanding 
the patient’s experience, and communicating with the patient (e.g. “At the beginning 
of the interview I struggled to establish an emotional connection with the patient”, “I 
found it difficult to follow the train of thoughts expressed by the patient”, “I perceived 
a discordance between the way in which the patient experienced some of his/her life 
events and the way in which I would have experienced them”). The Engagement scale 
contains items describing the degree of the psychiatrist’s involvement with the patient, 
such as feelings of boredom, indifference, detachment, lack of attention and, con-
versely, desire to take care of the patient, feelings of involvement in the patient-physi-
cian relationship, emotional closeness, and tenderness (e.g. “I experienced a feeling of 
tenderness towards the patient”, “I felt emotionally close to the patient”). The 
Disconfirmation scale includes items describing a failure to establish an authentic 
relationship with the patient and feelings of being manipulated, rejected, criticised, or 
devalued by the patient (e.g. “I felt depreciated by the patient”, “I felt judged by the 
patient”, “I felt rejected by the patient”, “I felt that I did not exist for the patient”). The 
Impotence scale consists of items indicating feelings of helplessness, frustration, des-
olation, emptiness, loneliness, and being drained (e.g. “I felt a sense of loneliness”, “I 
felt a sense of emptiness”, “At the end of the interview I felt a sense of impotence”).

9.2.2  ACSE and Psychiatric Diagnosis

In our first study, we attempted to explore the relationship between profiles of the 
clinician’s subjective experience and psychiatric diagnosis, expressed by a number 
of major DSM- and ICD-like categories [40].

The study was performed in several psychiatric inpatient and outpatient units in 
Rome, Italy. The clinicians completed the ACSE questionnaire and other stan-
dardised assessment instruments when they evaluated a previously unknown patient. 
All adult patients diagnosed with schizophrenia, Cluster B personality disorder, 
manic or mixed bipolar I episode, and unipolar depression or anxiety disorder were 
included in the study, for a total of 422 patients evaluated by 35 clinicians.

We found a significant and theoretically consistent relationship between the cli-
nicians’ patterns of subjective experience during the first visit and patients’ clinical 
diagnoses (Fig. 9.1), both in univariate and multivariate analyses. In particular, in 
multivariate models controlling for patient’s age and education, symptom severity, 
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clinician’s sex, duration of the visit, and setting, the categorical diagnosis remained 
a significant predictor of scores on all ACSE scales, except for Impotence.

The clinicians reported significantly higher levels of Difficulty in Attunement 
with schizophrenic patients than with all other patients, including those with a bipo-
lar manic or mixed episode. We have hypothesised that experiencing a failure in 
emotional contact and empathic understanding represents a specific characteristic 
of the quality of the interaction with these patients, which does not depend on the 
severity of the clinical picture, even when psychotic symptoms are present. This 
seems intriguing, as the Difficulty in Attunement dimension strongly resembles the 
experience described by many psychopathologists as a feeling of extraneity and 
lack of shared foundations with the other. As previously described (Sect. 9.1), it is 
in this feeling that the conceptualisations of an intuitive diagnosis are grounded.

Patients with Cluster B personality disorders displayed significantly higher 
scores on the Disconfirmation scale than all the other patient groups. They also 
showed significantly lower scores on the Engagement scale, which was also rather 
expected, consistently with a reaction characterised by negative feelings. Such a 
profile of subjective experience, characterised mainly by feelings of detachment, 
boredom, and being rejected, devalued, and manipulated, is consistent with what is 
informally reported by many psychiatrists regarding their everyday clinical practice 
with these patients. Indeed, this sort of “typical” reaction also resembles the one 
identified by means of other instruments [29, 34–37] and is reminiscent of some 
psychoanalytical countertransference descriptions [20, 41].

Patients suffering from a manic or mixed episode showed no “marker” ACSE 
dimension. However, the findings suggested a distinct profile of clinician’s subjec-
tive experience, as these patients significantly differed from each of the other groups 
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cantly lower than the other groups in multivariate analysis. b significantly higher than the other 
groups in multivariate analysis
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on at least one dimension. In comparison with patients with unipolar depression and 
anxiety, those with a bipolar manic or mixed episode were characterised by higher 
scores for Tension, Impotence, Difficulty in Attunement, and Disconfirmation. As 
compared with patients with schizophrenia, they showed lower scores on Difficulty 
in Attunement. With respect to patients with Cluster B personality disorders, the 
patients with a manic or mixed episode displayed lower scores on Disconfirmation 
and higher scores on Engagement. The latter finding, in particular, was challenging, 
because it suggested that the dynamics of the intersubjective field are quite dissimi-
lar in these two diagnostic groups, which in the nosological debate are often seen as 
overlapping.

Finally, patients suffering from unipolar depression or anxiety disorders dis-
played scores on the Engagement scale that were significantly higher than those of 
patients with Cluster B personality disorder, whereas they showed significantly 
lower scores than the other three diagnostic groups on all the other ACSE scales. We 
interpreted this less pronounced reaction elicited in clinicians as in line with the 
hypothesis that the interaction with these patients is less distressing due to the “reas-
suring” help-seeking attitude that they commonly show, which is typical of the 
doctor-patient relationship in medicine.

In conclusion, for each patient group, we observed a fairly distinct profile of 
clinician’s reaction, a sort of “average expectable response” towards patients 
belonging to different broad diagnostic categories. These findings suggested that, at 
least for those categories, the clinician’s subjective experience as measured by 
ACSE could contribute to the process of differentiating patients into categorically 
defined syndromes. In other words, despite the general idea that subjective elements 
are confounding factors for an accurate and reliable diagnosis, our first study sup-
ported the tenet of classical psychopathology that the clinician’s subjective experi-
ence plays a significant role in the diagnostic process.

9.3  ACSE and Psychopathological Dimensions

Given the valuable diagnostic potential of the dimensional approach when com-
pared with the categorical one, as discussed in previous chapters, we reasoned that 
the analysis of the relation between the clinician’s subjective experience and psy-
chopathological dimensions would represent a further critical step in our 
investigation.

First, we carried out a large study aimed at identifying which psychopathological 
dimensions, derived from a widely used psychiatric rating scale, are associated with 
certain reactions in clinicians. Some of the findings of this study have been pre-
sented in a recent paper [42]. While that paper presented analyses aimed at identify-
ing which psychopathological dimensions are independently associated with each 
facet of clinician’s subjective experience, the present chapter presents analyses 
aimed at delineating the pattern of clinician’s subjective experience independently 
associated with each psychopathological dimension. We also sought to determine 
whether the clinician’s subjective experience adds significant information about a 
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given psychopathological dimension over and above the information provided by all 
the other dimensions. Then, we compared the findings of the study on psychopatho-
logical dimensions with those of the previous study on categorical diagnoses. 
Finally, we made some hypotheses on the potential associations between the clini-
cian’s subjective experience and psychopathological dimensions as assessed with a 
dimensionally oriented instrument such as the SVARAD, in order to propose a more 
specific integration between dimensional assessment and the intersubjective 
perspective.

9.3.1  Description of the Study

9.3.1.1  Setting and Participants
The study was carried out in several psychiatric inpatient and outpatient units of the 
National Health Service in Rome, Italy. The clinicians working in these units were 
asked to complete a number of assessment instruments when they saw a new patient 
for clinical and diagnostic evaluation. To be included in this study, patients had to 
meet the following criteria: (1) at least 18 years of age, (2) Italian nationality (to 
prevent problems in mutual understanding due to language difficulties in foreign 
patients), (3) absence of intellectual disability or substantial cognitive impairment, 
(4) absence of substance use disorder, and (5) absence of major medical illness.

9.3.1.2  Assessment
A standardised form was used to gather information about demographic variables, 
setting and duration of the visit, and patient clinical diagnosis according to DSM- 
IV- TR [43] or ICD-10 [44] criteria. After the visit, the clinician completed the 
Assessment of Clinician’s Subjective Experience (ACSE) instrument and the 
24-item version of the Brief Psychiatric Rating Scale (BPRS).

The 24-item BPRS [45, 46] is an expanded version of the original 16- and 
18-item versions of the instrument [47, 48]. We used an Italian version of the BPRS 
[49] that has high reliability [50] as it is based on the BPRS manual of administra-
tion [46], with defined anchor points, detailed probe questions, and rules for scor-
ing. The items are scored on a 7-point severity scale. Higher scores indicate greater 
severity of psychiatric symptoms.

The BPRS does not provide subscales, as neither the 18- nor the 24-item versions 
were designed with a specific scale structure in mind. The instrument was devel-
oped to assess a wide variety of psychiatric symptoms, and the items were selected 
for breadth of coverage rather than as indicators of specific psychopathological 
dimensions. However, many factor analytic studies have been performed, and a 
recent meta-analysis of this literature [51] found evidence for four core dimensions 
underlying the 24-item version. These four dimensions are Affect (anxiety, depres-
sion, suicidality, guilt), Positive Symptoms (suspiciousness, hallucinations, unusual 
thought content, and grandiosity), Negative Symptoms (blunted affect, emotional 
withdrawal, and motor retardation), and Activation (elevated mood, excitement, dis-
tractibility, and motor hyperactivity). In addition, a fifth dimension named 
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Disorganisation (self-neglect, disorientation, conceptual disorganisation, manner-
isms, and posturing) deserves to be considered, as it was present in several factor 
analyses. In this study, all these BPRS dimensions showed adequate reliability in 
terms of internal consistency.

9.3.1.3  Statistical Analyses
All statistical analyses were performed using SPSS for Windows, version 22.0 
(SPSS Inc., Chicago, IL). All tests were two-tailed, with alpha set at 5%.

First, to examine the association between ACSE scores and study variables, anal-
ysis of variance was used for categorical variables, and Pearson’s correlation coef-
ficient was used for continuous variables. Subsequently, multiple linear regression 
analysis was used to identify the aspects of clinician’s subjective experience that 
were independently associated with psychopathological dimensions. In each model, 
the relevant BPRS dimension served as the dependent variable, while scores on the 
ACSE scales and a number of patient (age, sex, and education), clinician (age and 
sex), and context (setting and duration of the visit) variables were entered as inde-
pendent variables.

Finally, five hierarchical regression models were constructed with the aim of deter-
mining if adding information about the clinician’s subjective experience improved 
prediction of patient scores on each psychopathological dimension beyond that 
afforded by demographic and context variables and by the scores on all the other psy-
chopathological dimensions. Each model included one BPRS dimension as depen-
dent variable and three blocks of independent variables. The first block included 
demographic and context variables (patient and clinician age and sex, patient educa-
tion, setting, and duration of the visit); the second included the scores on all the other 
BPRS dimensions except the one under examination; the third included the clinician’s 
subjective experience during the visit (scores on all ACSE scales). In all, 16 variables 
grouped into three blocks were considered in the analysis.

In all regression analyses, outliers in each solution were identified by exami-
nation of standardised residuals. A criterion of p  <  .001 was used to define 
 outliers [52].

9.3.2  Results

Overall, 30 psychiatrists and 15 senior psychiatry residents with different theoreti-
cal backgrounds and attitudes were involved in the study. The mean number of 
patients rated per clinician was 17.4 (range 4–40). Altogether, the sample of clini-
cians comprised 18 males (40.0%) and 27 females (60.0%). The mean age of psy-
chiatrists and residents was 40.7  ±  10.0 and 30.9  ±  2.8, respectively. The mean 
post-residency experience of the 30 psychiatrists was 10.0 ± 9.0 years.

They recruited a total of 783 patients, of whom 44.6% were evaluated in outpa-
tient clinics and 55.4% in hospital settings (acute inpatient wards or emergency 
rooms); the mean duration of the visit was 42.1 ± 15.8 minutes. The patients were 
composed of 348 men (44.5%) and 434 women (55.5%), with a mean age of 
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42.9 ± 15.2. Given the large inclusion criteria and the number of different settings 
involved in the study, almost all of the common diagnoses were represented in the 
sample, with 228 (29.1%) patients diagnosed with a psychotic disorder, 293 (37.4%) 
patients diagnosed with a mood (unipolar or bipolar) disorder, 77 (9.8%) patients 
diagnosed with an anxiety disorder, and 185 (23.6%) patients with other or no Axis 
I disorders. Regarding Axis II, 165 (21.1%), 21 (2.7%), and 28 (3.6%) of the patients 
received a diagnosis of Cluster B, Cluster A, and Cluster C personality disorders, 
respectively. Most patients (N = 537, 68.6%) did not receive an Axis II diagnosis. 
The BPRS mean total score was 50.0 ± 15.9.

Univariate analysis revealed several significant associations between psycho-
pathological dimensions, clinician’s subjective experience, and various demo-
graphic and context variables. Therefore, multiple regression analysis was performed 
to control for the main potential confounders identified in univariate analysis. This 
analysis was performed on 754 patients with complete data for all the variables of 
interest. We constructed five regression models (one for each BPRS dimension) 
including the ACSE scores and all the other variables that were found to be associ-
ated with BPRS dimensions. For the five BPRS dimensions included as dependent 
variables (BPRS Affect, Positive symptoms, Negative symptoms, Activation, and 
Disorganisation), a total of 3, 3, 4, 18, and 15 outliers, respectively, were identified 
and removed from the models. The results of multiple regression analysis, including 
zero-order correlations, are reported in Table 9.1.

The strongest independent predictor of Positive Symptoms was Difficulty in 
Attunement, which explained a percentage as high as 13% of unique variance. 
Among ACSE scales, higher Tension and Engagement and lower Disconfirmation 
also emerged as significant, though modest, independent predictors. Other signifi-
cant predictors were context and demographic variables, such as hospital setting, 
older clinician age, and higher patient education.

Impotence was the strongest predictor of Negative Symptoms and explained 9% 
of unique variance. Other strong predictors were higher Difficulty in Attunement 
and lower Disconfirmation, which explained 5% and 4% of unique variance, respec-
tively. Lower Engagement was also a significant, though modest, predictor, as well 
as clinician older age and male sex.

Difficulty in Attunement was by far the strongest predictor of Disorganisation, 
explaining 11% of unique variance. Lesser predictors were Disconfirmation, 
Impotence, patient older age and less education, clinician older age and male sex, 
and hospital setting.

Concerning Activation, all ACSE scales were found to be significant, though 
modest or moderate, independent predictors, with Impotence displaying a negative 
association and the other scales a positive association. Other significant predictors 
were hospital setting and older clinician age.

Although the regression model with Affect as a dependent variable was signifi-
cant (p < 0.001), it explained a relatively low proportion of variance, and the predic-
tors were less strong, as compared with the other four models. Affect was found to 
be positively associated with clinician’s Engagement, Disconfirmation, and 
Impotence and negatively associated with Tension and Difficulty in Attunement. 
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Other significant predictors were clinician age, hospital setting, and duration of the 
visit.

Overall, the analysis revealed that each psychopathological dimension is charac-
terised by a distinct pattern of independent associations with the clinician’s subjec-
tive experience, as graphically illustrated in Fig. 9.2.

Regarding hierarchical regression analysis, for the five BPRS dimensions 
included as dependent variables (Affect, Positive Symptoms, Negative Symptoms, 
Activation, and Disorganisation), a total of 4, 7, 9, 23, and 20 outliers, respectively, 
were identified and removed from the models. This analysis showed that for all 
psychopathological dimensions except Disorganisation, the ACSE scores signifi-
cantly improved prediction beyond that afforded by demographic and context vari-
ables and by all the other psychopathological dimensions. Positive and negative 
symptoms, in particular, showed a marked improvement in prediction when ACSE 
scores were added to the regression model (Table 9.2). These results suggest that not 
only during a categorical assessment but also during a dimensional assessment, sub-
jective experience provides the clinician with perceptual and intuitive information 
that otherwise might get lost.

9.3.3  Discussion

The main limitation of our studies is the nonindependence of the assessments, as the 
same clinician completed the ACSE and evaluated the patient for the purpose of 
categorical diagnosis or dimensional assessment. However, the psychiatrists 
involved in the studies were not aware of the studies’ objectives. Therefore, it is 
unlikely that they deliberately used their own feelings for rating psychopathology or 
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Fig. 9.2 Patterns of independent associations (beta coefficients) between each clinician’s subjec-
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and each ACSE scale
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making diagnoses to a greater than usual extent as a consequence of participating in 
the study. The nonindependence of assessments should not therefore detract from 
the finding of a significant relation between the dimensional or categorical assess-
ment made by a psychiatrist and his or her pattern of subjective experience during 
the interaction with the patient.

These studies suggest that there is a meaningful connection between the clini-
cian’s feelings and the patient’s mental suffering. This holds true from both a cate-
gorical and a dimensional point of view, which indirectly confirms the 
interconnections between these two perspectives on mental illness. If we look at the 
results of the two studies as a whole, in fact, we can identify some coherent and 
quite expectable patterns of association between the characteristics of patients’ 
pathological experience and the clinicians’ perception of the first interaction with 
them.

For the clinicians who took part in the studies, the encounter with chronic psy-
chotic patients seemed to be characterised by a struggling attempt to establish an 
empathic relationship. This difficulty was not fully explained by the overall psycho-
pathological severity and was not influenced by the degree of affective involvement. 
Difficulty in Attunement, which showed predictive value with regard to the schizo-
phrenia category (a sort of “operational” Praecox Gefühl), was also by far the stron-
gest independent predictor of the BPRS dimensions of Positive Symptoms and 
Disorganisation. Taken together, these results suggest that the clinician’s reaction to 
psychopathological dimensions like reality distortion, and to clinical phenomena 
such as mannerisms and psychic disarticulation, may significantly account for the 
unique experience of being with a schizophrenic. Moreover, as suggested by the 
hierarchical model, this particular sense of a patient’s psychoticity seems not to 
depend on other sources of clinical information (demographic or psychopathologi-
cal) and is arguably grounded in a clinician’s gestaltic perception. This finding cor-
roborates the notion advanced by classical psychopathologists, who considered 
such perception as an unfiltered intuition of the schizophrenic patient’s peculiar way 
of being-in-the-world. The finding is also consistent with the pre-reflective and 
insight-based nature of this intuition.

For patients with Cluster B personality disorder, our study found the clinicians’ 
reactions to be characterised by the highest level of Disconfirmation and the lowest 
degree of Engagement among all the clinical interactions that we examined. 
Concerning psychopathological dimensions, Disconfirmation was a substantial 
independent predictor only for lower Negative Symptoms and a modest one for all 
the other dimensions. Similarly, Engagement was a modest or negligible predictor 
of all BPRS dimensions. The finding that these two ACSE scales displayed a strong 
categorical association and modest dimensional associations, in multivariate as 
well as in univariate analysis, is intriguing. One may hypothesise that the BPRS, 
even in its dimensional structure, does not grasp the psychopathological dimen-
sions that could best explain the clinician’s experience of detachment and discon-
firmation when encountering a patient with Cluster B personality disorder. Possibly, 
patient characteristics such as impulsivity, explicit or implicit aggressiveness, and 
negative attitude towards others might better account for the interpersonal 
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dynamics of the encounter with these patients and for the related clinician’s lived 
experience.

Although no ACSE dimension specifically characterised the patients’ suffering 
from a manic or mixed episode, they displayed a distinct profile of clinician’s sub-
jective experience, because they significantly differed from each of the other diag-
nostic groups in at least one dimension. Higher Difficulty in Attunement 
distinguished these patients from those with schizophrenia. Lower Engagement and 
higher Disconfirmation discriminated them from those with Cluster B personality 
disorders. In comparison with patients with unipolar depression and anxiety, higher 
scores on Tension, Impotence, Difficulty in Attunement, and Disconfirmation char-
acterised those with a manic or mixed episode. From a dimensional perspective, in 
univariate analysis, clinicians’ Tension was moderately correlated with Positive 
Symptoms, Activation, and Disorganisation, whereas in multivariate analysis, it dis-
played only modest independent associations with Activation and Positive 
Symptoms. This finding suggests that Tension, when considered together with the 
other aspects of clinician’s subjective experience, has poor discriminating ability 
between subtle psychopathological differences. Rather, it seems to account for a 
general sense of impending threat and danger, which, regardless of diagnosis, may 
guide the intervention and indicate the need to establish a quiet and containing rela-
tionship. On the other hand, Impotence showed a strong independent association 
with Negative Symptoms and modest associations with Disorganisation, Affect, and 
lower Activation. Thus, regardless of the peculiar nature of the diagnosable mental 
disorder, clinicians’ experiences of impotence seemed to be elicited mainly by 
patients’ traits reflecting isolation and blunting of affect and motor behaviour. These 
characteristics basically pertain to chronicity of severe mental illness, and their cor-
respondence with clinicians’ feelings of frustration and helplessness may account 
for a remarkable aspect of the therapeutic relationship in terms of a clinician’s con-
fidence in treatment resources and success. It is not surprising, in light of the above, 
that the clinicians reported low levels of Impotence and Tension, as well as Difficulty 
in Attunement and Disconfirmation, when they saw patients with anxiety disorders 
or unipolar depression, as these patients represent a less challenging patient popula-
tion in many respects.

As already mentioned, the use of an instrument explicitly designed to dimension-
ally describe patient psychopathology would allow a more in-depth analysis of the 
relation between psychopathological dimensions and the clinician’s subjective 
experience. We are attempting to address this issue in an ongoing study involving 
the use of the ACSE and the SVARAD. While results are not yet available for this 
study, some plausible hypotheses can be made on the basis of research data on the 
correlation between BPRS dimensions and SVARAD items. These unpublished 
data come from a study on individual differences and psychopathology [53–55] and 
from our previously mentioned ongoing study. In the first of these studies, 151 psy-
chiatric inpatients were administered the SVARAD together with several other 
assessment instruments, among which was the 24-item BPRS. In the second study, 
105 psychiatric inpatients and outpatients were administered the SVARAD and a 
number of other assessment instruments, among which was the 24-item BPRS. In 
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both these patient samples, we observed several strong and highly significant cor-
relations (p  <  0.001) between the BPRS and SVARAD dimensions. The BPRS 
Positive Symptoms dimension was highly correlated with the SVARAD Reality 
Distortion and Thought Disorganisation dimensions (r  =  0.72 and 0.47, respec-
tively, in the first sample; r = 0.88 and 0.73, respectively, in the second sample). 
Similarly, BPRS Disorganisation was highly correlated with SVARAD Reality 
Distortion and Thought Disorganisation (r = 0.34 and 0.50, respectively, in the first 
sample; r = 0.62 and 0.78, respectively, in the second sample). BPRS Affect showed 
substantial correlations with SVARAD Apprehension/Fear, Sadness/Demoralisation, 
and Apathy (r = 0.65, 0.73, and 0.58, respectively, in the first sample; r = 0.41, 0.72, 
and 0.35, respectively, in the second sample). While also being somewhat correlated 
with BPRS Affect, SVARAD Apathy showed a stronger association with BPRS 
Negative Symptoms (r = 0.69 and 0.59 in the first and second sample, respectively). 
BPRS Activation was highly correlated with SVARAD Activation (r  =  0.65 and 
0.81  in the first and second sample, respectively) and, to a lesser extent, with 
Thought Disorganisation (r = 0.32 and 0.42 in the first and second sample, respec-
tively). The remaining SVARAD dimensions, i.e. Anger/Aggressiveness, 
Obsessiveness, Impulsivity, and Somatic Preoccupation/Somatisation, did not con-
sistently show substantial correlations with BPRS dimensions, in both studies. This 
suggests that the BPRS, even when used in the form of its factorially derived dimen-
sions, does not capture the same wide spectrum of psychopathology that is covered 
by the SVARAD.

From these findings, it might be hypothesised that the pattern of associations 
between the ACSE scales and the SVARAD dimensions that are fairly comparable 
with the BPRS ones should be predictable to a certain degree. For example, one 
would expect Difficulty in Attunement to be correlated with SVARAD Reality 
Distortion and Thought Disorganisation and Impotence and Disconfirmation to be 
correlated with SVARAD Apathy. It may also be hypothesised that the SVARAD 
dimensions that do not have a clear counterpart in the BPRS might better account 
for the clinician’s feelings of Engagement, Tension, and Disconfirmation. Therefore, 
the study of the relation between the clinician’s subjective experience and psycho-
pathological dimensions as assessed by the SVARAD may contribute to improved 
understanding of the association between clinicians’ feelings and categorical diag-
nosis and to a further clarification of the relation between patients’ dimensional 
profiles and clinicians’ reactions to them.

9.4  Categorical, Dimensional, and Intersubjective 
Perspectives: A Possible Path to the Patient’s 
Three-Dimensionality

In this chapter, we have attempted to introduce, starting from theoretical consider-
ations and continuing through empirical data, the potential of a clinical vision that 
encompasses categorical, dimensional, and intersubjective perspectives. In particu-
lar, we have made an effort to complement the personalising attitude underlying the 
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dimensional approach with a change in the observation angle of the clinical encoun-
ter. Essentially, we consider that the clinician’s subjective experience tells us some-
thing about the patient. This shift in perspective is based on the phenomenological 
concept of a co-constructed reality, which assumes that human beings live immersed 
in the field of a being-with-the-other and that their individual experience is indeed 
the result of an intersubjective intertwining.

Our studies supported this position, as they corroborated a multifaceted view of 
clinician-patient interactions, in which the clinician’s subjective experience revealed 
its overdetermined nature. With respect to the clinical situation, in fact, some of the 
clinician’s feelings seemed to particularly refer to the core features of clinical enti-
ties, i.e. the feeling of an empathic disruption in relation to the schizophrenic inter-
subjective world disintegration. In other cases, clinicians’ feelings seemed to better 
grasp relational or individual dimensions that cross-cut the diagnostic categories, 
i.e. the feeling of impotence in relation to the apparent freezing of any evolving pos-
sibility or the feeling of tension in relation to interpersonal dimensions suggesting 
the risk of unpredictable outbursts.1

In our research, we attempted—for the first time—to examine, from the clini-
cian’s perspective, the process activated by the clinician-patient encounter that cul-
minates in a diagnostic synthesis. Our results have led us to observe, in everyday 
clinical settings, that psychiatric assessment seems indeed to result from different 
and only artificially divisible phases:

 1. First, a second-person phase [3, 4], in which the clinician grasps, through a per-
sonal involvement in the interaction, the Gestalt, the wholeness of the clinical 
picture; this understanding starts from the initial pre-reflective feeling towards 
the presence of the patient.

 2. Second, a third-person phase, in which the clinician organises the symptoms and 
signs in meaningful entities through a more reflective and objectifying process, 
both in a dimensional and a categorical perspective.

This view may align with psychiatrists’ growing attention to the development of 
the ability to draw individual and unique profiles of patients’ needs and to offer 
person-centred therapeutic interventions. It indeed adds value to the substantial 
body of knowledge presented in this book, as it complements the concept of the 
dimensionality of the patient’s psychopathology with a more extensive dimension-
ality: the dimensionality of the clinician’s experience and, above all, the dimension-
ality of the inter-human encounter. Our research may also contribute by raising 

1 It is in view of these empirical observations that we suggest looking at the ACSE as a sort of 
phenomenological probe, which, exploring the space between the clinician and the patient, could 
inform about the complex nature of the patient’s way of being-with-the-other. One may hypothe-
sise that Tension generally accounts for the spatial coordinates of the encounter, while Difficulty 
in Attunement accounts for decreased empathic possibilities, Engagement for the development of 
sympathy, Disconfirmation for the effects of a nullifying attitude towards the other, and Impotence 
for the temporality emerging from the synchronisation or desynchronisation of two different times. 
The reader is referred to Chap. 10 for a thorough examination of the concept of temporality.
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psychiatrists’ awareness of the relational aspects of the therapeutic relationship and 
thereby improving the ability of trained psychiatrists to foster a therapeutic alliance, 
even with those patients who are treated with medication only.

This new line of research might promote the scientific investigation of the deep 
relation between intersubjectivity and mental disorders. Research in social neuro-
science supports the view that the human brain evolved to be a “social brain”, which 
is consistent with the phenomenological view that the human brain or mind never 
works in isolation but in relation to others. To the extent that neuroscience, phenom-
enological psychopathology, and diagnostic classification work together in the 
future, many of our current diagnostic categories might have to be reconceptualised 
as disorders of an embodied, intersubjective human self, embedded in interactions 
as social agent [56].
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10Phenomenology of Temporality 
and Dimensional Psychopathology

Thomas Fuchs and Mauro Pallagrosi

10.1  Introduction

The dimensional approach to diagnosis, as discussed in this book, can provide an 
individual profile of a patient’s psychopathology. However, it still operates within a 
third-person framework. According to this approach, a subject (the clinician) 
observes an object (the patient), under the assumption that the mind is ultimately a 
product of brain activities. In contrast to the categorical perspective, the dimen-
sional approach cuts across categorical boundaries, offering a more complex and 
refined view of the patient’s psychopathological condition. It may thus lead to a 
more specific psychopharmacological or psychotherapeutic intervention. For exam-
ple, a broad general category such as major depression can be differentiated into 
multiple forms of depression, each displaying relatively distinct symptomatological 
dimensions, which can then be treated accordingly.

The combination of categorical and dimensional diagnostics can thus convey a 
very accurate view of the patient. However, since both these diagnostic approaches 
have their foundations in a third-person perspective, they appear to lack a holistic 
comprehension of the different symptoms. As described in depth in the previous 
chapter, an approach that disregards the subjective experience underlying a symp-
tomatological assessment risks not conveying a picture of the person in his or her 
totality. Moreover, it can lead to an incomplete understanding of the patient’s way 
of being-in-the-world [1, 2], through which it might be possible to identify a trouble 
générateur on the basis of the various manifestations of the illness. In other words, 
“there is a lack of a suitable psychopathological framework that could integrate 
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single symptoms and neuropsychological dysfunction into a coherent whole of 
altered conscious experience” [3].

In contrast, the identification of a basic disturbance by means of an in-depth 
description of the patient’s subjectivity could indeed be highly significant for diag-
nosis, for research, as well as for treatment purposes. Some scholars have pointed 
out that subjectivity and intersubjectivity are basic categories of being-in-the-world 
and thus represent intrinsic aspects of a thorough psychiatric assessment [3–5]. 
Phenomenology in the Husserlian tradition seems ideally suited as a conceptual 
framework for a precise description including the integration of single anomalous 
experiences into more encompassing intentional structures. It “helps to define men-
tal disorders on the basis of their structural features, linking apparently disconnected 
phenomena together” [6]. Hence, its contribution to psychopathological analysis 
could essentially enrich the objectifying perspective of categorical and dimensional 
studies, giving depth and substance to clinical observations based on these two 
paradigms.

Phenomenology can be defined as a descriptive and analytical science of con-
sciously lived experiences and the objects of these experiences. Classical phenom-
enologists investigate consciousness by putting aside causal explanations and 
focusing on the way it shows itself in subjective experience. “Consciousness mani-
fests itself as a ‘becoming’, a temporal ‘streaming’ of a unity of intertwined experi-
ences. This streaming is not an amorphous mass of contents, but is organized into a 
field of consciousness, which exhibits certain structures involving intentionality, 
temporality, embodiment, self-awareness, and intersubjectivity” [7].

Classical psychopathology has been profoundly influenced by phenomenologi-
cal analysis, and many authors, such as Jaspers, Minkowski, Binswanger, Tellenbach, 
and Blankenburg, have adopted the phenomenological method to explore the altera-
tion of consciousness in mental illness. Indeed, their attempts to comprehend the 
lived experience of affected people have also played a role in better understanding 
the normal functioning of consciousness, providing philosophical contributions to 
the general theory of lived experience: “core features of subjectivity, including fun-
damental aspects of self-experience, can be sharply illuminated through a study of 
their pathological distortions” [8].

The basic structures investigated in psychopathology have been mainly the same 
ones as those of phenomenology in general: notions of self, self-awareness, tempo-
rality, intersubjectivity, and embodiment. Modern psychiatrists such as Parnas, 
Stanghellini, Callieri, and others have carried forward this exploration, in an ongo-
ing debate with philosophers both in the phenomenological field and, more recently, 
in the cognitive sciences [9]. In the previous chapter, some issues about intersubjec-
tivity, and how its disruption may be analysed in order to achieve a breakthrough in 
the exploration of mental pathology, were discussed. In particular, the potential of 
an overall clinical view that takes into account both a standardised diagnostic 
approach and an examination of subjective experience has been considered.

In this chapter, we aim to describe and investigate another core notion through 
which phenomenology can substantially contribute to psychopathological progress: 
the notion of temporality. Temporality is indeed one of the most central and 
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complex topics in phenomenological psychopathology. Many authors such as Straus 
[10], Minkowski [11], von Gebsattel [12], Binswanger [13], Tellenbach [14], 
Blankenburg [15], and Kimura [16] have focused their research on the altered expe-
rience of time in different clinical contexts. Temporality has also been considered an 
essential element of schizophrenia. Even the well-known Minkowskian concepts of 
schizoidy and syntony are grounded on a temporal concept of rhythmic modalities, 
namely, a subject’s synchronisation and desynchronisation with his environment.

Temporality is thus not only an essential way of investigating consciousness and 
the self but also has relevance for studying subjectivity in people who are affected 
by mental disorders. Similar to intersubjectivity (see Chap. 9), subjectivity is a basic 
feature of the self, and it can be regarded as belonging to a more fundamental level 
of explanation, underlying the different symptom manifestations. For this reason, in 
this chapter we will first discuss its relevance in the evaluation of psychopathologi-
cal conditions and then the convenience of complementing the positivistic third- 
person approach with such a perspective rooted in phenomenology.

10.2  Temporality from a Phenomenological Perspective

Mental illness not only interrupts the continuity of normal life but can also be 
accompanied by a radical change in subjective temporality, even to the point of a 
fragmentation of the experience of the self in time.

The phenomenological analysis of lived time, carried out by psychopathologists 
such as Jaspers [17], Minkowski [11], Binswanger [13], and Tatossian [18], deals 
with this crucial problem. These authors attempted to develop a systematic frame-
work for the investigation of conscious experience in mental disorders, giving particu-
lar attention to the problem of altered lived experience of time. As stated by Tatossian, 
the impairment of lived time should not be considered as simply one symptom among 
others. On the contrary, it expresses a fundamentally altered mode of existence which 
cannot be reduced to brain dysfunctions. Indeed, a lack of attention to this aspect 
implies the loss of the possibility to articulate the subjectivity of the affected person 
in a comprehensive way, leading to a flawed psychopathological understanding.

Phenomenological philosophy has explored the concept of time as a basic struc-
ture of the human self. According to its perspective, human beings are time- 
producing organisms, and their awareness of being is imbued with the sense of a 
lived duration of experience. In the phenomenological model, in fact, the flow of 
consciousness proceeds, on a pre-reflective level, along with a specific sense of for- 
me- ness or mineness. In other words, every experience that appears in the stream of 
consciousness belongs to the experiencing subject in a unique way, even in the pre- 
linguistic phase of development. This sense of mineness, which is considered as the 
essential feature of the minimal or experiential self [8], entails the intrinsic capacity 
of experiencing the block of duration, that is, the continuity bridging discrete expe-
riences. Without it, we would have an infinite sequence of single moments, which 
means that there would not be any experience at all; for as Zahavi [19] writes, 
“every experience is a temporally extended lived presence”.
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Husserl has examined the temporality of consciousness in depth, speaking of the 
width of the present as an interlacement of three elements: retention, presentation, 
and protention [20]. Each present moment with its primary impression (presenta-
tion) still maintains an awareness of the just-passed moments (retention), which 
inexorably fade from the consciousness, although they can be recollected as memo-
ries later on. At the same time, the present also contains a sort of expectation of the 
next possible future (protention), an implicit anticipation of what is going to happen 
in the flow. According to Husserl’s classic example, when we hear a melody we 
experience it in its temporal duration, at each moment being still aware of the notes 
just heard and also prepared for the tones to come; we do not experience music as 
simply isolated tones that replace each other abruptly.

If retention, presentation, and protention describe the continuity of temporality, 
another concept grasps its energetic foundation, still at a pre-reflective or implicit 
level, namely, conation [21]. Conation is conceived as the basic energetic momen-
tum of mental life, which can be expressed by such concepts as drive, striving, urge, 
or affect. It may also be regarded as an affective “energy”, which is at the root of our 
spontaneity, directedness, attention, and tenacious pursuit of a goal and which also 
sustains what Merleau-Ponty called the intentional arc [22]. Through this concept, 
Merleau-Ponty describes a “unity of synthesis”, which bridges sequential moments 
of consciousness by an intentional, dynamic, and affective directedness and which 
connects the lived body to an intended goal of action:

Let us therefore say […] that the life of consciousness—cognitive life, the life of desire, or 
perceptual life—is subtended by an ‘intentional arc’, which projects round about us our 
past, our future, our human setting, our physical, ideological, and moral situation, or, rather, 
which results in our being situated in all these respects. It is this intentional arc which brings 
about the unity of the senses, of intelligence, of sensibility and motility.(Merleau-Ponty 
1962, 120)

Thus, conation may be regarded as the result of the encounter between the poten-
tialities of our body and the corresponding affective qualities of the environment.

The fundamental structure of implicit time is thus established by a synthesis of 
two components, which are only conceptually distinguishable: on the one hand, the 
protention, presentation, and retention system and, on the other hand, the “ener-
getic” moment or conation. At the same time, these components are the conditions 
for a basic (or minimal) sense of coherent self, which is essentially temporal and 
inherent in the stream of consciousness. According to Merleau-Ponty, “we must 
understand time as the subject and the subject as time” [22]. In the same respect, 
Zahavi proposes the notion of minimal or experiential self, which is not socially 
constituted but is instead inherent in any experience as such. He defines the minimal 
self as “the very subjectivity of experience and [...] not something that exists inde-
pendently of the experiential flow” [8].

Since Zahavi does not speak about “energy”, our proposal is to complement the 
notion of experiential self with that of a bodily and affective drive that “energises” 
the flow of consciousness. Moreover, we propose that implicit time is also related to 
the others with whom we share a basic “contemporality” [21]. Since their very 
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birth, infants experience the presence of others, mainly through interbodily reso-
nance, coordination of utterances, and affect attunement. Thus, implicit time starts 
with the shared rhythms and dynamics of early interactions or with primary inter-
subjectivity [23]. Even the conative-affective momentum of conscious life is not 
only an individual, monadic force; it is always embedded in social relationships. 
Infants move forward into a promising future because they feel contemporal with 
caring adults who structure the world to be an inviting place.

So far, we have described time experience as it is implicitly lived, i.e. thoroughly 
intertwined with the concept of the pre-reflective self. However, phenomenological 
analysis describes the self as a complex, multilayered phenomenon. The pre- 
reflective self is considered as a basic prerequisite for a more complex sense of self. 
Similarly, a different kind of intersubjectivity, which is experienced at a reflective 
level and consciously shared (i.e. the secondary intersubjectivity according to 
Trevarthen [24]), implies a different mode of living time.

Based on a primary sense of self-awareness, which probably starts in prenatal 
stages, humans develop a more complex form of self that depends on interactions 
with others in the intersubjective field. As a result of a long developmental process, 
particularly including the acquisition of language, there unfolds a narrative self 
related to autobiographical temporality. Whereas the minimal self is connected 
with the lived experience of implicit time, the emerging narrative self is connected 
to the explicit dimension of temporality. Explicit time superimposes itself on the 
implicit one when the tacit undercurrent of experience becomes consciously or 
reflectively lived. For example, when we look at a child obliviously absorbed in his 
play, we can assume that he does not reflectively experience the passing of time: 
time is lived at an implicit level, as an unimpeded flow. However, if we ask the child 
to tell a story about his play, we lead him to interrupt that flow and to share with us 
a narrative sequence, with a beginning, a circumscribed duration, and a “historical” 
reference. This is a sequence of explicit time, which indeed seems to be produced 
primarily through a disturbance or negation of the implicit time of pure becoming. 
In fact, explicit temporality frequently arises in states of desynchronisation, pro-
duced by a retardation or an acceleration of inner time in relation to external or 
social processes—a desynchronisation that is frequently perceived as 
unpleasant [21].

Explicit time can be divided into the three dimensions of present, past, and 
future, which, unlike the presentation, retention, and protention system, are actively 
reflected and synthesised by the subject. This is why they require an extended per-
sonal, or narrative, self, which is capable of engaging in a reflective relationship 
towards itself and is thus in the position, on the one hand, to project itself into the 
future and, on the other hand, to appropriate its own life story in the form of auto-
biographical narratives.

To summarise, we can distinguish between:

• Implicit, pre-reflective, passive temporality, based on the threefold structure 
of time consciousness (retention, presentation, protention) and on conation. 
Together, these dimensions of implicit time form the structure of the intentional 
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arc. Included in this level is a component of basic intersubjectivity or 
contemporality.

• Explicit, conscious, or reflected temporality, actively constructed by the reflec-
tive or narrative self. This is substantially, but not entirely, intersubjectively con-
stituted. The narrative self connects past, present, and future through an active 
synthesis, according to one’s autobiographical or narrative identity.

10.3  Psychopathology of Temporality

Here we present a brief account of temporality in schizophrenia, melancholic 
depression, and borderline personality disorder, as paradigmatic cases for a psycho-
pathology of temporality. We have chosen to focus on these three disorders in order 
to give an account of the phenomenological method and to illustrate how major 
symptoms of these disorders may be regarded as manifesting a disturbance of the 
synthesis of different levels of time consciousness.

10.3.1  Temporality in Schizophrenia

In schizophrenia, we encounter a weakening and temporal fragmentation of self- 
experience, which, according to phenomenological concepts, should be considered 
as a generative disturbance of the illness. Especially symptoms like thought disor-
der, thought withdrawal, or thought insertion, passivity experiences or the more 
basic “loss of natural self-evidence” [15] may be regarded as resulting from a frag-
mentation of the intentional arc, which is essential to all our perceiving, thinking, 
and acting. This disturbance of self-coherence affects intersubjective synchronisa-
tion as well, so that schizophrenia always appears as a disturbance of basic intersub-
jectivity or contemporality.

The continuity of the intentional arc disintegrates, arguably due to an impair-
ment of the protentional function, thus creating gaps in the flow of consciousness, 
which in severe cases are experienced as thought blockages or thought withdrawal. 
Generally, protention presents a vaguely determined expectation or openness 
towards the future. It opens up a “cone of probability” [25]. This cone originates in 
the present and continuously moves forward. If the protentional, and thus prepara-
tory or anticipatory, process now fails to function, events will start coming too rap-
idly for conscious apperception. The protentional function will be “overwhelmed”, 
and perplexity results when patients try to interpret the meaning of what intrudes on 
them. This model resembles the concept of aberrant assignment of salience to the 
elements of one’s experience, as proposed by Kapur [26].

The subject then loses the ability to be actively directed towards the future and is 
instead left with focusing on what just turned up in his consciousness or on the sen-
sory feedback of his just-passed movement. This transcendental delay may be 
regarded as the essence of major schizophrenic self-disturbances. Acts or thoughts 
are no longer embedded in the continuity of basic self-experience but appear as 
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being inserted or—if further externalised—as auditory hallucinations. The temporal 
disintegration of the intentional arc thus results in an externalisation of the 
fragments [21].

The synthesis of inner time consciousness is also bound up with an implicit self- 
awareness. If this synthesis is disturbed, the patient not only loses the feeling that 
particular conscious events belong to herself, but the continuity of her self- 
experience is affected as well. The continuity of the sense of self depends, in fact, 
on the constant linking of the primal impression with protention and retention. If 
this linkage is disturbed, the sense of self can no longer be recovered by a subse-
quent recording of what has been experienced.

In sum, from a phenomenological point of view, key schizophrenic symptoms 
such as thought disorder, thought insertion, auditory hallucinations, and passivity 
experiences may be described as disturbances of transcendental constitution of inner 
time consciousness or of the microstructure of temporality. There is increasing evi-
dence for a structural homology between phenomenological and cognitive neurosci-
ence views of schizophrenia with regard to the temporal order of mental life [25, 27, 
28]. Several authors have pointed out the parallel between Husserl’s tripartite concept 
of time consciousness and Fuster’s analysis of the cognitive functions of the prefron-
tal cortex, where integration across time plays a cardinal role in the temporal organ-
isation of behaviour [29]. This integration is served by working memory, selective 
attention, and preparatory set. The dorsolateral prefrontal and the anterior cingulate 
cortex seem to play essential roles in the neural network underlying these functions 
[27]. Although Husserl would have certainly opposed a neuropsychological explana-
tion of consciousness, the fact that he attributed the intentional structure of time con-
sciousness to passive syntheses, i.e. to functions not performed by the subject, 
indicates that it is reasonable to look for their possible neurobiological correlates.

In the basic stages of the illness, however, subtler disturbances in self-coherence 
can be found which do not yet have the character of breaks in the intentional arc but 
rather indicate a weakness of the self-awareness or ipseity (basic sense of self) 
inherent in it [30]. Patients can no longer trust the continuity and identity of their 
experience, which is undermined by the loss of implicit mineness and familiarity. 
Moreover, the disintegration and alienation of routine units of activity often force 
patients to produce every single movement intentionally in a way that one could call 
a Cartesian effect of the mind on the body: the body’s implicit knowledge is lost and 
has to be substituted by “hyper-reflexive” self-observation and self-control. As Sass 
and Parnas have put it, the patient’s mental processes “are no longer permeated with 
the sense of selfhood but have become more like introspected objects, with increased 
reified, spatialized and externalized qualities” [30].

The weakening of basic self-coherence affects intersubjective temporality in 
every phase of the illness. Patients do not develop a certainty of contemporality, the 
unquestioned assurance of living with others in a shared time of emotional reso-
nance and synchrony. Considering this, autistic withdrawal can also be understood 
as an attempt to reduce the complexity of the social sphere and to compensate for 
the lack of ability to synchronise, namely, by avoiding overstimulating and poten-
tially overwhelming interactions.
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Finally, schizophrenic delusion can be understood as a failure to take the other’s 
perspective: what is typical of delusions is the reinterpretation of all opposing evi-
dence according to a rigid cognitive schema, at the price of a decoupling from inter-
subjective exchange. Delusions seem to permit the patient to reintegrate the irritating 
fragments generated by the basal disintegration of time into a coherent, though dis-
torted framework. In other words, the intrusions, inserted thoughts, passivity phe-
nomena, and other fragments of the broken intentional arc are “re-temporalised” at 
the explicit level, namely, reintegrated into a fixed delusional narrative. Using 
Heidegger’s terminology, one could say that in schizophrenic delusions the “onto-
logical” (existential) threat presented by the imminent loss of the self is replaced by 
the “ontic” (inner-worldly) threat posed by presumed persecutors. Thus, the frozen 
reality of delusion arrests the course of biographical and intersubjective time in 
order to compensate for the fragmentation of the more basic lived time.

To summarise: the fundamental disorder or trouble générateur of schizophrenia 
consists of a weakening and temporal fragmentation of basic self-experience. It 
appears in premorbid or chronic phases as a lack of a sense of self-coherence that 
undermines the habitual conduct of life and has to be compensated for through 
rational reconstruction at the explicit level of time. In acute phases, it manifests 
itself on the micro-level of time consciousness as an increasing fragmentation of the 
intentional arc and the self-coherence connected to it. This results in the appearance 
of major self-disturbances, such as thought withdrawal or thought insertion, hallu-
cinations, and delusions of influence. In all phases, this disturbance of self- 
constitution is accompanied by a profound desynchronisation of intersubjective 
temporality, which culminates in delusion—a “frozen reality” detached from the 
ongoing intersubjective constitution of a shared world.

10.3.2  Temporality in Melancholic Depression

In melancholic depression, lived time becomes explicit or even object-like and turns 
into a constant burden of guilt. Time is reified to the point of becoming an irrevers-
ible facticity of the past on the one hand and an inevitable, predetermined future on 
the other. The psychotic culmination of this experience in delusions of indelible 
guilt or imminent death also indicates a basal disturbance of constitutive temporal-
ity. In contrast to schizophrenia, however, there is no fragmentation of the stream of 
consciousness, but rather a retardation or inhibition. The schizophrenic incoherence 
and blockade of thought to the point of thought withdrawal is fundamentally differ-
ent from this inhibition, since in depression it is not the coherence of the stream of 
consciousness, but its conative-affective dynamics that is affected [21]. Moreover, 
we propose that in depression the intersubjective dimension of temporality, both at 
the basic level of the minimal self and at the level of the narrative self, undergoes a 
desynchronisation.

Tellenbach [14] characterised the typus melancholicus by the patient’s inability 
to let go of the past (which also means an inability to grieve) and therefore a failure 
to live his own present. The hyper-conformism that characterises the melancholic 
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personality type could also be interpreted as an attempt to avoid or nullify former 
ruptures or desynchronisations early in life that were experienced as extremely 
painful by the subject. It could then be hypothesised that in his early affective inter-
actions with others, the patient had experienced some painful loss of resonance. 
This would imply that later events of desynchronisation (i.e. falling short of goals, 
painful losses, or separations) strongly resonate with that experience, appearing as 
highly distressing breaks in the continuity of time. In such a situation, the narrative 
self will fail to perform the active synthesis of biographical time and to continuously 
integrate one’s past with one’s future. This process of active synthesis indeed 
includes the capacity for closure of the past, as a prerequisite for not falling victim 
to time and becoming dominated by it.

At this point, a depressive illness may occur, corresponding to a switch from an 
intersubjective or existential desynchronisation into a biological one (overall organ-
ismic stress reaction connected with various disturbances of biorhythms, sleep, 
appetite, etc.). With the resulting loss of drive and conation, the depressive psycho-
pathology further increases the social desynchronisation. Temporality is affected at 
the level of the conative momentum, but the constitutive (protentional, presenta-
tional, retentional) synthesis of inner time consciousness remains intact. What is 
lacking is the affective tension and energy that carries the intentional arc forward. 
Since conation implies the affective interaction with others, this dimension is of an 
intrinsically intersubjective nature as well.

In terms of explicit time, in depression the past remains always present as a con-
stant accusation. Future is experienced as a process leading to an irreversible and 
fatal end that is already known from the past. Complete desynchronisation from 
intersubjective time is marked by the transition to melancholic delusion. Its climax 
in nihilistic delusion—the idea that one has already died or the world does not exist 
any longer—comes close to the schizophrenic’s depersonalisation; however, it is 
ultimately based on the loss of conative-affective dynamics instead of a breakdown 
of the transcendental synthesis of temporality.

10.3.3  Temporality in Borderline Personality Disorder

In reactive, neurotic, or personality disorders, it is only the biographical level of 
temporalisation that is affected, whereas the fundamental dimension of implicit 
time is maintained. However, in severe cases this may well lead to a fragmentation 
of narrative identity [31].

As stated above, the self is a multifaceted and multilayered concept, and some of 
its most important features belong to the narrative domain, which is based on a 
temporally enduring self-identity. Such a self-identity “relies upon the ability to 
maintain memories, personality traits, goals, and values within a coherent narrative 
structure” [8]. In other words, it entails the capacity to articulate one’s own histori-
cal continuity, thus unfolding the sense of a growing but stable identity. The French 
philosopher Paul Ricoeur places the very essence of the human being in the tempo-
ral relationship that we have towards ourselves through a narrative identity that 
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implies a process of integration, or at least a quest for coherence of the personal 
past, present, and future [32]. This process is basically social; it starts from the first 
relationships in our childhood and continues for the rest of our lives. Furthermore, 
personal identity is rooted in a complex interaction with others who are not only the 
implicit auditors and witnesses but in a sense also “co-authors” of our life stories.

In borderline personality disorder (BPD), we find marked disturbances of iden-
tity; indeed, a specific form of self-fragmentation is exhibited. Patients with BPD 
lack the strength to establish and maintain a coherent self-concept. They tend to 
switch from one present to the next, being totally identified with their momentary 
state of affect. This leads to a temporal splitting of the self, with a tendency to 
neglect or exclude past and future dimensions of relationships such as constancy, 
commitment, responsibility, and identity.

Affect dysregulation and impulsivity—highly represented clinical features in 
this disorder—express the patient’s inability to contain and regulate overwhelming 
moods and affects. The patients undergo intense and abrupt mood changes, includ-
ing anxiety, dysphoria, anger, shame, depression, or short-lived enthusiasm and 
euphoria. They are unable to draw on the experiences of the past in order to deter-
mine their own future through reflective decisions.

Thus, BPD individuals show a characteristic structure of temporality: they iden-
tify themselves with a short-lived, rather flat and empty present. They often describe 
lasting feelings of emptiness and boredom since their transitory present has no 
depth. It lacks the fulfilment that grows from the integration of past experience and 
anticipated future into the present. Bin Kimura speaks of a kind of absolute “now”, 
which he calls the intra festum type of temporality [16]. In fact, for borderline indi-
viduals, the present moment loses its relation to the past or the future, lacking the 
continuity of coherent narratives and instead acquiring the features of inflated spon-
taneity, ecstasy, and oblivion. Others have defined borderline temporality as a cycli-
cal movement without any historical progression [33].

This typical structure of temporality is deeply intertwined with the incoherence of 
autobiographical experiences and the fragmentation of identity seen in BPD patients. 
This fragmentation is increased by their tendency to dissociate as a result of trau-
matic experiences and adverse early environments. Whilst working as a defence 
mechanism against trauma-related distressing emotions, in the long term, dissocia-
tions can undermine the coherence of the life narrative. At the same time, regarding 
intersubjective relations, the patients do not succeed in integrating series of interac-
tions to form a coherent concept of the other. BPD patients lack object constancy in 
the sense of being able to retain a positive image of important others in spite of 
temporary separation or rejection. Again, the result is a fragmentation of the narra-
tive self: a shifting view of oneself and others, with sharp discontinuities, rapidly 
changing roles and relationships, and an underlying feeling of inner emptiness.

Since the patients’ lack of a stable sense of self may be derived from deficits in 
early attunement and resulting attachment disorders, BPD may also be regarded as 
a disorder of intersubjective temporality. If experiences of stable, trusting relation-
ships are missing, the child will not be able to establish the inner schemes of being 
with others that are necessary to form coherent narratives of oneself.
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Both paradigmatic illnesses studied here—schizophrenia and melancholic 
depression—primarily affect the basal level of lived time. In schizophrenia, there 
is a weakening and fragmentation of temporal self-coherence rooted in ipseity, 
whereas we find a phasic inhibition of conation and affectivity in melancholic 
depression. Thus, in both of these disorders, the explicit dimension of time experi-
ence is not sufficient to capture the crucial temporal disturbance.

On the other hand, in borderline personality disorder and other neurotic spec-
trum disorders, it is mainly the level of explicit temporality and narrative identity 
that is affected, implying disturbances of the intersubjective dimension of time as well.

 Conclusions

The dimensional approach to patient evaluation, as discussed throughout the 
book, provides information about the most prominent target symptoms and the 
personal symptom profile of each patient. This approach can play a substantial 
role in targeting the specific needs of the patient, especially in terms of a psycho-
pharmacologically tailored treatment. Indeed, a dimensional approach can be 
more sensitive to the different profiles of symptoms, allowing more individual-
ised treatment, as well as subtler diagnostic differentiation among the overly 
broad categories of the DSM.

In addition, dimensionality, in terms of description of the psychopathologic 
experience, seems to support a less “labelling attitude” on the part of the clini-
cian, reducing the risk of the “narrative traps” represented by categorical diagno-
sis. In fact, these can trap the clinician’s mind in preformed narrative contents, 
which can discourage the effort to really get to know the patient as a unique 
individual.

In Chap. 9, the dimensional model has been related to a very different episte-
mological perspective, i.e. a phenomenological one. Exploring in particular the 
intersubjective experience during the clinical encounter, the authors have pro-
posed an integration of different epistemologies and pointed out how this may 
enable a more comprehensive understanding of mental illness. This may also 
help to better address the patient’s needs and further a stronger therapeutic alli-
ance. As we have stated in our introduction, the phenomenological method is 
different from the objectifying or third-person approach to psychic suffering that 
is characteristic of both the categorical and dimensional perspective. In contrast, 
it is aimed at a holistic reconstruction of the experience of the mentally ill person 
in terms of his or her fundamental characteristics of being-in-the-world.

Temporal experience, which has been the object of our present discussion, 
may represent a similar “cornerstone” in a multifaceted overview of the psychi-
atric assessment. Similar to alterations of intersubjective experience, to which 
temporality is thoroughly related, the disruptions of lived time are not simply 
psychopathological symptoms. Rather, they represent a fundamental break in one 
of the most basic human functions, since temporal experience also structures the 
experience of self. Hence, we can assume that distortions of lived time are always 
involved in the core of psychic disturbances and give rise to different symptom-
atic manifestations. From this perspective, it follows that each  psychopathological 
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symptom or dysfunction acquires its meaning in relation to the broader picture of 
an altered existence, and temporality is one of the main dimensions giving sense 
to that picture.

Further research on the relationships between the “subject-object” episte-
mology, particularly the dimensional one, and the phenomenological “subject- 
subject” epistemology seems very promising. Since every person affected by 
mental illness presents many needs, an intervention model that allows the cli-
nician to design a systematically tailored treatment should be sought, without 
losing the sense of the patient’s existential wholeness. Recently, a number of 
researchers have attempted to transfer some phenomenological concepts to 
standardised and operational instruments [34–36], including in one case a spe-
cific section dedicated to temporal experience [36]. This may be the first step 
towards an integrated psychopathological and psychotherapeutic approach.

Moreover, an empirical study of the distortions of lived time may improve the 
analytical understanding of such experiences and of how they evolve over the 
course of a pathological condition and its treatment. As we have seen, from a 
phenomenological point of view, significant desynchronisations and failures of 
attunement at different levels of temporality might produce a rupture in the pro-
cess of temporal synthesis, both at the pre-reflective and reflective level.

We thus propose an integration of different approaches to diagnosis and treatment, 
as a necessary step towards more effective pharmacological and relational interven-
tions. Ultimately, they should both help to re-establish interpersonal relatedness for 
and with the patient. If temporality represents a central dimension of subjectivity, its 
distortions are the implicit targets of interventions aimed to restore at least moments 
of synchronisation and mutual understanding in the therapeutic relationship.

Despite our research efforts, time could well represent a dimension of reality that 
we cannot change in terms of a restitutio ad integrum, since we are time-producing 
beings and our life story is stored irreversibly in our living body. Still, as clinicians, 
we should try to alleviate the suffering of patients by restoring, as much as possible, 
their ability to unfold their own time, both in terms of subjectivity and intersubjec-
tivity. In this sense, it would be beneficial to investigate the therapeutic effects of 
establishing rhythmic patterns of interaction, not only in psychotherapeutic settings 
but in every clinical encounter, even during the initial diagnostic process [37, 38]. In 
fact, every clinical encounter entails this opportunity, and any kind of intervention, 
be it psychotherapeutic or psychopharmacological, should promote the lived rela-
tion with another human being, primarily in the form of a sharing of resonance and 
rhythmic time. This implies a recommendation of analysing the patient’s mode of 
temporalisation and, last but not least, the consideration of the enormous value, in 
terms of therapeutic potential, of our personal time shared with them.
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