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Preface to the Second Edition

More than four years have passed since the first publication of this book,
arguably a lot of time in the life of a clinical guide containing much
information that is subject to rapid change. Indeed, these four years have
seen developments primarily in the realm of treatment of anxiety disorders
and reconsideration of many conceptual issues in preparation for the next
revision of the classification of mental disorders. This has suggested a need
to update some information presented in the first edition of the book.

I was also prompted to consider another edition by the feedback I
received from colleagues, other readers, and reviewers. I was encouraged
by their endorsement of the book’s practical and integrative approach. This
has indicated to me that the book fulfills an unmet need and that making
fundamental changes in its philosophy and general structure would be
unnecessary. At the same time, I seriously took on board suggestions to
give the book a more recognizable ‘‘personal touch’’ and enrich it with my
‘‘critical voice.’’With all this inmind, I set out to prepare the Second Edition.

The product of this endeavor is now in front of the reader. Themain aims
of the Second Edition have been to provide an update of the First Edition
and broaden the scope of the book without a substantial increase in its size.
With regard to the first aim, the reader will find main changes in the
sections on treatment within each chapter. These sections have been thor-
oughly revised, especially discussion of the pharmacological and combined
treatments. Sections on the epidemiology and etiology and pathogenesis
have also been significantly updated to reflect new information and
advances in these areas. Of course, there are also updates in other parts of
the book, but they are not substantial.

Two sections have been added to each chapter on individual anxiety
disorders to broaden the perspective. ‘‘Key Issues’’ now appear at the
beginning of every chapter, with the purpose of providing a summary of
the problems, ‘‘hot topics,’’ and controversies associated with each anxiety
disorder. ‘‘Outlook for the Future’’ appears at the end of six chapters, with a
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brief critical overview of further challenges and expectations for each
anxiety disorder. ‘‘Key Issues’’ sets the stage for each anxiety disorder by
pointing, especially to the more inquisitive readers, what to look for in the
chapter, whereas ‘‘Outlook for the Future’’ provides a coda.

To further strengthen the emphasis on contention and controversy, I
have provided a closer look at the main arguments and debates in the
section ‘‘Diagnostic and Conceptual Issues’’ of each chapter. In addition to
trying to find the right balance here, I had to keep this section relatively
brief. This is to avoid being drawn into the details of various debates, as that
would not be in accordance with the purpose of the book.

With the changes that I have outlined, I hope Anxiety Disorders in Adults:
A Clinical Guide will remain a practical state-of-the-art reference work on
the anxiety disorders. It builds on its key strengths and adds perspectives
that will hopefully appeal not only to clinicians of different theoretical
orientations and professional backgrounds, but also to a wider audience.

January 2009
Sydney, Australia V.S.
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Preface to the First Edition

Anxiety disorders are common in clinical practice. They often run a chronic
course and have an adverse, though often overlooked, impact on the
quality of life. Anxiety disorders often co-occur with other psychiatric
conditions. This further complicates their course and treatment and leads
to greater disability. Despite advances in their diagnosis and treatment, the
recognition of anxiety disorders is still unsatisfactory, and many sufferers
remain untreated. Others are not treated adequately, respond only partially
to treatment, or are treatment resistant.

Although there has beenmuch interest in the anxiety disorders aswell as
intense research activity over the last two decades, many issues remain
unresolved, particularly in the area of etiology and pathogenesis. Also, the
abundance of information and data on the treatment of anxiety disorders
often produces conflicting effects, sometimes leaving therapists puzzled as
to what treatment approach to use with a particular patient and in a given
clinical situation.

This book was conceived mainly out of practical need to present the
anxiety disorders as they occur and as they are treated in the ‘‘real world.’’
That is, the main purpose of the book is to contribute in a practical way to
both understanding and treatment of people with anxiety disorders. The
book has been guided by clinical relevance of the problems that it
addresses, regardless of whether these problems are of a conceptual and
theoretical nature or pertain more to etiological and treatment issues. The
book attempts to fill the gap between the textbook-like comprehensiveness
and ultrapractical, reductionistic approach of some clinical and treatment
guides.

The book is organized around the six main categories of anxiety
disorders: panic disorder (with and without agoraphobia), generalized
anxiety disorder, social anxiety disorder (social phobia), specific phobias,
obsessive-compulsive disorder, and posttraumatic stress disorder. Each of
these disorders is presented in a separate chapter, following a uniform style.
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Thus, each chapter has sections on clinical features of the disorder, the
relationship between that disorder and other conditions, assessment
(which includes diagnostic issues, assessment instruments, and differential
diagnosis), epidemiology, course and prognosis, etiology and pathogen-
esis, and treatment.

The emphasis of the book is on the phenomenology, etiology, and treat-
ment of anxiety disorders, using a practical approach with frequent refer-
ence to clinical examples and scenarios. Thus, clinical features of each
disorder are described in some detail, as the knowledge of these features
is crucial for recognition and understanding of the underlying psycho-
pathology. Each chapter also presents the most important models of
etiology and pathogenesis, which serve as the basis for treatment of the
corresponding disorders. Finally, main types of pharmacological and psy-
chological treatment are described in a manner that clinicians will find
useful, as the book contains practical tips, description of the relevant
therapeutic procedures, and treatment guidelines for use in commonly
encountered clinical situations.

The book does not ‘‘favor’’ any type of etiological explanation and treatment,
but emphasizesmodels that have aheuristic andpractical value and treatments
whose usefulness has been demonstrated. The etiological models and treat-
ments are presented critically, so that the reader can appreciate both their
strengths and weaknesses. The book is a project that balances and integrates
what is currently known about anxiety disorders and their treatment.

While the treatment approaches are presentedmainly from an evidence-
based (efficacy) perspective, the book also takes into account various
treatment goals for patients, available resources, and applicability of the
evidence-based treatments to real-life and complex clinical situations
(effectiveness perspective). I acknowledge that I have been influenced by
movements toward integration within psychological treatments and
between pharmacotherapy and psychotherapy. Combined treatments are
presented, however, with due consideration of the unresolved issues and
caution about their unsatisfactory empirical status.

The book will be most useful to a professional audience, which includes
psychiatrists, clinical psychologists, other mental health workers, primary
care physicians, other medical specialists, and physicians-in-training. The
book may also be of interest to students of medicine and psychology and to
a general audience, particularly individuals interested in anxiety and those
suffering from anxiety disorders.

Practicing clinicians will benefit from the multifaceted approach to con-
ceptual issues and from practical treatment suggestions that will guide
them in their clinical work. Indeed, the important aims of the book are to
help clinicians make everyday clinical decisions about diagnosis and treat-
ment and tailor their treatment approaches to the specific needs and char-
acteristics of patients with various anxiety disorders. This is accomplished
by describing not only what to do in treatment but also how to do it.

xii Preface to the First Edition



As the book is put to the test before its readers, I hope that it will help
clarify some of the salient issues surrounding the anxiety disorders and
help the readers feel better equipped to deal with the various challenges
posed by anxiety disorders, without sacrificing appreciation of the
complexity of these conditions.

Sydney, Australia V.S.
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1

Anxiety Disorders: Introduction

Anxiety disorders can be defined as conditions characterized by patholo-
gical anxiety that has not been caused by physical illness, is not associated
with substance use, and is not part of a psychotic illness. Therefore, the
concept of anxiety disorders is largely based on exclusion of several causes
of pathological anxiety–hardly a scientifically defensible position. Since
pathological anxiety has been postulated as the sine qua non of anxiety
disorders, it is important to first make a distinction between pathological
and ‘‘normal’’ anxiety. For the sake of clarifying this matter, the terms
anxiety and fear are used here interchangeably (as they both denote a
response to a perceived threat), although there is also a prominent view
that conceptual differences do exist between them (see also Table 2—21 and
Barlow’s account of panic attacks in Chapter 2 for further discussion of
this issue).

There is broad agreement that pathological and normal anxiety can be
distinguished on the basis of the criteria listed in Table 1—1. These criteria
cut across all the components of anxiety: subjective, physiological
(somatic), cognitive, and behavioral. Although the criteria may seem
clear-cut, in practice it may be difficult to draw a precise boundary between
pathological and normal anxiety.

It is often assumed that normal anxiety has an adaptive role,
because it serves as a signal that there is some danger and that
measures need to be taken (e.g., a fight or flight response) to protect
oneself against that danger; both the danger perceived and the mea-
sures taken are considered appropriate (i.e., not exaggerated) in normal
anxiety. For example, a student who is anxious about failing the exam
correctly judges herself to be well below the sufficient level of knowl-
edge and doubles the effort to catch up with her studies and minimize
the risk of failing. In contrast, pathological anxiety pertains to an
inaccurate or excessive appraisal of danger; protective measures taken
against this danger are way out of proportion to the real threat.
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CONCEPTUALIZATION AND CLASSIFICATION

Anxiety disorders were introduced in 1980 as a distinct nosological
group in the Third Edition of the Diagnostic and Statistical Manual of
Mental Disorders (DSM-III; American Psychiatric Association, 1980).
Before DSM-III, anxiety disorders were conceptualized as neuroses,
and they encompassed four conditions: (1) anxiety neurosis,
(2) phobic neurosis, (3) obsessive-compulsive neurosis, and (4) trau-
matic (or compensation) neurosis. In DSM-III, anxiety neurosis was
divided into panic disorder and generalized anxiety disorder, whereas
phobic disorder was split into agoraphobia, social phobia (social
anxiety disorder), and simple (specific) phobia. Obsessive-compulsive
neurosis became obsessive-compulsive disorder, and traumatic neu-
rosis was largely transformed into a posttraumatic stress disorder. In
the revision of DSM-III, DSM-III-R (American Psychiatric Association,
1987), agoraphobia was moved to the realm of panic disorder, in
recognition of the close relationship between the two.

Anxiety disorders were retained as a distinct nosological group in the
Fourth Edition,DSM-IV (American Psychiatric Association, 1994) and Text
Revision ofDSM-IV,DSM-IV-TR (American Psychiatric Association, 2000).
The conceptualization and diagnostic criteria for all psychopathological
entities within anxiety disorders underwent changes from DSM-III to
DSM-IV-TR; the most important of these changes are presented in the
chapters on individual disorders below. In DSM-IV-TR, the

Table 1–1. Pathological Anxiety vs. Normal Anxiety

Criteria for

Differentiation

Pathological Anxiety Normal Anxiety

Intensity Relatively high and/or out of
proportion to the situation or
circumstances

Relatively low and/or
proportionate to the situation
or circumstances

Duration Generally longer lasting or
recurrent

Generally shorter lasting

Preoccupation
with anxiety

Yes No

Quality of the
experience

Distressing, overwhelming,
incapacitating

Unpleasant, but not too
distressing or not distressing
for a long time

Effects on
behavior and
functioning

Causes long-standing changes
in behavior, impairs
functioning

Generally does not affect
behavior more than
temporarily, does not impair
functioning

4 Anxiety Disorders in Adults



group of anxiety disorders includes the following diagnostic entities
(Table 1—2): panic disorder (with and without agoraphobia), agoraphobia
without history of panic disorder, generalized anxiety disorder, social
anxiety disorder (social phobia), specific phobia, obsessive-compulsive
disorder, acute stress disorder, posttraumatic stress disorder, anxiety dis-
order due to a general medical condition, substance-induced anxiety
disorder, and anxiety disorder not otherwise specified.

Of these conditions, anxiety disorder due to a general medical condition
and substance-induced anxiety disorder do not ‘‘belong’’ in the group of
anxiety disorders as they are defined more restrictively in this volume.
Likewise, these two disorders have a dual status in DSM-IV-TR, because
substance-induced anxiety disorder has also been classified
among substance-related disorders, while anxiety disorder due to a general
medical condition has also been classified among mental disorders due to
general medical conditions. ‘‘Anxiety disorder not otherwise specified’’ is a
residual diagnostic category, for use in those situations when a diagnosis of
the specific anxiety disorder cannot be made.

In the latest version of the International Classification of Diseases (ICD-10;
World Health Organization, 1992), anxiety disorders have not been granted
a separate, independent status. Instead, they are a part of a large group of
disorders labeled ‘‘neurotic, stress-related and somatoform disorders.’’
Within such a group, anxiety disorders encountered in the DSM system
are placed in four subgroups that resemble the pre-DSM-III classification
(see Table 1—3). For most anxiety disorders, there are important differences
between the way they are conceptualized and diagnosed in the DSM and
ICD systems, and these differences are presented and discussed in the

Table 1–2. Disorders Included in the Group of Anxiety

Disorders in DSM-IV-TR

Panic disorder without agoraphobia

Panic disorder with agoraphobia

Agoraphobia without history of panic disorder

Generalized anxiety disorder

Social anxiety disorder (social phobia)

Specific phobia

Obsessive-compulsive disorder

Acute stress disorder

Posttraumatic stress disorder

Anxiety disorder due to a general medical condition

Substance-induced anxiety disorder

Anxiety disorder not otherwise specified
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chapters on individual disorders that follow. In addition, ICD-10 has
included with anxiety and related disorders conditions that are not present
in the DSM system (e.g., mixed anxiety and depressive disorder) and
conditions that are in theDSM system but classified elsewhere (e.g., adjust-
ment disorders).

Conceptual, Diagnostic, and Classification Issues

Regardless of whether the DSM or ICD conceptualization and classifi-
cation are adopted, the classification overhauls of anxiety disorders
over the last several decades have resulted in splitting the four pre-
DSM-III diagnostic entities into a large number of diagnostic cate-
gories. Moreover, the diagnostic categories within anxiety disorders
have undergone further splitting, so that almost all the categories
now have two or more subtypes. The upshot of this trend is a high
likelihood for various anxiety disorders and their subtypes to co-occur.
Therefore, high rates of co-occurrence among the anxiety disorders–or
‘‘comorbidity,’’ as this phenomenon is often referred to–are not sur-
prising. The rarity of pure cases of most anxiety disorders in clinical
practice is a logical consequence of this situation. More often than not,
however, the high rates of comorbidity do not reflect a genuine
co-occurrence of independent disorders but rather are likely to repre-
sent an artifact of the splitting trends in classification and a conse-
quence of a substantial overlap between the putatively separate
disorders.

Table 1–3. Classification of Anxiety Disorders in ICD-10 a

Phobic Anxiety Disorders

Agoraphobia without panic disorder
Agoraphobia with panic disorder
Social phobias
Specific (isolated) phobias

Other Anxiety Disorders

Panic disorder (episodic paroxysmal anxiety)
Generalized anxiety disorder
Mixed anxiety and depressive disorder

Obsessive-Compulsive Disorder

Reaction to Severe Stress and Adjustment Disorders

Acute stress reaction
Posttraumatic stress disorder
Adjustment disorders

a ‘‘Other’’ and ‘‘unspecified’’ diagnostic categories are excluded
from this table, as are the subtypes of obsessive-compulsive
disorder and adjustment disorders.
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The creation of so many categories of anxiety disorders has seen chal-
lenges to their presumed distinctness and doubts about their validity. There
have been calls to halt the proliferation of diagnostic categories and look
more for what the individual anxiety disorders share than for the ways in
which they differ. A longitudinal approach to the conceptualization of
the anxiety disorders has been proposed (Starcevic, 2007, 2008), with the
main underlying idea that most anxiety disorders (except for
obsessive-compulsive disorder and posttraumatic stress disorder) are a
consequence of a single diathesis, which only changes the way it expresses
itself over time (Figure 1—1). Furthermore, the cross-sectional and temporal
links between anxiety disorders, depression, somatoform disorders, and
some personality disorders have been emphasized through the overarching
concepts such as ‘‘general neurotic syndrome’’ (Tyrer, 1985; Tyrer et al.,
1992). These attempts at ‘‘lumping’’ and integration have yet to be taken
seriously by the architects of the major classification systems.

Anxiety disorders are grouped together on the basis of the assumption
that pathological anxiety is their common, defining characteristic. But it is
not clear that this is the case with all the disorders that are included in the
DSM-IV-TR group of anxiety disorders, as emotions other than anxiety
(fear) may be a predominant manifestation of some anxiety disorders.
These include disgust, irritability, dysphoria, anger, shame, and guilt.
Also, it has been argued, for example, that posttraumatic stress disorder
is as much a disorder of memory, a dissociative disorder, or even a condi-
tion that should be placed in its ‘‘own’’ class of trauma-related disorders as
it is an anxiety disorder (see Chapter 7). By contrast, some conditions that
are not regarded as anxiety disorders in DSM-IV-TR (e.g., anxiety-related

Specific
phobia

Agoraphobia Generalized
anxiety disorder

  Adolescence          Middle-late adulthood

Social anxiety 
disorder

Childhood Early adulthood Old age

Adolescence Middle-late adulthood

Panic disorder

Figure 1–1. Longitudinal, ‘‘lumping’’ conceptualization of the anxiety
disorders based on their usual sequence of occurrence (age of onset).
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forms of hypochondriasis increasingly referred to as ‘‘health anxiety dis-
order’’ and personality disturbance such as avoidant personality disorder)
have been considered for inclusion among the anxiety disorders. The con-
ceptual and diagnostic dilemmas about specific anxiety disorders are sum-
marized in Table 1—4 and discussed below with regard to individual
disorders.

Table 1–4. Some of the Conceptual and Diagnostic Dilemmas About Specific

Anxiety Disorders

Disorders Dilemmas

Panic disorder 1. How useful is the conceptualization of the different
types of panic attacks?

2. Should panic disorder have a diagnostic primacy over
agoraphobia when both are present? Should
agoraphobia be an entity in its own right or is it
merely a subtype of panic disorder?

Generalized anxiety
disorder

1. Is generalized anxiety disorder a diagnosis in search of
its unique psychopathology? What combination of
features of generalized anxiety disorder would ensure
that it is better recognized in clinical practice?

2. Does generalized anxiety disorder really exist in the
absence of depression or other anxiety disorders?

Social anxiety
disorder

1. Where should the boundary be drawn between the
‘‘normal’’ social anxiety (shyness) and social anxiety
disorder

2. Should the generalized subtype of social anxiety
disorder be conceptualized as personality disturbance
(avoidant personality disorder)?

Specific phobia 1. Should a specific phobia be split into its current
subtypes, as separate diagnostic entities?

2. Should various types of specific phobia be grouped on
the basis of whether they are driven by fear or disgust?

Obsessive-
compulsive disorder

1. Should obsessive-compulsive disorder be
retained among the anxiety disorders or be classified
elsewhere?

2. Are there clinically meaningful and conceptually valid
subtypes of obsessive-compulsive disorder?

Posttraumatic stress
disorder

1. How should a trauma be conceptualized and is there a
causal relationship between the trauma and
posttraumatic stress disorder?

2. Is the syndrome of posttraumatic stress disorder unique,
and how does it differ from other related psychiatric
disorders?

8 Anxiety Disorders in Adults



ETIOLOGICAL MODELS

The etiological understanding of the anxiety disorders continues to be
fragmented, as it is split into biological and psychological models. There
is an increasing need, however, to combine the contributions of
these models in an effort to arrive at a more comprehensive understanding
of the etiology and pathogenesis of anxiety disorders.

Regardless of the preferred model, conceptualizing the predis-
posing, precipitating, and maintaining factors can afford better etiolo-
gical understanding of the anxiety disorders. Also, this is where the
main differences between various etiological models can be found: for
example, biological models postulate that people are predisposed to
develop anxiety disorders because of their genetic makeup, while
psychological models find this predisposition in early childhood
events, in certain personality features, or in the way that the symptoms
are perceived and appraised. Whatever the nature of the predisposi-
tion, it is ‘‘dormant’’ until the precipitating factors–usually certain life
events–activate this predisposition, bringing about a disorder. The
factors that maintain anxiety disorders are particularly emphasized in
behavioral and cognitive models, and these factors are targeted accord-
ingly by the behavioral and cognitive therapies.

No biological mechanism has proved to be unique for any particular
type of anxiety disorder, although some mechanisms may be relatively
more specific for some anxiety disorders. In addition, various biological
mechanisms may operate in the same anxiety disorder.

Several types of studies have examined the role of genetic factors in the
etiology of anxiety disorders. They include family studies (studies of the
first-degree relatives of probands with a particular anxiety disorder), twin
studies, and genetic linkage studies. Family studies have been most com-
monly conducted, with findings of increased rates of specific anxiety dis-
orders in first-degree relatives of probands with the same anxiety disorders
being interpreted as a sign of possible genetic transmission. Such findings
may also reflect influence of the shared environment on family members.
Genetic studies generally suggest that theremay be a genetic predisposition
for some anxiety disorders in certain patients. It is not known, however,
what this predisposition entails and what is inherited.

Studies of the neurotransmitter systems in anxiety disorders have lar-
gely been propelled by the efficacy of medications that act via the
corresponding transmitters. Since several types of medications have been
efficacious in several types of anxiety disorders, it is not surprising that
many findings suggestive of specific neurotransmitter abnormalities are, in
fact, nonspecific for any particular type of anxiety disorder. The only
exception to this may be a relative specificity of the serotonin system
abnormalities in obsessive-compulsive disorder. It is not clear whether
some of the neurotransmitter abnormalities precede the onset of anxiety
disorders, whether they are a consequence or a correlate of these disorders,

1. Anxiety Disorders: Introduction 9



or whether they are more associated with conditions that co-occur with
particular anxiety disorders.

The psychological models of anxiety disorders that are most relevant for
clinical practice include behavioral, cognitive, and psychodynamic
approaches. Behavioral models are based on the learning theory. They
provide an account of the acquisition of fear via conditioning and empha-
size the crucial role of behaviors such as avoidance in maintaining anxiety
disorders. The latter explains the focus on behavior modification in beha-
vior therapy. Behavioral models are often criticized as simplistic, but
behavior therapy has been the most successful psychological treatment
across all the anxiety disorders, and its techniques should be given serious
consideration for inclusion into any pragmatic treatment package.

Cognitive models of anxiety disorders emphasize the role of specific
beliefs and appraisals of threat and of one’s ability to cope. These models
have become popular, perhaps because they attempt to give a fairly com-
prehensive account of anxiety disorders and seem credible in doing so.
However, cognitive models have generally been less subjected to scientific
scrutiny than the behavioral ones, and the treatment based on them has yet
to demonstrate whether it is as effective as behavior therapy. The attrac-
tiveness of cognitive models–and cognitive therapy–also lies in their
radical dismantling of the psychological mechanisms in anxiety disorders
and in their proposition that therapeutic change should occur as a result of
changes in the more fundamental patterns of thinking. At the same time,
this ambitious proposition may be the reason that cognitive therapy seems
less pragmatic and perhaps less applicable to all patients with anxiety
disorders.

The psychodynamic models of anxiety disorders invoke several con-
cepts that are now often considered controversial, if not untenable or
outdated. These models are nonetheless reasonably well placed within
the general psychodynamic theory. The main general aspect of psycho-
dynamicmodels is the proposition that ‘‘neurotic’’ anxiety occurs as a result
of intrapsychic conflicts between sexual or aggressive urges and defenses
erected against these urges–and, more broadly, that such anxiety signals
the existence of certain unconscious processes or phenomena. Therefore,
the goals of psychodynamic treatment are an acquisition of insight into
these unconscious conflicts and their resolution, which ‘‘releases’’ the
person from anxiety. The efficacy of psychodynamic psychotherapy for
anxiety disorders has barely been studied, but it is certainly not the type
of treatment that should be or could be routinely offered to patients with
these conditions.

TREATMENT

With current emphasis on evidence-based treatments in psychiatry, clin-
icians are in a better position to administer treatments that are likely to

10 Anxiety Disorders in Adults



work. The reality of clinical practice, however, calls for treatment of patients
who do not easily match patients on whom various evidence-based treat-
ment guidelines and algorithms are based. The latter usually come from
research or highly specialized settings in which randomized, controlled
trials have been conducted, and they may have relatively ‘‘pure’’ and
uncomplicated forms of psychopathology and are not necessarily represen-
tative of patients in the real world. Thus, we have a somewhat paradoxical
situation: although there are many evidence-based treatment guidelines
and algorithms for anxiety disorders, ordinary clinicians are often puzzled
as to how to apply them to individual patients or do not apply them at all.
Part of the reason that treatment guidelines and algorithms are difficult to
implement is their frequent failure to take into account different treatment
goals for different patients. That is, treatment guidelines and algorithms
often assume that all patients have the same treatment goals. Because
different treatment goals usually imply a need for different treatment
approaches, it is reasonable to first agree on treatment goals and then
consider various treatment options for achieving these goals.

Treatment goals for anxiety disorders should be openly discussed with
patients and patients should be encouraged to formulate their own goals.
Treatment goals may be expressed in many different ways. Typical patient
statements, which reflect diverse expectations, are ‘‘controlling my
anxiety,’’ ‘‘getting rid of it,’’ ‘‘not having to avoid things,’’ or ‘‘wanting my
normal life back.’’ Some of these expectationsmay be rather unrealistic (e.g.,
‘‘never again feeling anxious,’’ ‘‘having full control over my life,’’ ‘‘comple-
tely eliminating my anxiety’’) and when these are identified, it is important
to point out to patients that such expectations cannot serve as the basis for
formulating treatment goals. Actively engaging patients in formulating
their treatment goals and in the treatment decision-making process is
fundamental, because the responsibility for the course and outcome of
treatment should be shared between patients and therapists. This is the
foundation for collaborative negotiation between patients and therapists in
the treatment process.

All treatment goals for anxiety disorders ultimately pertain to reducing
the negative impact of anxiety. The disagreements, particularly among
therapists, pertain mainly to how the negative impact of anxiety is to be
reduced. Whereas some clinicians prefer to achieve this by suppressing the
symptoms of anxiety with a medication, others use different strategies
(Figure 1—2).

Different treatment goals are not mutually exclusive, especially at dif-
ferent stages of treatment. For example, a patientmay initially request quick
relief of anxiety and the associated physical symptoms, whereas later he or
she may want to be free from the fear of anxiety and its symptoms. By the
same token, treatment strategies used to achieve these goals are not inher-
ently incompatible, hence a rationale for the sequential or simultaneous use
of both pharmacotherapy and cognitive-behavioral therapy.

1. Anxiety Disorders: Introduction 11



Pharmacotherapy or Psychological Therapy? Or Both?

Ideological battles about the efficacy and usefulness of various treatments in
anxiety disorders are still vehemently fought. The profession is no
longer divided over the value of psychoanalysis and psychodynamic
psychotherapy, as these forms of psychological therapy are not

A. Where do various therapists and patients agree? 

Reducing the negative impact of anxiety as the goal of treatment

B. Where is the disagreement about treatment goals?

How to go about reducing the negative impact of anxiety?

1. By suppressing/controlling the symptoms of anxiety

Pharmacotherapy

2. By controlling the symptoms of anxiety and/or eliminating behaviors
    that maintain anxiety disorders, such as avoidance

Behavior therapy

–  Anxiety management techniques (e.g., relaxation, breathing retraining) to
    control the symptoms

–  Exposure-based therapy to eliminate avoidance

3. By normalizing the assumptions, beliefs, and appraisals that
    contribute to the development of anxiety disorders or maintain them

Cognitive therapy

4. By uncovering and resolving the underlying intrapsychic conflicts
    and making the corresponding personality-level changes

Psychodynamic psychotherapy

Figure 1–2. Treatment goals for anxiety disorders and treatments used to
achieve these goals.
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generally regarded as first-line treatment for anxiety disorders. The
focus has now shifted to pharmacotherapy and cognitive-behavioral
therapy, with their relative advantages and disadvantages often being
bitterly debated. For example, an anonymous biological psychiatrist,
cited in van Dyck and van Balkom (1997), had this to say about
cognitive-behavioral therapy: ‘‘Exposure is not a real therapy, but the
acquisition of a stoic attitude toward symptoms. . . .Cognitive therapy
[is] a form of indoctrination’’ (p. 112). Tyrer (1999), in contrast, has
made the following statement about the pharmacotherapy of anxiety
disorders: ‘‘All new drug treatments of anxiety should be regarded as
addictive until proved otherwise’’ (p. 117).

Such views not only fail to promote a dialogue between mental health
professionals but also impede progress in our efforts to develop more
effective treatments. Offering patients one type of treatment while deni-
grating the other does not take into consideration what particular patients
need and therefore does not reflect a genuine intent to help; rather, such an
attitude reflects the therapist’s allegiance to a group within which beliefs
about etiology and treatment are shared.

A well-balanced, nondogmatic approach to the choice of treatment of
anxiety disorders involves matching treatment goals with treatment mod-
alities (Figure 1—2). In addition, the clinician should take into consideration
short-term and long-term treatment effects. Pharmacotherapy usually pro-
duces therapeutic effects faster than cognitive-behavioral therapy, it is
easier to administer, and it is more widely available. But medications
usually work in anxiety disorders only for as long as they are taken, and
relapse rates following their discontinuation tend to be high. Cognitive-
behavioral therapy generally takes longer to work; it is also more
demanding and less available than pharmacotherapy. Its main advantage,
however, is a greater likelihood of producing long-lasting treatment effects
that tend to persist after the cessation of treatment, with relatively low
relapse rates.

Since most patients with anxiety disorders usually want a relatively
quick relief of their anxiety and distress, as well as long-term benefit of
the therapy, ideal treatments should be able to produce both short-term and
long-term therapeutic effects. In reality, such treatments rarely exist, and
the two main treatment options may be offered initially on the basis of the
patient’s need, or lack thereof, to have anxiety or distress quickly alleviated
(Figure 1—3). Thus, if the patient cannot tolerate anxiety or distress, the
usual initial choice of treatment is pharmacotherapy; if the patient is able to
tolerate anxiety or distress, cognitive-behavioral therapy may be offered
from the beginning of treatment. Later in the course of treatment, these
initial choices may be modified depending on the patient’s response, but
also on the basis of the patient’s needs and preferences (Figure 1—3). The
issues arising from combining pharmacotherapy and cognitive-behavioral
therapy are addressed in more detail in Chapter 2.
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Patient presenting for treatment

Able to tolerate anxiety/distress?

Yes No

CBT Pharmacotherapy

Good response? Motivated for CBT?

No Yes Yes No

Consider adding
pharmacotherapy

Continue
CBT only

Add CBT, while dis-
continuing pharmaco-
therapy or continuing
concomitant pharmaco-
therapy for some time

Continue 
pharmaco-
therapy only

Figure 1–3. Initial and subsequent choice of treatment in anxiety disorders
(simplified). CBT, cognitive-behavioral therapy.
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In clinical practice, it is usually a combination of factors that is taken into
account when treatment decisions are made; these factors and their impact
are presented in Table 1—5.

Table 1–5. Factors that Affect Treatment Choice in Anxiety Disorders

Treatment-Related Factors

• Well-established efficacy (short-term efficacy: no advantage for
pharmacotherapy or CBT, or may favor pharmacotherapy; long-term efficacy:
generally favors CBT)

• Faster onset of therapeutic effects (favors pharmacotherapy)
• General ease of administration (favors pharmacotherapy)
• Wide availability (favors pharmacotherapy)
• Relatively low cost (may slightly favor pharmacotherapy; in the long run, this

advantage may be lost to CBT)

Disorder-Related Factors

• Greater overall severity of the disorder (the more severe the disorder is, the
more likely it is for pharmacotherapy to be used)

• Greater disability caused by the disorder (the more disabled patients are, the
more likely it is for pharmacotherapy to be used)

• Presence of other disorders, especially depression (generally favors
pharmacotherapy)

Patient-Related Factors

• Specific needs of patients, which determine treatment goals (pharmacotherapy
or CBT may be preferred, depending on patient needs and treatment goals)

• Ability to tolerate symptoms, anxiety, and distress (the greater this ability is,
the more likely it is for CBT to be used)

• Ability to withstand treatment-associated discomfort (e.g., side effects of
medications or deliberate induction of anxiety in the course of CBT)

• Specific attitudes toward medications and psychological treatment
(pharmacotherapy or CBTmay be preferred, depending on the nature of these
attitudes)

• Motivation, ‘‘psychological-mindedness,’’ ambitiousness of treatment goals
(the greater these are, the more likely it is for CBT to be used)

Clinician-Related Factors

• Clinician’s preferences for or bias against pharmacotherapy or CBT
• Degree of familiarity with pharmacotherapy or CBT

CBT, cognitive-behavioral therapy.

1. Anxiety Disorders: Introduction 15



2

Panic Disorder With and Without

Agoraphobia

Panic disorder is characterized by two components: recurrent panic attacks
and anticipatory anxiety. Panic attackswithin panic disorder are not caused
by physical illness or certain substances and they are unexpected, at least
initially; later in the course of the disorder, many attacks may be precipi-
tated by certain situations or are more likely to occur in them. Anticipatory
anxiety is an intense fear of having another panic attack, which is present
between panic attacks. Some patients with panic disorder go on to develop
agoraphobia, usually defined as fear and/or avoidance of the situations
from which escape might be difficult or embarrassing or in which help
might not be available in case of a panic attack; in such cases, patients are
diagnosed with panic disorder with agoraphobia. Those who do not
develop agoraphobia receive a diagnosis of panic disorder without agor-
aphobia. Components of panic disorder are presented in Figure 2—1.

Patients with agoraphobia who have no history of panic disorder or
whose agoraphobia is not related at least to panic attacks or symptoms of
panic attacks are relatively rarely encountered in clinical practice. The
diagnosis of agoraphobia without history of panic disorder has been a
matter of some controversy, especially in view of the differences between
American and European psychiatrists (and the DSM and ICD diagnostic
and classification systems) in the conceptualization of the relationship
between panic disorder and agoraphobia. The conceptualization adhered
to here has for the most part been derived from theDSM system, as there is
more empirical support for it.

KEY ISSUES

Although panic disorder (with and without agoraphobia) is a relatively
well-defined psychopathological entity whose treatment is generally
rewarding, there are important, unresolved issues. They are listed below
and discussed throughout this chapter.
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1. Are there different types of panic attacks based on the absence or
presence of the context in which they appear (i.e., unexpected vs.
situational attacks)? Should the ‘‘subtyping’’ of panic attacks be
based on other criteria (e.g., symptom profile)?

2. Because panic attacks are not specific for panic disorder, should
they continue to be the main feature of panic disorder? Can panic
attacks occurring as part of panic disorder be reliably
distinguished from panic attacks occurring as part of other
disorders or in the absence of any psychopathology?

3. What is the relationship between panic attacks, panic disorder,
and agoraphobia?

4. How can findings of an increased risk of suicidal ideation,
suicide attempts, and suicide in people with panic disorder
be explained?

5. What accounts for the link between panic disorder and increased
cardiovascular morbidity and mortality? What are the clinical
implications of this link?

6. In view of its association with increased suicide rates and
cardiovascular morbidity and mortality, should panic disorder
be regarded as a much more serious condition than it is usually
assumed to be? And if so, should more efforts be made to target
prevention of panic disorder and its early treatment?

7. Considering that several biological mechanisms have been
implicated in the pathogenesis of panic attacks, are there panic
attacks that are completely pathophysiologically distinct or is
there a final common pathophysiological pathway leading to
panic attacks?

Recurrent panic attacks

Anticipatory anxiety

Panic disorder

Agoraphobia

Panic disorder with agoraphobia Panic disorder without agoraphobia

Figure 2–1. Components of panic disorder.
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8. Is it realistic to expect that new drugs for use specifically in panic
disorderwill be developed? Or is it more likely that drugs that are
broadly effective for depression and various anxiety disorders,
including panic disorder, will continue to be used?

9. Does a dominant emphasis on easier access to and improved
delivery of cognitive-behavioral therapy for panic disorder
suggest that there is a general satisfaction with the effectiveness
of cognitive-behavioral therapy?

10. How could pharmacotherapy and cognitive-behavioral therapy
for panic disorder be combined in ways that would lead to better
outcomes?

CLINICAL FEATURES

Panic Attacks

There is no universal description of a panic attack, because attacks differ in
terms of their symptoms and how they are experienced. Panic attacks can
nonetheless be defined as sudden episodes of severe anxiety that are charac-
terizedbyphysical symptomsandanticipationofdreadfulconsequences.The
affected person typically believes that something horrific is about to happen
and often has a tendency to escape right away, perhaps in an attempt to avert
such a catastrophe. Panic attacks reach their peak very quickly–within 10
minutes according to DSM-IV-TR, but many patients report that attacks are
most intense just aminuteor twoafter the onset. There is greater variety in the
durationofpanicattacks, fromseveralminutestohalfanhouroranhour.After
the attack, patients typically feel tired or exhausted. The frequency of panic
attacks can vary greatly even in the same patient: froman occasional attack in
months or years tomore than 10—20 attacks a day.

Several featuresmake panic attack a unique experience and not merely a
more severe form of anxiety (Table 2—1). First, panic attacks occur abruptly
and, at least initially, they are often described as ‘‘coming out of clear blue
skies.’’ Second, panic attacks reach the peak of their intensity very quickly.
Third, panic attacks are characterized by prominent physical symptoms
(e.g., heart racing or pounding, shortness of breath, dizziness), which often
dominate the entire clinical presentation. Fourth, patients react to physical
symptoms with a sense of an immediate catastrophe, as they believe that
something terrible is going to happen to them because of their symptoms:
they are going to die, lose control, or go mad. Fifth, there is a sense of
urgency in the behavioral response to panic attacks; for example, patients
have to escape immediately to a place perceived as safe. Sixth, panic attacks
do not last very long–often 10—20 minutes–and only rarely is their dura-
tion longer than 1 hour; however, the duration of an attack may seemmuch
longer to the sufferers.

The experience of a panic is usually puzzling and frightening, especially
when it occurs for the first time. If there is nothing obvious in the person’s
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life circumstances or current situation thatmightmake it possible for him or
her to understand the occurrence of a panic attack, as is often the case, the
attack is experienced with even more bewilderment. The anxiety reaction
precipitated by exposure to an objectively dangerous or life-threatening
situation is usually not conceptualized as a panic attack, although it may
have many characteristics of a panic attack.

It is intriguing to note not only what brings on panic attacks but also
which mechanisms are involved in their cessation. Radomsky et al. (1998)
have speculated that panic attacks cease because of physical exhaustion,
which, in turn, is caused by autonomic hyperarousal. Some patients
believe that they can terminate panic attacks by escaping from the situa-
tions in which attacks occur or by taking medications that act ‘‘very fast.’’
But these are only examples of an illusion of having some control over the
attacks. Patients may learn to abort panic attacks by slow breathing if
hyperventilation is the main pathophysiological mechanism that triggers
the attacks.

Types of Attacks

According to DSM-IV-TR, there are three types of panic attacks: unex-
pected, situationally predisposed, and situationally bound (Table 2—2).

Unexpected panic attacks occur ‘‘spontaneously,’’ which means that the
person does not associate their occurrence with any particular situation,
object, or event. Of course, that does not mean that such attacks are never
triggered by external influences; it is more likely that such influences are
just not apparent to the person, and attacks are therefore experienced as
occurring ‘‘for no reason.’’ Unexpected attacks are typically seen in panic
disorder without agoraphobia, especially during initial stages of the

Table 2–1. Distinction Between Panic Attacks and Anxiety

Factor Panic Attacks Anxiety

Onset Abrupt, sudden More gradual

Reaching peak of the
intensity of anxiety

Very quickly (maximum 10
minutes)

More slowly

Physical symptoms Very prominent Not necessarily
prominent

Catastrophizing Very typical and prominent,
with a sense of immediacy

Lacking a sense of
immediacy

Behavioral response Immediate escape Delayed escape,
avoidance

Overall duration Relatively short Variable, but
usually longer
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condition, before the patient has learned to expect panic attacks in certain
situations.

Situationally predisposed panic attacks are more likely to occur in certain
situations, but they do not occur every time the patient is in that situation;
also, the attacks do not necessarily occur immediately upon exposure to
that situation. For example, a patient may experience a panic attack after
leaving home, but the occurrence of panic attacks cannot be reliably pre-
dicted by the patient being in that situation. Sometimes panic attacks do not
occur at all, while at other times, they may occur hours after the patient has
left home. This type of attack is characteristic of agoraphobia (and panic
disorder with agoraphobia) but may also be seen among patients with
social anxiety disorder and specific phobias.

Situationally bound panic attacks occur almost always and immedi-
ately upon exposure to a certain situation or object or while the patient is
anticipating such an exposure. In other words, the exposure or anticipa-
tion of exposure almost invariably provokes a panic attack. For example,
patients with a phobia of spiders have panic attacks upon seeing a spider
or merely thinking that they are going to see a spider in certain situa-
tions. Situationally bound panic attacks are typical of social anxiety
disorder and specific phobias but may also be seen in patients with
agoraphobia.

Despite this three-way categorization, the usual distinction in clinical
practice is that between unexpected and situational attacks. On phenom-
enological grounds, however, there is little if any, distinction. Some studies
suggest that in comparison with other types of attacks, situationally bound
panic attacks are characterized by fewer respiratory symptoms and less

Table 2–2. Types of Panic Attacks According to DSM-IV-TR

Association With Particular

Situations, Objects, or Events

Disorders in Which Type of

Attacks Is Usually Seen

Unexpected None Panic disorder without
agoraphobia

Situationally
predisposed

Moderately strong (greater
likelihood of the attacks occurring
on exposure to certain situations,
objects, or events)

Agoraphobia (panic
disorder with agoraphobia)
Less common in social
anxiety disorder and specific
phobias

Situationally
bound

Very strong (attacks occur almost
always and immediately on
exposure to certain situations,
objects, or events)

Social anxiety disorder and
specific phobias
May also be seen in
agoraphobia (panic disorder
with agoraphobia)

20 Anxiety Disorders in Adults



prominent fears of dying, losing control, or going crazy (e.g., Klein and
Klein, 1989). The psychopathology and perhaps the pathogenesis of unex-
pected and situational panic attacks may differ significantly (Uhlenhuth
et al., 2006); unlike situational attacks, unexpected attacksmay be amenable
to suppression by antidepressant medications (Uhlenhuth et al., 2000,
2002). Still, this categorization of panic attacks remains controversial (see
Diagnostic and Conceptual Issues, below).

Physical Symptoms

Although theDSM-IV-TR diagnostic criteria stipulate that any combination
of at least four symptoms is sufficient for the diagnosis of a panic attack, it
appears that some physical symptoms are more frequent and more typical
of panic attacks (Rapee et al., 1990a; Starcevic et al., 1993a; Cox et al., 1994b).
Therefore, they could be termed ‘‘first-rank’’ panic symptoms (Table 2—3).
These include heart racing (tachycardia) and pounding (palpitations), diz-
ziness or lightheadedness, shortness of breath, choking sensations, chest
discomfort or pain, sweating, and trembling. Of these first-rank symptoms,
there are several (heart racing and pounding, dizziness or lightheadedness,
shortness of breath, and choking sensations) that could be used for
screening purposes. Patients in whom panic disorder is suspected should
routinely be asked about these symptoms because at least one of them is
likely to be present during a panic attack. Other physical symptoms are less
common and less typical of a panic attack and could be considered ‘‘second-
rank’’: hot and cold flushes, numbness or tingling sensations, and nausea or
upset stomach.

There have been attempts to distinguish between respiratory and non-
respiratory types of panic attacks on the basis of the presence or absence of

Table 2–3. Physical Symptoms During Panic Attacks

First-Rank Physical Symptoms, Also Useful for Screening Purposes

Heart racing (tachycardia) and pounding (palpitations)
Dizziness, lightheadedness, or fainting feeling
Shortness of breath
Choking sensations

Other First-Rank Physical Symptoms

Chest discomfort or pain
Sweating
Trembling

Second-Rank Physical Symptoms

Hot and cold flushes
Numbness or tingling sensations
Nausea or upset stomach
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prominent respiratory symptoms (shortness of breath, choking sensa-
tions, hyperventilation) (Briggs et al., 1993; Biber and Alkin, 1999; Nardi
et al., 2003, 2005; Abrams et al., 2006; Onur et al., 2007). Differences
between these types of panic attacks have been reported in terms of the
associated panic symptoms, degree of anxiety sensitivity, sensitivity to
carbon dioxide, agoraphobic avoidance, family history of panic disorder,
onset of illness, response to treatment, and other variables. Differences in
treatment responsewere not consistent across the studies, as some authors
reported that respiratory subtype responded better to imipramine (Briggs
et al., 1993) whereas others found that the same subtype showed a faster
response to clonazepam (Nardi et al., 2005). The practical utility of distin-
guishing between these types of panic attacks remains to be more firmly
established.

Psychological Aspects

Although there are reports of nonfearful panic attacks, most patients
describe panic attacks as being not only unpleasant but also frightening.
Such an experience of panic is usually associated with an extremely nega-
tive, catastrophic appraisal of physical symptoms occurring during panic
attacks. Broadly speaking, there are two types of catastrophes that panic
patients anticipate (Table 2—4): one pertains to the physical consequences of
an attack and the other to psychological and social consequences. As for
physical consequences, patients are afraid that they might die suddenly
(usually from a heart attack, stroke, or choking) or that they might collapse,
lose consciousness, fall, and/or injure themselves.

The feared psychological and social consequences of panic attacks are
reflected in frightening thoughts about losing control, going mad,

Table 2–4. Catastrophes Anticipated as a Consequence of Panic Attacks and

Related Fears

Physical Consequences

Dying suddenly from

Heart attack
Stroke
Choking

Collapsing, losing consciousness, falling, and/or injuring oneself

Psychological and Social Consequences

Losing control
Going mad
Appearing mentally ill
‘‘Making a scene’’
Embarrassing oneself
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appearing mentally ill, ‘‘making a scene,’’ and/or embarrassing oneself.
Panic patients often feel that they do not know what they will be doing
during the attack, that they might run aimlessly and ‘‘look crazy,’’ that they
might say something senseless, scream, or behave in an inappropriate or
aggressivemanner. Although these consequences of panic do not occur, this
does not diminish patients’ beliefs that ‘‘something dreadful’’ will happen.
Patients often think that they were ‘‘lucky’’ in the past or that they did
something to prevent the worst outcome but are certain that a catastrophe
will occur next time.

Patients’ ability to concentrate is often diminished during the attacks,
and they may feel that they cannot plan or think rationally. This is true to a
certain extent, as patients are typically immersed in the frightening experi-
ence and may have trouble focusing away from that experience and
thinking clearly about other matters. However, their appraisal of their
cognitive abilities is distorted in that they are much more able to act
rationally than they think they are. In fact, the only ‘‘irrational act’’ to
which patients may be prone during a panic attack is leaving suddenly or
escaping; when they do that, it may seem somewhat unusual to others, but
not ‘‘crazy,’’ as patients often think.

Patients tend to feel that their panic experience sets them apart from
others; they perceive panic as rather unique, unusual, and/or very difficult
to describe. Patients often feel isolated because of panic and are surprised
when they learn that other people also have panic attacks. Because panic is
usually experienced in this manner, it is not unusual for patients to feel that
no one can understand them. This may lead to a feeling that they are
beyond the reach of any help. Recurrent panic attacks, accompanied by a
feeling of helplessness and a strong sense of being unable to cope, may also
undermine patients’ hope and lead to demoralization.

Depersonalization and derealization experiences during panic attacks
occur in various forms and are experienced with varying intensity. Patients
typically state that they feel as if they were not real or as if their personality
and identity had changed. In more extreme cases, patients report that they
feel detached from their bodies, observing themselves as if they were at a
certain distance. Panic patients usually respond to these experiences with
fear that they signal a loss of control and onset of madness.

Behavioral Aspects

The most typical behavioral response to a panic attack is escape. Because
they feel vitally threatened or fear that they might lose control, panic
patients have an urge to ‘‘do something’’ to escape the danger. And because
the danger is usually associated with the situation or a place in which the
attack has occurred, patients feel compelled to flee to a place where they
would feel safe. Depending on the nature of the underlying fear, that safety
may be provided by one’s home or the emergency room of a hospital.
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Safety, comfort, and reassurance are usually sought from family members
and friends or from health care professionals.

Many patients believe that during the attacks they lose the ability to act
rationally and are often concerned that their performance will be impaired.
This usually does not happen. If the panic attack occurs while patients are
engaged in some activity–for example, driving–they react in different
ways: somewill continuewith their activity (even as they feel apprehensive
about panic and its symptoms) whereas others feel that they have to stop, at
least for a brief period of time. Only a few feel so incapacitated that they are
unable to continue driving for several hours. Contrary to their expectations,
panic patients tend to behave rationally in situations of real danger and do
not jeopardize themselves or others by their behavior (e.g., Starcevic
et al., 2002).

Panic patients often believe that their attacks are visible to others and are
therefore concerned that the panic might reveal their ‘‘weakness’’ or even
mental illness. Other people are usually not aware that someone is experi-
encing a panic attack andmay only guess that ‘‘something’’ is happening on
those rare occasionswhen patients’ behavior is unusual as a consequence of
a panic attack (e.g., when they suddenly leave a social situation).

Variants of Panic Attacks

In addition to typical, full-blown panic attacks, there are several variants
that either do not meet full diagnostic criteria for panic attacks or have
special features. These variants include limited-symptom attacks, noncli-
nical attacks, nocturnal attacks, and nonfearful attacks (Table 2—5).

Limited-Symptom Attacks

Limited-symptom panic attacks are characterized by fewer symptoms–
less than four according toDSM-IV-TR. They usually occur along with full-
blown attacks. The demarcation on the basis of the number of symptoms,
and not on the basis of their severity, is arbitrary. Patients who have panic

Table 2–5. Variants of Panic Attacks

Variant Defining Characteristics

Limited-symptom attacks Fewer symptoms during panic attacks (less than four
according to DSM-IV-TR)

Nonclinical attacks Panic attacks for which no help is sought

Nocturnal attacks Panic attacks that occur during sleep

Nonfearful attacks Fear is not experienced or reported during panic
attacks
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attacks with only two or three severe symptomsmay bemore disabled than
those with full-blown attacks who have more than four symptoms of mild
intensity. Except for the number of symptoms, limited-symptom panic
attacks may in other respects be identical to full-blown attacks
(Katerndahl, 1990). However, others have endorsed a view that limited-
symptom attacks are generally less severe than the full-blown ones (e.g.,
Uhlenhuth et al., 2006). There is no difference in treatment approach to
limited-symptom and full-blown panic attacks. During the treatment, the
appearance of limited-symptom attacks and disappearance of full-blown
attacks may indicate improvement. Some patients continue to occasionally
experience limited-symptom panic attacks for a long time after their treat-
ment has ceased.

Nonclinical Attacks

Nonclinical panic attacks have been observed in people who do not seek
help for panic. These attacks are quite common in the population and are
more frequently encountered among women. In comparison with full-
blown panic attacks, nonclinical attacks are less severe and less frequent,
they have fewer symptoms, and they are far less often accompanied by
fears of dying, losing control, and/or going mad (Telch et al., 1989b; Cox
et al., 1992). Nonclinical attacks appear in stressful situations, especially
when the person’s performance and behavior are under scrutiny from
others–for example, when taking a test or being examined (Norton et al.,
1986). It is not clear under what circumstances nonclinical attacks become
attacks for which people seek help. It has been speculated that this occurs
when persons become excessively concerned about the attacks and their
potential consequences (Telch et al., 1989b).

Nocturnal Attacks

Nocturnal panic attacks usually occur along with panic attacks during the
day, but some patients experience mainly nocturnal attacks. These attacks
may characterize amore severe form of panic disorder (Labbate et al., 1994),
but this view has been disputed (Craske et al., 2002). Typically, patients
wake up in the midst of an attack, often with intense fear and severe
symptoms, particularly shortness of breath and a choking feeling.
Nocturnal attacks do not occur during the rapid eye movement (REM)
phase of sleep and are not preceded by dreams or nightmares. Therefore,
patients usually do not confuse nocturnal panic attacks with dreams and
nightmares. The sleep is usually disturbed as a consequence of nocturnal
attacks, and patients often have difficulty falling asleep after such attacks.
Their memory for the details of nocturnal attacks is usually excellent.
Patients with nocturnal panic attacks are less likely to develop agoraphobia
and tend to respond to cognitive-behavioral therapy just as well as other
panic patients (Craske et al., 2002).
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Nonfearful Panic Attacks

These are a controversial type of panic attack (Kushner and Beitman, 1990)
because they are not characterized by fear. They are also known as ‘‘somatic
panic,’’ ‘‘noncognitive panic,’’ ‘‘alexithymic panic,’’ and ‘‘masked anxiety.’’
Since there is no reported fear, it may be difficult to recognize these episodes
as panic attacks. Nonfearful panic attacks are characterized by a sudden
surge of physical (usually cardiac) symptoms; they can be induced by
lactate infusions, just like ‘‘regular’’ panic attacks (Russell et al., 1991). In
view of the nature of their symptoms, particularly chest pain, patients with
nonfearful panic attacks usually seek help from emergency department
physicians and cardiologists. It is estimated that between 22% and 44% of
all patients with panic disorder in cardiac settings may have a nonfearful
subtype of the condition (Beitman et al., 1987, 1992; Fleet et al., 2000b;
Bringager et al., 2004). Patients with nonfearful panic disorder are in
many ways similar to those with panic disorder, except for a lower fre-
quency of agoraphobia and co-occurring psychiatric disorders (Beitman
et al., 1987; Fleet et al., 2000b; Bringager et al., 2004). They seem to be as
impaired as those with panic disorder (Bringager et al., 2004). It is not clear
how people with nonfearful panic attacks appraise their prominent phy-
sical symptoms and what their dominant emotional responses are. This
variant of panic disorder does not appear to be amenable to cognitive
therapy, and antipanic pharmacotherapy may be effective in its treatment
(Russell et al., 1991; Bringager et al., 2004).

Anticipatory Anxiety

Anticipatory anxiety is as important as panic attacks for the conceptualiza-
tion of panic disorder. There are several ways in which anticipatory anxiety
can be defined (Table 2—6). Most broadly, anticipatory anxiety (sometimes
also referred to as ‘‘fear of fear’’) can be defined as a persistent fear of having
another panic attack (and/or fear of certain symptoms occurring during the
attack). More specifically, this fear pertains to the anticipated consequences
of panic attacks. These consequencesmay be of a physical, psychological, or

Table 2–6. Meanings of Anticipatory Anxiety

Persistent fear of:

Having another panic attack
Certain symptoms of panic attacks

Anticipated consequences of panic attacks:

Physical consequences (death through a heart attack, stroke, choking, etc.)
Psychological consequences (loss of control, becoming ‘‘crazy,’’ etc.)
Social consequences (embarrassment, shame, etc.)
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social nature, with patients typically fearing that they might die, go crazy,
or embarrass themselves as a result of panic attacks.

In DSM-IV-TR, anticipatory anxiety is deemed essential for the diag-
nosis of panic disorder and is conceptualized in the ways referred to above.
If the patient does not have these typical features of anticipatory anxiety,
DSM-IV-TR makes a provision that there should be a significant change in
the patient’s behavior, which is related to panic attacks and reflects antici-
patory anxiety. For example, this change can pertain to avoidance of certain
situations or undergoing numerous medical investigations.

It is an intriguing question as to why some individuals only experience
occasional panic attacks whereas others are distressed by the anxious
anticipation of the attacks. Persons who develop anticipatory anxiety (and
thereby panic disorder) are likely to be predisposed to it; this predisposition
may involve a belief that anxiety and its symptoms are dangerous (see
Etiology and Pathogenesis, below).

Anticipatory anxiety may be more pronounced among patients with
unexpected panic attacks because the occurrence of such attacks is unpre-
dictable and cannot be prevented by avoidance. Anticipatory anxiety may
be overshadowed by avoidance behavior in patients whose panic attacks
are largely predictable, that is, bound to certain situations.

Agoraphobia

Among patients with panic disorder, agoraphobia is seen along the con-
tinuum of severity–from verymild cases that do not require treatment and
in which phobic avoidance disappears with successful treatment of other
components of panic disorder, to severe avoidance, when patients are
homebound and treatment has to immediately address the agoraphobic
component of illness.

As stated before, agoraphobia is defined as the fear and/or avoidance of
various situations from which escape might be difficult or embarrassing or
in which helpmight not be available in case of a panic attack. In accordance
with this definition, there are two basic themes that link various situations
that agoraphobic patients fear and avoid; these themes are related to dif-
ferent means of acquiring a sense of safety (Table 2—7).

The first theme pertains to the fear of being confined or trapped, and the
corresponding concern that patientswill not be able to escape immediately in
case of a panic attack. The urge to escape is so strong because panic attacks
are perceived as dangerous, and patients may believe that attacks will
attenuate or disappear only if they know in advance that they can escape.
Therefore, just being able to escape is for many agoraphobic patients of
crucial importance and is also themain criterion that distinguishes between
‘‘safe’’ and ‘‘unsafe’’ situations. Indeed, not being able to escape may be the
main reason that some agoraphobic patients are afraid of flying or traveling
on trains or buses; patients typically state that they are more afraid when
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trains or buses make no stops, rendering their escape, in case of a panic
attack, impossible.

The second theme is related to the patients’ need to get immediate med-
ical help in case of a panic attack. These patients believe that there will be
dire consequences if help is not available right away. Therefore, they seek
safety through physical proximity to individuals (e.g., doctors) and/or
institutions (e.g., hospitals) that might help them. These patients often
have to know the location of hospitals before they venture out, and espe-
cially if they travel to areas with which they are not familiar.

Three types of situations are generally feared and avoided by agoraphobic
patients (Table 2—8). First, there are situations inwhich patients are alone and
outside their own safety zone (e.g., traveling far away by themselves). The
second type is represented by situations from which it would be physically
difficult or impossible to escape (e.g., crowds and trains in motion). Finally,
agoraphobic patients may be afraid of situations from which it would be
awkward or embarrassing to escape in case of a panic attack (e.g., a social
function that a patient would feel an urge to leave immediately).

The unique feature of agoraphobia is the multiple situations and/or
places that are feared and avoided. Also, patients with agoraphobia may
avoid more and more situations with the passage of time. The ‘‘profile’’ of
the avoided situations may differ greatly from one patient to another and
depends on the underlying themes described above. Local circumstances
may determine whether patients with agoraphobia exhibit prominent
avoidance of the specific situations or places, such as bridges, tunnels, or
a subway, and whether they are disabled by such avoidance.

Some situationsmay be particularly difficult for agoraphobic patients and
seem to be avoided at all cost. These are usually the situations in which
patients had their first panic attack or in which anxiety symptoms and panic
attacks were particularly severe or embarrassing. Among the symptoms that
agoraphobic patients fear the most are lightheadedness, fainting feelings,
and/or dizziness. Patients usually interpret these symptoms as a sign that
they might faint, collapse, fall, and/or lose control, and they feel that the
occurrence of these events in public would be particularly embarrassing.

Table 2–7. Underlying Themes in Agoraphobic Patients’ Thinking andMeans of

Acquiring a Sense of Safety

Underlying Danger-Driven Beliefs Means of Acquiring a Sense

of Safety

It is dangerous to be in a confined place fromwhich
immediate escape might be difficult (in case of a
panic attack)

Being able to escape
immediately

It is dangerous if professional (medical) help is not
immediately available (in case of a panic attack)

Being able to access medical
help immediately
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The avoidance of agoraphobic situations may be subtle but still interfere
with functioning. For example, patients may avoid traveling on buses or
trains only during peak traffic hours and therefore come to work early or
leave work late. The avoidance may, to a certain extent, be masked by the
presence of a ‘‘phobic companion.’’ That is, agoraphobic patients may not
exhibit significant avoidance if persons whom they trust and who provide
them with a sense of security accompany them. These are usually patients’
partners or, less often, family members or friends. The functioning of such
patients may be relatively good; for example, they may commute to work
every day and hold a job for years if their partners regularly accompany
them. The extent of phobic fear then becomes fully apparent when partners
are no longer able or willing to accompany patients.

Onset of Panic Disorder

The first panic attack is usually well remembered by patients: it was so
different from everything that they had experienced before that it usually
remains vivid in their memory many years after its occurrence. However,

Table 2–8. Types of Situations Feared and Avoided by Agoraphobic Patients

When Patients Are Alone and/or Outside Their Own Safety Zone

Leaving home alone
Traveling alone
Going far away alone
Driving alone
Staying at home alone

Where It Might Be Physically Difficult or Impossible to Escape (in case of a panic attack)

Crowded places
Trains, buses, and boats in motion
Airplanes during the flight
Controlled-access highways (e.g., freeways, turnpikes, motorways)
Underground railway (subway)
Elevators
Tunnels
Bridges

Where It Might Be Awkward or Embarrassing to Escape (in case of a panic attack)

Restaurants
Social functions
Hairdresser’s chair or dentist’s chair
Open public places (e.g., streets)
Theaters, cinemas
Shopping malls, department stores
Supermarkets
Standing in a line
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the first panic attack often does not denote the onset of panic disorder and for
this reason the precise onset of the disorder may bemore difficult to ascertain.

Althoughmany patients describe their first panic attack as quite sudden
and unexpected and deny that there were any events preceding it, often
there are prodromal symptoms leading up to the first panic attack and/or
significant life events prior to the onset of panic disorder. Chronic worry
and anxiety, generalized anxiety disorder, and hypochondriasis have been
described as preceding panic disorder (Fava et al., 1988, 1992; Garvey et al.,
1988). The first panic attack may occur in a variety of contexts and situa-
tions, such as interpersonal conflict, separation, traumatic experience, med-
ical illness, physical exertion, excitement and agitation, sexual intercourse,
and intoxication with or withdrawal from certain substances (e.g., alcohol,
caffeine, amphetamine, cocaine, cannabis).

The circumstances of the first panic attack (particularly the location
where it occurred and its intensity) may determine the person’s initial
response to the attack and whether the person will develop fear of further
panic attacks and avoidance of the situations that remind him or her of the
first attack (e.g., Lelliott et al., 1989; Amering et al., 1997). Thus, if the first
panic attackwas severe and occurred away fromhome–andparticularly in
situations fromwhich a quick escape was impossible (e.g., being in a flying
airplane) or in which urgent medical help was not available (e.g., while
traveling far away from the nearest hospital)–there is an increased risk that
the person will become afraid of another panic attack, that such an attack is
anticipated outside the home, and that the person will ultimately develop
agoraphobia, avoiding many situations away from home.

RELATIONSHIP BETWEEN PANIC DISORDER AND OTHER

DISORDERS

Psychiatric conditions frequently co-occur with panic disorder, especially in
clinical settings. Other anxiety disorders, mood disorders, hypochondriasis,
and alcohol abuse are most common among these conditions. Various types
of personality disturbance are also seen in patients with panic disorder.

The rates of another anxiety disorder co-occurringwith panic disorder in
clinical populations over a lifetime range between 35% and 93%; the most
frequently co-occurring anxiety disorders include generalized anxiety dis-
order, specific phobias, and social anxiety disorder (de Ruiter et al., 1989;
Sanderson et al., 1990; Starcevic et al., 1992b). Most of these co-occurring
anxiety disorders usually precede the onset of panic disorder, and they can
sometimes be considered to predispose to panic disorder.

The relationship between panic disorder and agoraphobia is of parti-
cular importance and it is discussed in some detail below. In addition, there
are significant implications of the relationships between panic disorder on
the one hand and generalized anxiety disorder, depression, hypochon-
driasis, and alcohol-related disorders on the other (Table 2—9). Finally, the
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Table 2–9. Clinical Implications of the Relationship Between Panic Disorder and

Other Disorders

Panic Disorder and Generalized Anxiety Disorder

• Generalized anxiety disorder often co-occurs with panic disorder, but it may
be overshadowed by the more dramatic clinical picture of panic disorder and
may therefore be unrecognized or missed

• Chronic worry and anxious apprehension in generalized anxiety disorder
sometimes need to be distinguished from anticipatory anxiety in panic
disorder

• Treatment implications are unclear; generalized anxiety disorder may need to
be addressed at a later stage of treatment, after some relief has been obtained
from panic disorder

Panic Disorder and Depression

• Many panic patients develop depression and should be closely monitored for
any symptoms and signs of depression

• There are several pathways leading to depression; depression is not just a
consequence of the panic-associated demoralization and the feelings of
helplessness and hopelessness

• Both panic disorder and major depressive disorder tend to be more severe
when they co-occur than when they appear alone; there is greater impairment
in patients who suffer from both conditions; the presence of depression
affects negatively the course and outcome of panic disorder, with further
complications (e.g., suicide attempts) being more likely

• Vigorous treatment with antidepressants is needed, along with supportive
measures and psychosocial interventions

Panic Disorder and Hypochondriasis

• There is a frequent overlap in clinical presentation between panic disorder
and hypochondriasis; in most cases, features of hypochondriasis are
secondary to panic disorder and abate with successful treatment of panic
disorder

• Panic patients with prominent hypochondriacal features may ‘‘attract’’ some
hostility and rejecting behavior, which are otherwise typical of the way
patients with hypochondriasis are treated

Panic Disorder and Alcohol-Related Problems
• It is important to ascertain what role, if any, alcohol-related problems might

have played in precipitating panic attacks (e.g., through withdrawals);
diagnosis of panic disorder is not warranted if panic attacks occur only during
alcohol withdrawals

• ‘‘Self-medicating’’ with alcohol may occur in panic patients, more often
in men

• Benzodiazepines should be avoided (or used only with great caution) in
patients with current or past alcohol-related problems

31



relationships between bipolar disorder and panic disorder and between
panic disorder and personality disturbance are also reviewed.

Panic Disorder and Agoraphobia

Patients with panic disorder often resort to the avoidance of situations in
which they expect to have panic attacks or some symptoms of the attacks.
This is the path that leads to agoraphobia. Because agoraphobia is not solely
and invariably a consequence of panic disorder, the relationship between
panic disorder and agoraphobia has been a source of some controversy (see
Diagnostic and Conceptual Issues, below).

In examining the relationship between panic disorder and agoraphobia
from the perspective of panic disorder being a chronologically and concep-
tually primary condition, the main question is why some panic patients go
on to develop agoraphobia whereas others do not. The research has identi-
fied several risk factors (Table 2—10) for developing agoraphobia among
patients with panic disorder. The single most important risk factor is being
female: women are three to four times more likely to develop agoraphobia
than men, and there may be various cultural, psychological, and biological
reasons for this (see Epidemiology, and Etiology and Pathogenesis, below).

Table 2–10. Risk Factors for Developing Agoraphobia Among Patients with

Panic Disorder

Female gender

Cognitive factors

• Expectation that panic attacks will occur in certain situations (Craske et al.,
1988; Rapee and Murrell, 1988; Adler et al., 1989; Telch et al., 1989a)

• Exaggerated expectation of negative social consequences of panic attacks
(Telch et al., 1989a)

• Exaggerated expectation of negative consequences of panic attacks in certain
specific situations (Franklin, 1987; Noyes et al., 1987a; Craske et al., 1988;
Fleming and Faulk, 1989)

• Prominent fear of dying or ‘‘going crazy’’ during panic attacks
• Marked belief that one is not able to copewith panic attacks (Craske et al., 1988;

Mavissakalian, 1988; Telch et al., 1989a; Clum and Knowles, 1991)

More prominent lightheadedness and dizziness during panic attacks (Noyes
et al., 1987a; Telch et al., 1989a)

Occurrence of the first panic attack outside of the person’s ‘‘safety zone’’ (e.g., far
away from home, in a public place) (Lelliott et al., 1989; Amering et al., 1997)

Prominent dependency or dependent personality disorder (Kleiner and
Marshall, 1987)

Embarrassment about having a panic attack (Amering et al., 1997)

Prominent social anxiety or social anxiety disorder (Rapee and Murrell, 1988)
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In addition, various beliefs and expectations about panic attacks and panic
symptoms may predispose panic patients to agoraphobia (Franklin, 1987;
Noyes et al., 1987a; Craske et al., 1988; Mavissakalian, 1988; Rapee and
Murrell, 1988; Adler et al., 1989; Fleming and Faulk, 1989; Telch et al., 1989a;
Clum and Knowles, 1991). Agoraphobia was predicted by these cognitive
factors better than it was by the severity and frequency of panic attacks
(Clum and Knowles, 1991). More recent research, however, has questioned
the role of cognitive factors in the development of agoraphobia among
patients with panic disorder (Berle et al., 2008).

Panic Disorder and Generalized Anxiety Disorder

Generalized anxiety disorder co-occurs fairly frequently with panic dis-
order, in up to 68% of panic patients. Generalized anxiety disorder is
usually diagnosed as a secondary condition, when panic disorder is the
main reason for seeking help and treatment. However, generalized anxiety
disorder often occurs before panic disorder, but because of the nature of
generalized anxiety disorder (see Chapter 3), patients tend to seek help only
after a condition such as panic disorder or depression has complicated its
course. Generalized anxiety disorder and panic disorder may also occur at
approximately the same time, or generalized anxiety disorder follows panic
disorder. Criteria for distinguishing between panic disorder and general-
ized anxiety disorder are presented in Table 2—13 and clinical implications
of the relationship between these two conditions are presented in Table 2—9.
Clinical experience suggests that it may be more difficult to treat panic
disorder co-occurring with generalized anxiety disorder.

Panic Disorder and Depression

Depression is often seen as a complication of panic disorder, especially in
the context of agoraphobia (Thompson et al., 1989; Ball et al., 1994) and a
long-standing andmore severe panic disorder. In some cases, major depres-
sive disorder and panic disorder develop at approximately the same time,
while in the minority of patients, major depressive disorder precedes the
onset of panic disorder. It is estimated that between 24% and 88% of
patients with panic disorder have at least one major depressive episode in
their lifetime (Breier et al., 1984; Lesser et al., 1988).

Such a common co-occurrence of panic disorder with depression has
important implications (Table 2—9) in that panic patients need to be mon-
itored for any symptoms and signs of depression and adequately treated if
they develop depression. This is particularly significant in view of the
findings that both major depressive disorder and panic disorder tend to
be more severe when these two conditions co-occur (Breier et al., 1984;
Andrade et al., 1994; Grunhaus et al., 1994). The impairment in patients
who suffer from both panic disorder and depression is greater than that in

2. Panic Disorder With and Without Agoraphobia 33



those who suffer from either condition alone, and the presence of depres-
sion affects negatively the course and outcome of panic disorder (Scheibe
and Albus, 1994). Finally, the risk of suicide attempts and suicide is
increased when major depressive disorder co-occurs with panic disorder
(e.g., Cox et al., 1994a; Warshaw et al., 2000).

Depression cannot be reliably prevented by antidepressant medication,
and benzodiazepines may actually induce or worsen depression. Inasmuch
as some cases of depression develop as a consequence of the panic-
associated demoralization and the feelings of helplessness and hopeless-
ness, vigorous treatment of panic disorder and the consequently improved
functioning may help in the prevention of depressive episodes.

Panic Disorder and Hypochondriasis

Because of the overlap in clinical presentation between panic disorder and
hypochondriasis (preoccupation with physical symptoms, persistent con-
cerns about having a serious physical disease, seeking medical reassurance
but apparently rejecting it at the same time, undergoing numerous medical
investigations), it may be difficult to distinguish them (see Table 2—14 and
Differential Diagnosis, below). From the cognitive perspective, the most
conspicuous similarity between panic disorder and hypochondriasis is that
both are based on catastrophic misinterpretation of innocuous bodily sen-
sations and symptoms (Salkovskis and Clark, 1993).

The relationship between panic disorder and hypochondriasis is com-
plex. Hypochondriasis can be a secondary feature of panic disorder, and
many patients (45%—50%) with panic disorder exhibit significant hypo-
chondriacal features (Starcevic et al., 1992a; Benedetti et al., 1997; Furer
et al., 1997). These hypochondriacal features then diminish or disappear
upon successful treatment of panic disorder. Less often, panic disorder and
hypochondriasis coexist, with neither condition considered principal or
chronologically primary; patients with this clinical presentation tend to
have a more severe illness (Hiller et al., 2005). Hypochondriasis was also
reported to precede panic attacks in some patients (Fava et al., 1990). To
better understand the relationship between panic disorder and hypochon-
driasis, the crucial step is to ascertain whether hypochondriacal features
(e.g., excessive bodily preoccupation, disease fear, disease suspicion) are
better accounted for by panic disorder–that is, whether they occur pri-
marily during panic attacks and/or as part of anticipatory anxiety.

Panic Disorder and Alcohol Abuse and Dependence

Alcohol abuse and alcohol dependence have been associated with panic
disorder in 13%—43% of patients with panic disorder (Otto et al., 1992;
Starcevic et al., 1992b, 1993b; Kessler et al., 1997a). Alcohol-related pro-
blems can precede the onset of panic attacks and can also play a role in the
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etiology of panic disorder by precipitating panic attacks during
withdrawals from alcohol (see Table 2—9). Alcohol abuse and dependence
can also develop in the course of panic disorder, as a result of patients’
attempts to ‘‘self-medicate’’ and thus alleviate their symptoms and anxiety.
This pattern happens less often than in patients with social anxiety disorder
and posttraumatic stress disorder.

Bipolar Disorder and Panic Disorder

The relationship between bipolar disorder and panic disorder has increas-
ingly been the focus of attention. This is likely a consequence of an
increased scientific scrutiny of bipolar disorder in recent years, and find-
ings about the relationship between bipolar disorder and panic disorder
come mainly from studies of patients with primary bipolar disorder.
Patients who present for treatment of panic disorder as their principal
condition (e.g., in anxiety disorders clinics) show relatively low rates of
the co-occurring bipolar disorder.

The lifetime prevalence of panic disorder among patients with bipolar
disorder is approximately 20% (Chen and Dilsaver, 1995; McElroy et al.,
2001). Higher rates of the co-occurring panic disorder have been reported in
bipolar disorder patients with psychotic features and in patients with
bipolar depression (Pini et al., 1997, 1999). It appears that the link between
bipolar disorder and panic disorder has a stronger genetic component
(Mackinnon et al., 1997). The presence of panic disorder and panic symp-
toms in patients with bipolar disorder has been associatedwithmore severe
depression, more suicidal tendencies, and delayed response to treatment
(Frank et al., 2002). The co-occurrence of panic disorder and bipolar dis-
order may also have treatment implications in that some mood stabilizers,
particularly valproate, may be effective in the treatment of panic disorder
(Baetz and Bowen, 1998).

Panic Disorder and Personality Disturbance

The relationship between panic disorder and personality disturbance is
important because of the implications it may have for the understanding
of the psychopathology of panic disorder and for its treatment. Most per-
sonality disorders and personality traits that have been found in patients
with panic disorder are nonspecifically associatedwith panic disorder. That
is, the same or similar types of the personality-level psychopathology have
been found in patients with other anxiety disorders and depression.

The proportion of panic patients with personality disorders varies, but is
estimated at 40%—65% (Reich and Troughton, 1988; Brooks et al., 1989;
Diaferia et al., 1993; Blashfield et al., 1994). This high prevalence of person-
ality disturbance may be an overestimate due to a low threshold for diag-
nosing personality disorders. Predictably, most common among panic
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patients are DSM Cluster C (‘‘anxious, fearful’’; avoidant and dependent),
followed by Cluster B (‘‘emotional, dramatic’’; histrionic) personality dis-
orders (Diaferia et al., 1993); occasionally, Cluster A (‘‘odd, eccentric’’)
personality disorders are found among patients with panic disorder.

The relationship between panic disorder and personality disturbance
can be understood in several ways (Starcevic, 1992). Certain personality
disorders, particularly those from the DSM Cluster C, may predispose to
panic disorder, but evenwhen they appear to do so there is no evidence that
this predisposition is specific for panic disorder. Therefore, it would be very
difficult to estimate the likelihood of a person’s developing panic disorder
on the basis of that person having a particular type of personality distur-
bance. At least some changes in personality functioning, if not personality
disorders, may be better conceptualized as a consequence of panic disorder,
particularly when panic disorder has been severe, accompanied by agor-
aphobia, lasting for a long time, and/or with an early onset (e.g., in adoles-
cence). For example, some patients with chronic, severe panic disorder with
agoraphobia become extremely insecure and dependent, lose self-esteem,
or exhibit extensive social withdrawal and isolation; this pattern may seem
identical to that of dependent and/or avoidant personality disorders. Other
patients become hypervigilant, extremely sensitive in interpersonal situa-
tions, mistrustful, and suspicious, traits that may resemble paranoid
personality disorder.

The presence of certain personality traits and disorders usually implies a
less favorable prognosis of panic disorder, with a greater likelihood of
various problems occurring during treatment (e.g., Green and Curtis,
1988; Chambless et al., 1992; Hoffart and Martinsen, 1993). These problems
include fluctuating motivation for treatment, secondary gain, poor compli-
ance with pharmacotherapy and cognitive-behavioral therapy, and ‘‘sabo-
taging’’ one’s own treatment. However, a successful treatment of panic
disordermay sometimes lead to a significant decrease in certain personality
traits (e.g., Mavissakalian andHamann, 1987). Some studies do not support
the notion that personality disorders are usually associated with poorer
response to treatment of panic disorder (e.g., Dreessen et al., 1994).

ASSESSMENT

Diagnostic and Conceptual Issues

Diagnostic criteria for panic disorder in DSM-IV-TR are relatively straight-
forward. There needs to be a presence of recurrent, unexpected panic
attacks and anticipatory anxiety for at least 1 month, and panic attacks
must not be caused by a medical condition or a psychoactive substance. To
qualify for the diagnosis of panic disorder, most panic attacks have to be
unexpected, but some are situationally predisposed or situationally bound,
especially in panic patients who also have agoraphobia. If most panic
attacks are currently situationally predisposed or situationally bound,
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there has to be a history of unexpected attacks at the beginning of the
disorder. Otherwise, the diagnosis of another anxiety disorder is more
likely, as DSM-IV-TR stipulates that a diagnosis of panic disorder is war-
ranted if its features cannot be better accounted for by social anxiety
disorder, specific phobias, obsessive-compulsive disorder, posttraumatic
stress disorder, and separation anxiety disorder. In other words, for the
diagnosis of panic disorder to be made, panic attacks must not be a part of
another psychiatric condition, but also, at least initial panic attacks have to
be unexpected. As noted below, distinguishing between unexpected and
situational panic attacks is not always easy.

The relationship between panic disorder and agoraphobia is also of
diagnostic and conceptual importance (see below). In the DSM system,
agoraphobia is conceived of as a complication of panic disorder or a con-
dition secondary to panic disorder–hence the diagnosis of panic disorder
with agoraphobia. In ICD-10, by contrast, the simultaneous presence of
panic disorder and agoraphobia suggests that agoraphobia is a primary
condition, and this combination is accordingly designated ‘‘agoraphobia
with panic disorder.’’ Moreover, ICD-10 imposes a diagnostic hierarchy in
that a diagnosis of panic disorder is precluded by the simultaneous pre-
sence of phobic disorders or major depressive disorder.

Panic attacks and anticipatory anxiety can be overshadowed by avoid-
ance behavior in patients with severe agoraphobia. In such patients, even if
panic attacks are ‘‘prevented’’ by avoidance, the fear of panic attacks does
not vanish and can be found underneath extensive avoidance behavior.

The diagnosis of panic disorder first depends on the correct assessment
of panic attacks. Many patients use terms panic and panic attacks, but their
ideas of what constitutes panic may be very different from the description
of panic presented here. It is worthwhile to emphasize that panic attacks
should not be designated as such if they occur only on exposure to life-
threatening situations. The most important features of panic attacks are
their sudden, abrupt occurrence; very rapid culmination of their intensity;
prominent physical symptoms; and catastrophic elaboration of these symp-
toms. If some components of this description aremissing, it is likely that the
patient is not experiencing panic.

It is usually not difficult to ascertain panic symptoms. However, some
patients may focus on one or two dominant and/or the most distressing
symptoms (e.g., heart racing and shortness of breath), whereas for compre-
hensive assessment, patients need to be specifically asked about the pre-
sence of other panic-associated symptoms. Sometimes anticipatory anxiety
needs to be differentiated from worries that do not pertain to panic attacks.
As presented in Clinical Features (above), anticipatory anxiety pertains
strictly to panic attacks, even when it is conceptualized via changes in
behavior, and its duration in DSM-IV-TR is at least 1 month.

There are two crucial steps in establishing the presence of agoraphobia:
(1) ascertaining the type and number of situations that patients fear and/or
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avoid, and (2) asking patients about the reasons for avoidance. According to
DSM-IV-TR, agoraphobia is present if panic patients fear and/or avoid at
least two distinct agoraphobic situations, and avoidance (or phobic fear)
has to be clearly related to panic attacks. The diagnosis of agoraphobia is
warranted not only in the presence of avoidance behavior but also if
patients endure agoraphobic situations with great distress and/or fear, or
if they enter agoraphobic situations only when accompanied by the trusted
other(s).

Types of Panic Attacks

As already noted, the distinction between unexpected and situational panic
attacks entails assessment of whether they are associated with certain
situations, objects, or events. There is increasing evidence that this assess-
ment is often unreliable. For example, one epidemiological study has
reported thatmany attacks initially believed to be unexpected subsequently
turned out to be situational and that most panic attacks seem to be to some
extent situational, even among people suffering from panic disorder
without agoraphobia (Kessler et al., 2006). If unexpected panic attacks
cannot be identified reliably, the concept of panic disorder without agor-
aphobia, based on this type of attack, is then undermined.

More broadly, the putative distinction between unexpected and situa-
tional panic attacks calls for reexamination of the idea that phenomena such
as unexpected panic attacks occur in the absence of a psychological or social
context. At the same time, the contextual, background factors that may
determine whether a panic attack develops need to be identified.

Panic Disorder and Agoraphobia

Another conceptual issue that has received a large amount of attention is
that of the relationship between panic attacks, panic disorder, and agora-
phobia. In American psychiatry, as embodied in the DSM system, panic
attack, especially spontaneous or unexpected panic attack, is regarded as a
qualitatively different type of anxiety (Klein, 1981). When both panic
attacks and agoraphobic avoidance are present, agoraphobia is seen as a
consequence of panic attacks, whereas agoraphobia itself is defined
through panic attacks or symptoms of panic attacks–as the fear of situa-
tions in which it would be embarrassing or difficult to escape in case of a
panic attack or in which help might not be available, also in case of a panic
attack. Therefore, in the DSM system agoraphobia is almost always
regarded as part of panic disorder, with panic disorder being the main
and primary diagnosis. Agoraphobia does exist as a separate nosological
entity (under the name ‘‘agoraphobia without a history of panic disorder’’),
but it is rarely diagnosed and often considered spurious (e.g., Horwath
et al., 1993).
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In contrast, many European psychiatrists and the ICD system (as in ICD-
10) postulate that there is a continuum of severity from normal fear through
phobic fear to panic attacks. In other words, panic attacks are not seen as
being qualitatively different from other types of anxiety (e.g., phobic or
generalized anxiety), and they only denote greater severity of anxiety
(Tyrer, 1984). Therefore, the presence of panic attacks in agoraphobic situa-
tions is viewed as an indicator of the severity of phobic anxiety. The main
diagnosis in such situations is agoraphobia; hence the ICD-10 diagnostic
categories of agoraphobia with or without panic disorder.

There has been some support for both views, but the strength of evidence
has generally favored the DSM position. Thus, most studies suggest that
panic attacks precede agoraphobia in the vastmajority of patients (e.g., Thyer
andHimle, 1985;Uhde et al., 1985;Aronson and Logue, 1987; Franklin, 1987).
Also, agoraphobic patients are usually not afraid of agoraphobic situations as
such but are much more concerned about the physical symptoms of anxiety
and their potential consequences (Buglass et al., 1977; Hallam and Hafner,
1978; Franklin, 1987). Moreover, unlike other phobias, where avoidance is
likely to prevent phobic fear, avoidance in agoraphobia does not necessarily
prevent panic attacks (Hallam, 1978). Inmany, if notmost cases, agoraphobia
can be viewed as an attempt to avoid certain physical symptoms (e.g.,
dizziness), sudden loss of control, or full-blown panic attacks, which patients
believe are more likely to occur in certain places and situations.

Results of recent studies are likely to reignite a debate about the relation-
ship between panic attacks, panic disorder, and agoraphobia as they sug-
gest that in many cases agoraphobia is conceptually and diagnostically
independent from panic attacks and panic disorder (Faravelli et al., 2008;
Wittchen et al., 2008). Most of this evidence comes from epidemiological
research. Studies in the community have consistently shown that incidence
and prevalence rates of agoraphobia (with or without panic attacks and
panic disorder) are higher than those of panic disorder (Somers et al., 2006);
this is not in agreement with the DSM conceptualization of agoraphobia as
usually being a consequence of panic attacks and panic disorder. In addi-
tion, prospective-longitudinal data regarding the progression, stability, and
outcome of panic attacks, panic disorder, and agoraphobia also indicate
that the links between them are much weaker than would be expected on
the basis of the DSM conceptualization (Wittchen et al., 2008). All this
points to a suggestion that several pathways may lead to agoraphobia; of
these, some involve panic attacks and panic disorder, whereas others do
not. In the latter case, agoraphobia may develop via separation anxiety
disorder or some specific (situational) phobias. If so, perhaps the main
distinction should be made between panic-driven and nonpanic-driven
agoraphobia. The latter condition may be characterized by fears of being
alone (or outside of one’s own ‘‘comfort zone’’), of being attacked on public
transport, of getting lost during travel or in a crowd, of being involved in an
accident, and so on (Wittchen et al., 1998).
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Assessment Instruments

The recognition that panic disorder is a multifaceted condition has led to a
construction of two instruments for separate assessments of different com-
ponents and aspects of panic disorder (e.g., panic attacks, anticipatory
anxiety, agoraphobic avoidance, health-related concerns, disability).
These instruments are the Panic Disorder Severity Scale (Shear et al.,
1997) and the Panic and Agoraphobia Scale (Bandelow, 1995, 1999). Both
are designed for use by clinicians, but there are also patient, self-report
versions. They enable clinicians to make a more thorough assessment of
panic disorder and its components, and to monitor both global and specific
changes in the course of treatment.

Several self-report instruments and assessment procedures can be used
for the three main components of panic disorder (panic attacks, anticipa-
tory anxiety, and agoraphobic avoidance) to complement clinician-based
assessment.

Since retrospective recording of panic attacks is not reliable because of
the possible memory bias, panic attacks are best monitored prospectively,
in a diary format. A typical panic diary provides information on the fre-
quency and severity of panic attacks, situations in which they occur, and
other triggers that may precipitate the attacks. In addition to this ‘‘basic’’
panic diary, more detailed information may be obtained by asking patients
to also record the symptoms, thoughts, and feelings that they experience
during panic attacks, as well as the duration and type (unexpected or
situational) of each attack.

There are two useful instruments for assessing various aspects of antici-
patory anxiety. The first one is the Agoraphobic Cognitions Questionnaire
(Chambless et al., 1984), which is used to assess the frequency of thoughts
about negative (catastrophic) consequences of anxiety and panic. The other
instrument is the Anxiety Sensitivity Index (Reiss et al., 1986), which
measures the fear of symptoms of anxious arousal.

The Mobility Inventory (Chambless et al., 1985) is suitable for assess-
ment of the degree of avoidance of typical agoraphobic situations. The
distinct advantages of this instrument are its comprehensiveness and sepa-
rate assessment of avoidance when patients are alone and when they are
accompanied.

Differential Diagnosis

Differential diagnosis of panic disorder is important and complex for
several reasons. First, because of the episodic occurrence of largely physical
symptoms, diagnostic workup of panic disorder includes a consideration of
several medical conditions. Second, panic attacks are often seen in the
course of other psychiatric disorders and it is therefore important to ascer-
tain whether panic attacks may be better conceptualized as part of another
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psychiatric condition. Finally, several disorders should be considered in the
differential diagnosis of agoraphobia.

Medical Differential Diagnosis

In comparison with the general population and patients without panic dis-
order, patients with panic disorder are more likely to have certain medical
conditions. Likewise, panic disorder ismore likely to co-occurwith a number
of medical conditions. These include thyroid dysfunction (e.g., Lindemann
et al., 1984), mitral valve prolapse (e.g., Margraf et al., 1988), asthma (e.g.,
Yellowlees et al., 1987; Shavitt et al., 1992), chronic obstructive pulmonary
disease and other respiratory illnesses (e.g., Zandbergen et al., 1991), vestib-
ular dysfunction (e.g., Jacob et al., 1996), irritable bowel syndrome (e.g.,
Walker et al., 1990; Lydiard et al., 1994), other gastrointestinal syndromes
(e.g., Lydiard et al., 1994), and various allergies (e.g., Ramesh et al., 1991).

A large number of medical conditions can cause panic attacks
(Table 2—11). Of these, the most clinically relevant are hyperthyroidism,
cardiac arrhythmias, vestibular dysfunction, mitral valve prolapse, com-
plex partial (temporal, psychomotor) epilepsy, and hypoglycemia. Not all
panic patients need to go through extensive diagnostic testing for all these
conditions, and organic workup in panic patients can be conceptualized as
a sequential three-step process (Table 2—12). First, all patients should
undergo routine physical examination and laboratory testing, including
thyroid function tests. Second, if patients complain repeatedly of symptoms
such as chest pain, abnormalities in the cardiac rhythm, dizziness, or
depersonalization phenomena, relevant diagnostic investigations should
be performed to check for the presence of the corresponding physical
conditions. Finally, the full organic workup is warranted in all patients

Table 2–11. Medical Conditions That Can Cause Panic Attacks

More Clinically Relevant (in terms of higher frequency of association with panic attacks)

Hyperthyroidism (or less commonly, hypothyroidism)
Cardiac arrhythmias (e.g., paroxysmal atrial tachycardia)
Vestibular dysfunction
Mitral valve prolapse
Complex partial (temporal, psychomotor) epilepsy
Hypoglycemia

Less Clinically Relevant (in terms of lower frequency of association with panic attacks)

Hypoparathyroidism, hyperparathyroidism
Pheochromocytoma
Pulmonary embolus
Electrolyte disturbances
Cushing’s syndrome
Menopause
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whose panic attacks occur for the first time later in life (after the age of 45) or
in those cases where panic attacks have some atypical features. Examples of
the latter include loss of consciousness or a ‘‘clouded’’ state of conscious-
ness, urinary incontinence, severe headache, slurred speech, and amnesia.

The relationship between panic disorder and thyroid disease in gen-
eral, and hyperthyroidism in particular, is complex. Hyperthyroidism can
be considered a cause of panic attacks if in patients with both conditions,
panic attacks subside following treatment with antithyroid therapy and
normalization of thyroid function. In this situation, a diagnosis of panic
disorder would be ruled out. In other cases, panic attacks do not abate
after the thyroid disease has been treated successfully, and the thyroid
condition (hyperthyroidism or hypothyroidism) may be thought of as
playing a role in precipitating panic attacks but not accounting entirely
for their appearance. Making a causal attribution might be so speculative
that the question of whether panic attacks are better understood as a
manifestation of thyroid dysfunction or as part of panic disorder is best
left open and both conditions are treated regardless of the precise nature
of their relationship.

Sudden tachycardia (up to 150 beats/minute) is commonly reported
during panic attacks. Although such tachycardias are relatively benign,
they can also occur as a consequence of life-threatening cardiac

Table 2–12. Sequential Three-Step Process in Organic Workup of Panic Patients

1. Diagnostic Investigations for All Panic Patients

• Routine physical examination
• Routine laboratory testing (complete blood count, electrolytes, calcium,

glycemia)
• Thyroid function tests (levels of serum T3, T4, and TSH)

2. Additional Diagnostic Investigations for Panic Patients with Recurrent, Specific,
and/or Severe Symptoms, such as Chest Pain, Abnormalities in Cardiac Rhythm,
Dizziness, and Depersonalization Phenomena

• Electrocardiogram (ECG), cardiological examination (to check for cardiac
arrhythmias)

• Echocardiogram (cardiac ultrasound), cardiological examination (to check for
mitral valve prolapse)

• Vestibular function testing, neurological examination (to check for vestibular
dysfunction)

• Electroencephalogram (EEG), neurological examination (to check for epilepsy)

3. Diagnostic Investigations for All Patients Whose Panic Attacks Occur for the First
Time Later in Life (after age 45) or Whose Panic Attacks Have Atypical Features

• Full organic workup, with emphasis on those investigations that are relevant
for each particular patient (and are based on the patient’s symptom profile)

T3, triiodothyronine; T4, thyroxine; TSH, thyroid-stimulating hormone.
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arrhythmias; therefore, the possibility of such an etiology should be further
investigated.

Dizziness, lightheadedness, fainting feeling, loss of balance, and ‘‘walking
on waves’’ are frequent symptoms during panic attacks; they may be more
common among patients with agoraphobia. Depending on the severity of
these symptoms and presence of any other symptoms suggestive of organic
etiology (e.g., vertigo, nausea), vestibular dysfunction, inner ear disease, and
neurological, cerebrovascular, and cardiovascular conditions may need to be
investigated.

Panic disorder and mitral valve prolapse have several symptoms in
common, including palpitations, chest pain, and manifestations of auto-
nomic hyperarousal. The degree of association between panic disorder and
mitral valve prolapse varies, but one meta-analysis has shown that mitral
valve prolapse occurs twice more often among panic patients than among
those without panic disorder (Katerndahl, 1993). Data on the prevalence of
panic disorder among patients with mitral valve prolapse are less consis-
tent, but it seems that panic disorder is not more frequent in patients with
mitral valve prolapse than in the general population. There is a consensus
that despite our lack of full understanding of the relationship between
panic disorder andmitral valve prolapse, this link has no etiological impor-
tance and no implications for treatment.

Certain patients with panic disorder have various and for the most part
nonspecific changes on electroencephalograms (EEG). Some of these patients
have more prominent symptoms of depersonalization and/or derealization
andmay be irritable and aggressive during, just before, or immediately after
panic attacks. Other symptoms unusual for panic (e.g., ‘‘déjà vu’’ phenom-
enon, marked hypersensitivity to light or sound) may also be present. Panic
attacks in such cases may represent a manifestation of a seizure disorder or
may occur with seizures that characterize temporal lobe (partial complex)
epilepsy. In addition to an EEG, a detailed neurological examination and
relevant investigations are warranted to establish the diagnosis.

Hypoglycemia is a relatively rare cause of panic attacks; in such cases,
attacks occur only in states of hunger and disappear following the admin-
istration of intravenous glucose or intake of food.

Panic Disorder and Substance Use Disorders

Panic attacks can occur as a consequence of intoxication with cannabis and
stimulant drugs (cocaine, amphetamine, caffeine) or in the context of
alcohol, benzodiazepine, or opiate withdrawal. The diagnosis of panic
disorder should not be made if there is close temporal proximity between
the substance use and onset of panic attacks and if panic attacks disappear
soon after substance use has been ceased. In other words, the diagnosis of
panic disorder is justified if panic attacks persist for a long time after the
intoxication or a withdrawal syndrome.
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Psychiatric Differential Diagnosis

Psychiatric differential diagnosis of panic disorder may include quite a few
disorders, but generalized anxiety disorder and hypochondriasis are of
greatest conceptual and practical relevance. Generalized anxiety disorder
can be distinguished from panic disorder on the basis of the criteria listed in
Table 2—13. Still, the separation of the previous diagnostic entity of ‘‘anxiety
neurosis’’ into panic disorder and generalized anxiety disorder remains
somewhat controversial.

As already noted (see Relationship Between Panic Disorder and Other
Disorders, above), panic disorder and hypochondriasis have much in
common. However, there are ways of distinguishing between these condi-
tions (Table 2—14). First, patients with panic disorder are troubled by phy-
sical symptoms that occur episodically, during panic attacks, whereas
physical symptoms in hypochondriacal patients are more persistent.
Physical symptoms in panic disorder are usually those of autonomic hyper-
activity, whereas physical symptoms in hypochondriasis are more varied
and often include aches and pains. The perceived threat in panic disorder is
more immediate, with physical symptoms being appraised as suggesting a
disease with quick, fatal outcome (e.g., myocardial infarct); the perceived
threat in hypochondriasis is more remote, and physical symptoms are
appraised as suggesting a disease with a somewhat slower progression,
albeit with the same, fatal outcome (e.g., cancer) (Salkovskis and Clark,
1993). As a result of these differences in the appraisal of danger, panic
patients are more likely to seek medical help promptly (when they have a

Table 2–13. Distinguishing Between Panic Disorder and Generalized

Anxiety Disorder

Criteria Panic Disorder Generalized Anxiety Disorder

Presence of

panic attacks

Yes No

Physical
symptoms of
anxiety

More pronounced, but
occurring episodically (during
panic attacks)

Less pronounced, but more
persistent

Type of
symptoms

Autonomic hyperactivity
(arousal) symptoms more
typical

Symptoms of tension (both
somatic and psychological) more
typical

Appraisal of
symptoms

Typically catastrophic, with
the catastrophe being
anticipated quickly

Less often catastrophic, without
the catastrophe being
anticipated quickly

Onset Usually abrupt Gradual

Seeking help Relatively quick Usually delayed
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panic attack) whereas patients with hypochondriasis seek such help with
less urgency. Stated succinctly, panic patients are more likely to fear dying,
whereas those with hypochondriasis are more likely to be afraid of death
(Noyes, 1999).

With regard to other psychiatric disorders, the crucial step is ascer-
taining whether the panic attacks are better understood as being part of
these disorders, and not a feature of panic disorder. To establish this,
patients should be carefully examined for presence of other disorders
(e.g., a psychotic illness or depression), and the nature of panic attacks
needs to be clarified. Panic attacks may be exclusively situational, as in
social anxiety disorder and specific phobias, or appear only in the specific
contexts (e.g., trauma-related topics and stimuli in posttraumatic stress
disorder and certain obsession-related situations in obsessive-compulsive
disorder).

Differential Diagnosis of Agoraphobia

The most common issue in the differential diagnosis of agoraphobia
(Table 2—15) is its distinction from specific phobias and social anxiety dis-
order. Patients with agoraphobia, specific phobias, and social anxiety dis-
order may fear and avoid the same or similar situations, but patients with
agoraphobia are typically afraid of numerous and quite diverse situations
(which are usually interconnected, however, by their common link to panic
attacks). Reasons for fear and avoidance may be more useful in distin-
guishing between these phobic disorders than are the types of situations
that are feared and avoided. Thus, fear and avoidance of agoraphobic situa-
tions are usually, though not always, related to panic attacks or symptoms of
anxiety and panic (e.g., dizziness, urgent need to urinate). The types of
specific phobias thatmay need to be distinguished fromagoraphobia usually

Table 2–14. Distinguishing Between Panic Disorder and Hypochondriasis

Criteria Panic Disorder Hypochondriasis

Occurrence of
physical
symptoms

Mainly during panic attacks More persistent

Nature of
physical
symptoms

Autonomic hyperactivity
symptoms

Greater variety of symptoms

Nature of the
perceived threat

More immediate (death from a
rapidly developing disease)

More remote (death from a
slowly progressing disease)

Seeking medical
help

Prompt, urgent, but usually
limited to panic attacks

Less urgent, but more
persistent
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include situational phobias (e.g., claustrophobia, fear of flying, driving
phobia) and less often, phobia of heights. The relationship between these
specific phobias and agoraphobia and the criteria for distinguishing between
them are presented in more detail in Chapter 5. Likewise, the relationship
between social anxiety disorder and agoraphobia and the criteria for making
a distinction between them are further discussed in Chapter 4.

As for other anxiety disorders that are relevant in the differential diag-
nosis of agoraphobia, obsessive-compulsive disorder should be considered
if fear of contamination appears to be the main reason for avoidance of
going out. The avoidance in posttraumatic stress disorder may be wide-
spread and resemble agoraphobia-associated avoidance, but all the situa-
tions avoided in posttraumatic stress disorder are directly or indirectly
related to the trauma.

Separation anxiety disorder is typically seen in children, but it has also
been described in adults. Patients with this condition are concerned about
separating from attachment figures and being on their own; as a result, they
avoid separation and loneliness, which may lead to an avoidance profile
similar to the one seen in agoraphobia. However, patientswith agoraphobia
worry about catastrophes that may befall them, whereas patients with
separation anxiety disorder are usually concerned that something terrible
might happen to their attachment figures, which only strengthens their
fears upon separating from these people.

Staying-at-home behavior is often seen in depression. Although it may
resemble agoraphobic avoidance, such behavior is not driven by fear but is
due to a pervasive loss of volition, interest, and energy. It is important to
remember this distinction becausemany patientswith agoraphobia become
depressed, and the staying-at-home behaviormay then be a consequence of
depression rather than a manifestation of agoraphobia.

In relatively rare situations, a psychotic illness needs to be considered in
the differential diagnosis of agoraphobia. This is the case with patients who
avoid going out because of delusional beliefs that they are being followed,
that someone might attempt to kill them, etc.

Table 2–15. Differential Diagnosis of Agoraphobia

Other anxiety disorders

Specific phobias, especially claustrophobia, fear of flying, driving phobia,
and fear of heights
Social anxiety disorder
Obsessive-compulsive disorder
Posttraumatic stress disorder
Separation anxiety disorder

Depression

Psychotic disorder
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EPIDEMIOLOGY

The highlights of the epidemiology of panic disorder are presented in
Table 2—16. Panic attacks are commonly seen in various psychiatric and
medical conditions, and they also appear to be common in peoplewho have
no other health problems. Earlier estimates put the lifetime prevalence of
panic attacks in the general population between 7.3% and 10% (Von Korff
et al., 1985; Eaton et al., 1994). In the more recently conducted National
Comorbidity Survey Replication, the lifetime prevalence of all panic attacks
in adults in the United States was 28.3%, whereas the lifetime prevalence of
isolated panic attacks (not occurring in the course of panic disorder or
agoraphobia) was 22.7% (Kessler et al., 2006). According to these figures,
most individuals who experience a panic attack at some point during their
lives do not develop panic disorder or agoraphobia.

The three major epidemiological studies in the United States produced
different prevalence findings for panic disorder. While the lifetime preva-
lence of panic disorder in the Epidemiologic Catchment Area study, based

Table 2–16. Epidemiological Data for Panic Disorder

• Lifetime prevalence of panic attacks in the United States: 7.3%�10% (DSM-III/
DSM-III-R criteria), 28.3% (DSM-IV criteria)

• Lifetime prevalence of panic disorder in the United States: 1.6% (DSM-III
criteria, Epidemiologic Catchment Area Study), 3.5% (DSM-III-R criteria,
National Comorbidity Survey), 4.8% (DSM-IV criteria, National Comorbidity
Survey Replication; panic disorder without agoraphobia 3.7% þ panic
disorder with agoraphobia 1.1%)

• Lifetime prevalence in various countries, according to various diagnostic
criteria: 0.13%—3.8% (for panic disorder), 0.73%�10.8% (for agoraphobia)

• Best-estimate lifetime prevalence rate across the world: 1.2% (for panic
disorder), 3.1% (for agoraphobia)

• In the general population, panic disorder without agoraphobia is more
common than panic disorder with agoraphobia, whereas in clinical settings,
panic disorderwith agoraphobia ismore common than panic disorderwithout
agoraphobia

• Women are more often represented than men (ratio of 2—2.5:1), particularly in
clinical settings (ratio of 2.5—3:1); panic disorder with agoraphobia is 2.5 to 4
times more common in women

• More prevalent among separated, divorced, widowed, less educated, and
urban dwellers

• Typical age of onset: third decade of life; mean age of onset: around age 25 years
• Bimodal distribution in the age of onset: the first peak in the age group 15—24,

the second peak in the age group 45—54 years
• Characteristic help-seeking patterns: high prevalence in primary care, hospital

emergency departments, and certain specialized medical settings (e.g.,
cardiology, gastroenterology, neurology, vestibular disorders clinics)
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on the DSM-III criteria, was 1.6% (Regier et al., 1988; Eaton et al., 1991), the
lifetime prevalence rate of panic disorder in the National Comorbidity
Survey, based on the DSM-III-R criteria, was 3.5% (Eaton et al., 1994) and
in the National Comorbidity Survey Replication, using DSM-IV criteria, it
was 4.8% (Kessler et al., 2006). The latter figure is a sum of the lifetime
prevalence rates for panic disorder without agoraphobia (3.7%) and panic
disorder with agoraphobia (1.1%). With the use of theDSM-III-R andDSM-
IV diagnostic criteria, there may have been a tendency to lower diagnostic
thresholds for panic attacks, panic disorder, and agoraphobia, perhaps
leading to an overestimation of their prevalence rates.

Not surprisingly, prevalence rates of panic disorder and agoraphobia
are vastly different in different countries. The lifetime prevalence of panic
disorder ranges from 0.13% in rural Taiwan (Hwu et al., 1989) to 3.8% in the
Netherlands (Bijl et al., 1998), whereas the lifetime prevalence of agora-
phobia ranges from 0.73% in Hong Kong (Chen et al., 1993) to 10.8% in
Switzerland (Wacker et al., 1992). The main sources of variability in these
prevalence rates are use of the different diagnostic criteria and different
diagnostic instruments and social and cultural factors. Panic disorder and
agoraphobia appear to be generally less common in Asian countries. The
best-estimate lifetime prevalence rates across epidemiological studies pub-
lished between 1980 and 2004 and conducted in various countries were
1.2% for panic disorder and 3.1% for agoraphobia (Somers et al., 2006).

As already noted, panic disorder without agoraphobia may be more
than three times more prevalent than panic disorder with agoraphobia in
the general population (Kessler et al., 2006). In contrast, panic disorder
without agoraphobia is less often encountered in clinical samples than is
panic disorder with agoraphobia, suggesting that individuals with panic
disorder who seek help are more likely to have agoraphobia and that panic
disorder with agoraphobia is a more severe variant of the condition.

The implications of epidemiological findings regarding the prevalence
of agoraphobia have been controversial (see Diagnostic and Conceptual
Issues, above). While agoraphobia without a history of panic disorder has
been reported to occur so rarely that the usefulness of this diagnosis has
been put into doubt (e.g., Goisman et al., 1995), the higher best estimate
prevalence rates for agoraphobia than for panic disorder (Somers et al.,
2006) suggest that agoraphobia may not be related solely to panic disorder.

Agoraphobia is less frequently encountered than specific phobias in the
general population (e.g., Kessler et al., 1994; Magee et al., 1996), but this
relationship is the reverse in clinical populations, with agoraphobia there
beingmore prevalent than specific phobias. This indicates that agoraphobia
tends to be more disabling than specific phobias.

Like most other anxiety disorders, panic disorder is more frequent
among women; this has been a consistent finding in epidemiological stu-
dies conducted around theworld. Across the studies, women in the general
population appear to be 2—2.5 times more likely to have panic disorder than
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men (e.g., Regier et al., 1988; Eaton et al., 1991, 1994). In clinical populations,
women with panic disorder outnumber men with the ratio of 2.5—3:1
(Katerndahl and Realini, 1993). Perhaps women are more likely to seek
help for panic disorder because of the greater severity of panic disorder in
women (especially when panic disorder is accompanied by agoraphobia)
and women’s greater propensity to seek help for health-related problems.
Men with panic disorder, by contrast, may be more inclined to attempt to
alleviate their distress through the use of alcohol, which may help explain a
lower proportion of men in clinical samples of panic patients.

When panic disorder is associatedwith agoraphobia, the female-to-male
ratio is 2.5—4:1, and 75%—80% of patients are women (Eaton et al., 1994;
Yonkers et al., 1998). The preponderance of women among patients with
agoraphobia is usually explained as a consequence of social and cultural
factors; thus, agoraphobia has been portrayed as a ‘‘caricature of the tradi-
tional female roles,’’ with society generally reinforcing dependence and
avoidance as coping mechanisms in women (Clum and Knowles, 1991).
Also, an expression of fear and avoidance behavior may be more socially
acceptable in women (Fodor, 1974; Chambless and Mason, 1986).

Panic disorder is more common among the widowed, divorced, and
separated than among married individuals (Lepine and Lellouch, 1994).
People who live in an urban environment and have lower levels of educa-
tion may also be more likely to have panic disorder (Eaton et al., 1994).

Although panic disorder can begin at any age, its onset is rare in children
and the elderly. Most commonly, the onset of panic disorder is in a person’s
early to mid-20s, with the mean age of onset being around 25 years (Eaton
et al., 1994). There also seems to be a bimodal distribution in the age of onset
of panic disorder: the first peak was noted in the age group of 15—24 years,
whereas the second peak was found in the age group of 45—54 years (Eaton
et al., 1994). Thus, it is not at all rare to see the onset of panic disorder inmid-
life, after the age of 40. Panic disorder with agoraphobia (and agoraphobia
with or without panic attacks) may have an earlier onset than panic disorder
without agoraphobia, but both usually begin in the third decade of life.

Patients with panic disorder have a characteristic pattern of help
seeking. Because of their physical symptoms, they often seek help in hos-
pital emergency departments and primary care settings; the current pre-
valence rate of panic disorder in the primary care setting in various
countries was estimated to be around 1%, but varied from 0.2% to 3.5%
(Ustun and Sartorius, 1995). About 13% of patients in primary care were
found to have panic disorder in another study (Katon et al., 1986). The
frequency with which panic disorder is found in certain specialized med-
ical settings is often higher. Between 16% and 23% of outpatients in cardiac
clinics may have panic disorder (Chignon et al., 1993; Barsky et al., 1996),
and one study reported a lifetime prevalence of panic disorder of almost
22% among patients with noncardiac chest pain (angina-like pain in the
absence of cardiac etiology) (White et al., 2008). Patientswith panic disorder
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are also more likely to be seen in gastroenterology, neurology, and vestib-
ular disorders clinics. Because of the somatic nature of their symptoms and
the pattern of seeking help inmedical settings,many cases of panic disorder
are missed or misdiagnosed.

COURSE AND PROGNOSIS

The course of panic disorder is difficult to study for several reasons. Some
of them are unique to panic disorder, whereas others are also applicable to
long-standing conditions in general.

• First, it is difficult to find representative samples of persons with
panic disorder who have not had any treatment. Studies of the
course of panic disorder have almost invariably been conducted
in patients who have received some treatment; hence, very little is
known about the course of untreated panic disorder.

• Second, even after treatment has been completed, many panic
patients occasionally or continuously receive additional
pharmacological and/or psychological treatment, so that studying
the course of panic disorder under absolutely ‘‘naturalistic’’
conditions (i.e., when patients receive no treatment at all) is difficult.

• Third, the course of treatedpanic disordermaydependon the type of
treatment received, and numbers of patients who received different
types of treatment should not be added to create larger samples.

• Fourth, there are no universally accepted definitions of
improvement, response, remission, recovery, exacerbation,
relapse, and recurrence of panic disorder. This means that criteria
for characterizing the course of panic disorder are often arbitrary
and differ from one study to another.

• Fifth, some patients exhibit significant improvement in one aspect
of panic disorder (e.g., they may have only occasional panic
attacks), while their improvement in other areas is much less
impressive (e.g., they may still resort to some phobic avoidance).
In such cases, it is difficult to characterize overall improvement.

• Finally, regardless of how long follow-up studies last, there are
some patients whose status might change during further follow-
up; it is unknown how many patients would experience such a
change because of the need to impose a cross-sectional cutoff. Thus,
patients who were panic-free and judged to be in remission at the
end of a 5-year follow-up period might subsequently have a
recurrence.

Keeping inmind thesemethodological problems, it is not surprising that
results of follow-up studies of panic disorder are inconsistent. However,
some conclusions about the course of panic disorder can still be made
(Table 2—17).
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First, panic disorder tends to be a chronic condition in the majority
of patients. For example, after a 5-year follow-up of patients with panic
disorder, only 12% had no symptoms at all and were not receiving any
treatment (Faravelli et al., 1995). Similar findings were reported by two
long-term follow-up studies, conducted 11 years (Swoboda et al., 2003) and
15 years (Andersch and Hetta, 2003) after pharmacological treatment of
panic disorder. At 11-year follow-up, only one third of patients were con-
sidered to be in complete remission, although two thirds did not have a
panic attack during the year preceding the follow-up. At 15-year follow-up,
18% of patients showed complete recovery (no panic attacks and no phar-
macotherapy for 10 years prior to follow-up), whereas 13% were recovered
but still taking medication. At 11-year and 15-year follow-up, the propor-
tion of patients who met diagnostic criteria for panic disorder was 12.5%
and 18%, respectively. At 15-year follow-up, 51% reported recurrent panic
attacks. As for agoraphobia, significant avoidance was found in 46% of
patients at 11-year follow-up and in 20% of patients at 15-year follow-up.
These findings suggest that complete and permanent recovery in panic
disorder–when all the relevant criteria for such a recovery are taken into
account–does not occur often.

A second conclusion is that despite chronicity, the overall outcome of
treated panic disorder is favorable. This means that most patients have
relatively minor problems in one or more domains of panic disorder; these
problems generally do not interferewith their functioning, interferemildly to
moderately, or interfere only at certain times. For example, in the 11-year and
15-year follow-up studies of panic disorder, the vast majority (78%—94%) of
patients did not show impairment in functioning in the areas of work and
family life (Andersch and Hetta, 2003; Swoboda et al., 2003).

Table 2–17. Long-Term Course of Treated Panic Disorder

Characterization of Course Percentage Estimate

Recovery 30%—35%

Complete or almost complete remission
No impairment in functioning
No need for treatment

Chronic, with Fluctuations 50%

Mild and/or occasional symptoms
Minor and/or occasional interference with functioning
Occasional, sometimes a prolonged need for treatment

Chronic, without Fluctuations 15%—20%

Persistent and moderate to severe symptoms
Complications of panic disorder more likely
Continuous interference with functioning
Continuous need for treatment
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Third, the precise proportion of panic patients with a fluctuating course
is unknown, but rough estimates suggest that up to 50% exhibit this pattern
over time (American Psychiatric Association, 2000). When panic disorder
exhibits a fluctuating course, exacerbations can be precipitated by factors
such as interpersonal conflicts, excessive consumption of caffeine, or hor-
monal changes during a premenstrual period. The frequency of panic
attacks may decrease during pregnancy or the attacks may completely
disappear during that time (e.g., Villeponteaux et al., 1992). In the post-
partum period, however, panic attacks often return.

A fourth conclusion about the course of panic disorder is that in a
minority of patients (15%—20% of all treated patients), various components
of the disorder persist and patients usually remain impaired and require
ongoing treatment. This group of patients is also most likely to develop
complications, particularly depression and alcohol-related problems.

The course of agoraphobia may follow the course of panic disorder, so
that with fewer and less severe panic attacks, agoraphobia also becomes
less prominent, and vice versa. In other cases, there does not appear to be
such a strong link between panic attacks and agoraphobic avoidance, and
agoraphobia takes a course of its own. Thus, agoraphobia may persist in
patients who have not had panic attacks for a long time.

Prognosis

Several follow-up studies have identified factors that are predictive of a
more chronic course and a relatively poor prognosis of panic disorder
(Table 2—18) (Noyes et al., 1993; Katschnig et al., 1995; O’Rourke et al.,
1996; Andersch and Hetta, 2003). These factors include being single, earlier
onset and longer duration of panic disorder before commencing treatment,
greater severity of panic attacks and agoraphobia, presence of a personality
disorder, co-occurrence of depression, and poor response to initial

Table 2–18. Factors Indicating a More Chronic Course and Relatively Poor

Prognosis in Panic Disorder

Being single

Earlier onset of panic disorder

Longer duration of panic disorder before onset of treatment

Greater severity of panic attacks

Greater severity of agoraphobia

Presence of a personality disorder

Co-occurrence of depression

Poor response to initial treatment
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treatment. Women seem to be more likely than men to have recurrences of
panic disorder (Yonkers et al., 1998), but this effect may be mediated
through women’s greater propensity to develop agoraphobia, which is
itself associated with a poorer prognosis.

Complications

Panic disorder may be complicated by depression and alcohol-related dis-
orders. The links between these disorders are discussed in Relationship
Between Panic Disorder and Other Disorders (above). Unlike patients with
some of the other anxiety disorders, panic patients may bemore aversive to
other psychotropic substances, especially those that might have precipi-
tated the first panic attack or exacerbated the course of the panic disorder
(e.g., cannabis, cocaine).

Panic disorder has been associated with higher rates of suicide, suicide
attempts, and suicidal ideation in comparison with the rates in the general
population. Suicidewas reported as a cause of death in 20% of patients with
panic disorder (Coryell et al., 1982). Lifetime suicide attempt rates were
20% in an epidemiological study (Weissman et al., 1989; Johnson et al., 1990)
and 42% in one clinical study (Lepine et al., 1993). Rates of suicidal ideation
in panic disorder were 44% in an epidemiological sample (Weissman et al.,
1989; Johnson et al., 1990) and 60% in a clinical sample (Lepine et al., 1993).
These findings were intuitively surprising, as one would not expect more
suicide and parasuicidal phenomena and behaviors among people who
often have a very strong fear of death and dying.

Results of the subsequent research have suggested that the increased
rates of suicidal ideation, suicide attempts, and suicide in panic patients
may be attributed to the co-occurring conditions (e.g., depression, alcohol-
related disorders, some personality disorders) known to be associated with
a higher risk of suicide and parasuicidal phenomena and behaviors (e.g.,
Hornig and McNally, 1995; Warshaw et al., 2000; Vickers and McNally,
2004). There may be other mechanisms that increase this risk in panic
patients. One population-based longitudinal study has confirmed a cross-
sectional association of panic disorder or agoraphobia with suicidal idea-
tion and suicide attempts, but it did not find a relationship between pre-
existing panic disorder or agoraphobia and the subsequent suicidal
ideation and suicide attempts (Sareen et al., 2005). Therefore, this link
remains poorly understood and requires further research.

Another intriguing finding is a higher mortality rate among patients
with panic disorder. Men with panic disorder seem to have a higher risk of
cardiovascular and cerebrovascular diseases and die earlier from these
diseases than men without panic disorder (Coryell et al., 1982, 1986;
Weissman et al., 1990; Allgulander and Lavori, 1991; Kawachi et al., 1994).
Postmenopausal women with panic attacks were also found to have a
higher risk of cardiovascular morbidity and mortality (Smoller et al., 2007).
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The clinical implications of the link between panic disorder and cardio-
vascular disease are not entirely clear, except for making a stronger case for
early and aggressive treatment of panic disorder as a way of decreasing the
likelihood of this morbidity. It is not known whether this risk is a direct or
indirect consequence of panic disorder. Panic disorder and panic attacks
have been hypothesized to cause ventricular arrhythmias, coronary artery
disease, myocardial infarction, and/or sudden cardiac death as a result of
hyperventilation (Kawachi et al., 1994), sympathetic hyperactivity and
‘‘mental stress’’ (Katon, 1990; Fleet et al., 2000a), coronary vasospasm
(Esler et al., 2004), myocardial perfusion defects (Fleet et al., 2005), or
decreased vagal tone and the associated, decreased heart rate variability
(Kawachi et al., 1995; Fleet et al., 2000a; Gorman and Sloan, 2000; Lavoie
et al., 2004). It is possible that panic disorder confers an increased risk of
heart disease because of its strong association with hypertension (White
and Baker, 1986; Davies et al., 1999), high blood cholesterol levels (Bajwa
et al., 1992), physical inactivity (as a consequence of the fear of the exercise-
induced physical symptoms), and cigarette smoking (Pohl et al., 1992;
Amering et al., 1999; Breslau and Klein, 1999). There may also be a link
with cardiovascular disease via depression, which often accompanies panic
disorder and has awell-established associationwith cardiovascular disease
(Jiang et al., 2005).

Panic Disorder and Quality of Life

Panic disorder has an adverse effect on the quality of life (e.g., Markowitz
et al., 1989; Candilis et al., 1999). The impairment in one ormore domains of
functioning as a result of panic disorder can be severe. Panic patients have
often been found to have significant problems in marital and family func-
tioning, general social and interpersonal functioning, and occupational and
academic functioning. Because they often feel that no one understands
them, panic patients may withdraw and find themselves socially isolated.
Alternatively, they respond with anger and hostility toward partners,
family members, and friends, creating marital, family, or interpersonal
strife.

Many patients with panic disorder feel that they are unable to work or
that their work performance is not satisfactory. Frequent absence from
work may lead to loss of a job, and unemployment rates among panic
patients are generally high (Leon et al., 1995). The consequences of unem-
ployment include financial difficulties, and many panic patients receive
financial assistance or disability payments (Klerman et al., 1991). Some
patients find it difficult to attend school and feel that they have no choice
but to drop out.

Panic disorder is associated with increased health care utilization. Panic
patients seek treatment in hospital emergency departments and various
medical and psychiatric settings and use primary care and specialized
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medical services far more often than patients with other psychiatric dis-
orders and patients without psychiatric illness (Markowitz et al., 1989;
Klerman et al., 1991; Leon et al., 1995; Katon, 1996; see also Epidemiology,
above). Panic patients’ frequent presentations to medical facilities and
relatively poor recognition of panic disorder in such settings (e.g., Fifer
et al., 1994; Fleet et al., 1996) result in substantial costs, mainly because of
the expensive and often unnecessary medical procedures (e.g., Salvador-
Carulla et al., 1995; Katon, 1996).

ETIOLOGY AND PATHOGENESIS

Etiological factors unique to panic disorder have not been elucidated. It is
often assumed that panic disorder is a consequence of various interactions
between etiological factors. People who develop panic attacks and panic
disorder seem to carry a certain predisposition, but it is not clear whether
the presence of some predisposing factors is necessary for all panic attacks
and all cases of panic disorder. The predisposition is usually conceptualized
in terms of genetic and/or psychological vulnerability. Panic attacks may
then occur through various pathophysiological (e.g., hyperventilation)
and/or cognitive and other psychological (e.g., catastrophic appraisal of
physical sensations) mechanisms. However, reasons for triggering these
mechanisms (and not others) remain elusive. Themainmodels that account
for etiology and pathogenesis of panic disorder are presented below.

BIOLOGICAL MODELS

Table 2—19 summarizes the hypothesized pathophysiological mechanisms
that may be relatively specific for panic attacks and panic disorder.

Genetic Factors

In family studies, the lifetime prevalence rate of panic disorder among first-
degree relatives of probands with panic disorder has been 10%—17.3%,
which compares to the lifetime prevalence rate of panic disorder among
control subjects of 0.8%—3.5% (Crowe et al., 1983; Noyes et al., 1986;
Mendlewicz et al., 1993; Weissman, 1993; Fyer et al., 1995). Compared to
first-degree relatives of persons without panic disorder, first-degree rela-
tives of persons with panic disorder may be 17.7 times more at risk of
developing panic disorder (Weissman, 1993). This risk is partly related to
the age of onset of panic disorder: the earlier the age of onset (prior to the
age of 20), the more likely it is for first-degree relatives to also have panic
disorder (Goldstein et al., 1997). Thus, early-onset panic disorder may have
a stronger familial or genetic component than panic disorder with a later
onset in life. A higher prevalence of panic disorder in certain families and
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among first-degree relatives of persons with panic disorder, however, does
not constitute evidence that panic disorder is a genetically based condition.

There may also be a genetic link between panic disorder, major depres-
sion, alcoholism, social anxiety disorder, and bipolar affective disorder. In
comparison with first-degree relatives of persons without panic disorder,
first-degree relatives of persons with panic disorder had higher rates of
social anxiety disorder and major depression (Goldstein et al., 1994; Maier
et al., 1995), whereas alcoholism was almost four times more common
among male relatives (Crowe et al., 1983). Panic disorder was also more
common among relatives of persons with major depression than among
relatives of individuals without major depression. The occurrence of panic
disorder in people with bipolar affective disorder may be determined by
genetic factors (Mackinnon et al., 1997).

Studies of panic disorder among twins have produced conflicting
results. While some studies found a higher concordance rate for panic
disorder among monozygotic twins than among dizygotic twins
(Torgersen, 1983; Skre et al., 1993; Tsuang et al., 2004), there was no such
difference in at least one twin study (Andrews et al., 1990). In addition, the
concordance rate for panic disorder in monozygotic twins was 31%

Table 2–19. Hypothesized Pathophysiological Mechanisms That May Be

Relatively Specific for Panic Attacks and Panic Disorder

• An abnormally sensitive anxiety-regulating mechanism (originating in the
amygdala) lowers the threshold for tolerating sensory information, so that
ordinary sensory information activates autonomic responses (through
brain-stem nuclei) and the accompanying catastrophic cognitions (through the
cortex), leading to a panic attack

• Panic attacks can be artificially induced by increasing the respiration rate
(hyperventilation), inhaling carbon dioxide, or disrupting the acid-base
balance

• Acute hyperventilation leads to a panic attack via hypocapnia and alkalosis
• A panic attack may result from hypersensitivity to carbon dioxide of the

brain-stem chemoreceptors, so that they react excessively to an even minor
increase in concentration of carbon dioxide

• A panic attack is a consequence of the premature and inappropriate activation
of the alarm mechanism, which aims to prevent choking and ensure survival.
This alarm mechanism involves hyperventilation and attempts to lower the
concentration of carbon dioxide in an individual who is hypersensitive to
carbon dioxide and therefore has a lower threshold for activating the alarm
mechanism (theory of the false suffocation alarm)

• A panic attack is a consequence of the increased central noradrenergic activity
(hypersensitivity of the presynaptic a-2 receptors, increased firing rate of the
locus coeruleus)

• Failure of the GABA system to inhibit the locus coeruleus leads to a panic
attack
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(Torgersen, 1983; Tsuang et al., 2004), suggesting that nongenetic factors
play an important role in the development of the condition. The risk of
inheriting panic disorder, calculated in a female twin study, was estimated
at 30%—40% (Kendler et al., 1993); this estimate is considerably lower than
the corresponding figures for schizophrenia and bipolar affective disorder.

The mode of inheriting panic disorder is not known, but a single-gene
transmission appears unlikely (e.g., Maron et al., 2005). It is also not known
what exactly is inherited that constitutes a predisposition to develop panic
disorder. A general vulnerability to develop anxiety may be more likely to
be inherited than panic disorder itself (Krystal et al., 1996).

Induction of Panic Attacks

The purpose of panic induction studies has been to shed more light on the
mechanisms involved in the occurrence of panic attacks. Various sub-
stances have been administered to induce panic attacks. Some of them,
such as carbon dioxide, sodium lactate, and sodium bicarbonate, change
the acid-base balance and affect levels of carbon dioxide and respiration
rate, leading to panic. This mechanism involves hypersensitivity to carbon
dioxide and/or hyperventilation (both described below). Other substances
(e.g., yohimbin, fenfluramine, m-chlorophenylpiperazine, flumazenil, and
cholecystokinin) induce panic attacks by acting on the noradrenaline, ser-
otonin, or gamma-aminobutyric acid (GABA) neurotransmitter systems.

The most important finding of panic induction studies is that panic
attacks are much more likely to be induced in individuals with panic
disorder than in those without panic disorder. For example, panic attacks
were induced by sodium lactate infusions in 67% of individuals with panic
disorder, 7%—22% of those with other psychiatric disorders, and 13% of
peoplewithout any psychiatric disorder (Liebowitz et al., 1985; Cowley and
Arana, 1990). This finding has been a subject to two different interpreta-
tions. First, the occurrence of panic attacks may be a direct consequence of
the pathophysiological changes produced by ‘‘panicogenic’’ substances;
second, cognitive factors (e.g., fear of physical symptoms, catastrophic
appraisal of physical symptoms) account for the occurrence of panic
attacks, as physical symptoms are induced in almost all individuals,
whereas only some go on to develop a panic attack. The main problem
with panic induction studies has been the uncertainty about the extent to
which their findings might be generalized to naturally occurring panic
attacks.

Role of Hyperventilation

Acute hyperventilation (rapid, shallow breathing) causes many symptoms
of panic. However, hyperventilation is not always sufficient, nor is it
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necessary for panic attack to occur, as many panic attacks are neither
preceded by nor associated with hyperventilation.

The pathophysiological changes in acute hyperventilation occur as a
result of the deficit of carbon dioxide: carbon dioxide lost through over-
breathing is not compensated for by its production through metabolism.
The consequently decreased blood level of carbon dioxide (hypocapnia)
and alkalosis lead to symptoms typical of panic attacks. Hypocapnia causes
cerebral vasoconstriction and decreased delivery of oxygen to the brain
tissue, which is clinically manifested through lightheadedness, dizziness,
fainting feeling, blurred vision, and even depersonalization, derealization,
disorientation, confusion, and agitation. Alkalosis leads to hypocalcemia,
and this in turn causes numbness or tingling sensations. The clinical con-
sequences of further pathophysiological changes are tachycardia, palpita-
tions, chest pain or tightness in the chest, and shortness of breath.

In chronic hyperventilation, all the pathophysiological changes are com-
pensated for, except for hypocapnia. Therefore, persons who habitually
hyperventilate may develop symptoms of acute hyperventilation with
minimal increase in their breathing rate. Patients with panic disorder,
however, were not found to be more likely to exhibit chronic hyperventila-
tion than people without panic disorder (Brown et al., 2003).

Other Respiratory Dysfunction in Panic Disorder

Inhalation of 5%—35% carbon dioxide is much more likely to induce panic
attacks in patients with panic disorder than in persons who have never
experienced panic attacks (Gorman et al., 1984). The pathophysiological
mechanism involves respiratory acidosis, hypercapnia, and hypercalcemia,
which cause dyspnea, choking feeling, and panic. This state may trigger
hyperventilation to compensate for the respiratory and metabolic changes,
but hyperventilation only leads to further symptoms of panic (Gorman
et al., 1988). These findings have led to a hypothesis that panic attacks are
a consequence of the hypersensitivity to carbon dioxide of the brain-stem
chemoreceptors (Gorman and Papp, 1990; Papp et al., 1993). Because of this
hypersensitivity, chemoreceptors react excessively to an even minor
increase in the concentration of carbon dioxide, causing dyspnea and
choking feeling followed by hyperventilation, all of which lead to panic.

According to the ‘‘false suffocation alarm’’ theory (Klein, 1993), panic
attack is a consequence of the premature and inappropriate activation of the
alarmmechanism,which aims to prevent choking and ensure survival. This
alarm mechanism involves hyperventilation–and an attempt to lower the
concentration of carbon dioxide in an individual who is hypersensitive to
carbon dioxide and therefore has a lower threshold for activating the alarm.
The reaction is triggered especially in those situations that signal a possi-
bility of lack of oxygen and the consequent suffocation (e.g., being in a
small, enclosed space). Several clinical findings have been listed in support
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of this theory. For example, dyspnea is a frequent symptom during panic
attacks but it is not a manifestation of ‘‘normal’’ anxiety, and panic disorder
is the most common anxiety disorder among people with respiratory dis-
eases. The false suffocation alarm theory has undergone some testing of its
main tenets, with mixed results.

Neuroanatomy and Pathophysiological Mechanisms

Neuroanatomical Model of Panic Disorder

The first version of this theory (Gorman et al., 1989) has proposed that panic
attacks originate in brain-stem structures, specifically locus coeruleus and
raphe nuclei. The limbic system was believed to play the main role in the
development of anticipatory anxiety, whereas the prefrontal cortex was
thought to be involved in panic-related avoidance.

In its revised version (Gorman et al., 2000), the model has suggested that
individuals who go on to develop panic disorder inherit and/or develop
early in life an abnormally sensitive mechanism that regulates anxiety. The
brain structure crucial for the functioning of this mechanism is believed to
be the central nucleus of the amygdala, which is well connected with the
prefrontal cortex, hippocampus, thalamus, hypothalamus, periaqueductal
gray matter, locus coeruleus, and other parts of the brain stem. The overly
sensitive anxiety-regulating mechanism lowers the threshold for tolerating
sensory information, so that ordinary sensory information activates auto-
nomic responses (through brain-stem nuclei) and the accompanying cata-
strophic cognitions (through the cortex). Medications that reduce intensity
and/or frequency of panic attacks do so by decreasing the activity of the
amygdala; cognitive-behavioral therapy and other efficacious psychothera-
pies, by contrast, affect higher brain structures connected with the amyg-
dala, especially the hippocampus and prefrontal cortex.

Neuroimaging Studies

Numerous neuroimaging studies have been conducted in people with
panic disorder. They involved structural and functional imaging, magnetic
resonance imaging, and positron emission tomography, and imaging both
using and not using anxiety- and panic-provocation paradigms. The results
have not been very consistent and pointed tomany areas of brain that could
be implicated in panic disorder. These include the amygdala, hippo-
campus, raphe, insula, anterior cingulate cortex, orbitofrontal cortex, par-
ietooccipital cortex, temporal lobes, and others (e.g., Vythilingam et al.,
2000; Bystritsky et al., 2001; Hasler et al., 2008; Nash et al., 2008; Uchida
et al., 2008). It has been suggested that panic disorder may be characterized
by an impairment of frontal-limbic coordination in the modulation of
anxiety responses (Hasler et al., 2008).
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Neurotransmitter Systems

There is no neurotransmitter abnormality that is specific for panic disorder.
It appears that the noradrenaline (norepinephrine), serotonin, and GABA
systems are involved, in proportions and combinations that vary from one
person to another.

Noradrenaline Early studies of the pathophysiology of panic disorder
focused on the role of the locus coeruleus, which is located in the pons and
contains at least one half of all noradrenergic neurons in the central nervous
system. The locus coeruleus appears to play a key role in coordinating the
functioning of the sympathetic nervous system, as it is well connected with
the hippocampus, amygdala, limbic system, and cerebral cortex (particularly
the frontal lobe). Through the descending pathways that originate in the
locus coeruleus, it also affects peripheral sympathetic activity.

Two lines of evidence suggest that there may be an increased central
noradrenergic activity in panic disorder. One is the finding from animal
studies that stimulation of the locus coeruleus leads to anxiety reactions
that are very similar to panic attacks in humans (Redmond, 1979). The other
is that several medications effective in panic disorder (e.g., tricyclic anti-
depressants and benzodiazepines) decrease the firing rate of the locus
coeruleus. However, the locus coeruleus may have a broader role and
appears to play a part in general arousal responses and responses to
novel stimuli (Aston-Jones et al., 1984). Also, not all medications that
decrease the firing rate of the locus coeruleus (e.g., propranolol, morphine)
show efficacy in the treatment of panic disorder.

In patients with panic disorder, panic attacks can be induced by
yohimbin, an a-2 central adrenergic antagonist that increases the activity
of the locus coeruleus and noradrenergic function (Charney et al., 1984).
Likewise, symptoms of panic and anxiety can be alleviated by clonidine, an
a-2 central adrenergic agonist that inhibits the locus coeruleus. This has led
to a hypothesis that panic disorder may be characterized by hypersensi-
tivity of presynaptic a-2 receptors (Charney and Heninger, 1986) and the
consequently increased noradrenergic stimulation. Such presynaptic
hypersensitivity may be counteracted by imipramine, which would help
explain the efficacy of imipramine in the treatment of panic disorder.

Serotonin The administration of fenfluramine (which enhances the release
of serotonin) and m-chlorophenylpiperazine (which is an agonist at some
serotonin receptors and antagonist at other serotonin receptors) to patients
with panic disorder tends to induce anxiety and panic attacks. Numerous
studies suggest a role of the serotonin system in the pathogenesis of panic
disorder, but the exact mechanisms through which this occurs are not well
understood. It has been hypothesized that the serotonin 1A receptor dys-
functionmay be relatively specific for panic disorder (Lesch et al., 1992), but

60 Anxiety Disorders in Adults



this has not been corroborated. In view of these uncertainties, it is not
surprising that the mechanisms accounting for the efficacy of the selective
serotonin reuptake inhibitors in panic disorder remain unclear.

Gamma-aminobutyric acid The GABA system has been implicated in the
anxiety disorders in general. Administration of antagonists at the benzo-
diazepine-GABAA receptors (e.g., flumazenil) induces panic attacks in
patients with panic disorder (Nutt et al., 1990), whereas administration of
agonists (e.g., benzodiazepines) alleviates anxiety and panic. It is largely on
the basis of these findings that alterations at the level of the benzodiaze-
pine-GABAA receptors have been hypothesized in panic disorder.

Since GABA normally inhibits functioning of the locus coeruleus, thereby
decreasing anxiety and preventing panic attacks, it has been hypothesized
that the GABA system fails to inhibit the locus coeruleus. Thismay occur as a
consequence of various primarymechanisms. For example, individuals with
panic disorder may have fewer benzodiazepine-GABAA receptors, a possi-
bility suggested by the finding of decreased benzodiazepine receptor
binding in imaging studies (Malizia et al., 1998; Bremner et al., 2000a).
Another possibility is that levels of GABA are decreased in patients with
panic disorder (Goddard et al., 2001b). The sensitivity of benzodiazepine-
GABAA receptors may be decreased in panic disorder (Roy-Byrne et al.,
1990) or, more generally, their functioning is altered (Nutt et al., 1990;
Hasler et al., 2008). Finally, there may be a deficiency in endogenous anxio-
lytic substances or an excess of endogenous, anxiogenic/panicogenic sub-
stances, which act via benzodiazepine-GABAA receptors.

PSYCHOLOGICAL MODELS

Cognitive Approaches

All cognitive theories of panic disorder (Table 2—20) share a view that the
main feature of panic disorder, as well as other anxiety disorders, is the
exaggerated perception of threat. It is the nature of this threat that distin-
guishes panic disorder from other anxiety disorders. While the perceived
threat in conditions like phobias is mainly external, the perceived threat in
panic disorder is of an internal nature. That is, the threat in panic disorder is
perceived to originatewithin one’s body,which accounts for panic patients’
hypervigilance about and fear of physical sensations and symptoms and
their proneness to misinterpret certain physical events.

Catastrophic Misinterpretation of Benign Physical Sensations
and Symptoms

The most influential cognitive model of panic disorder was postulated by
Clark (1986, 1988). Its main idea is that panic attack is a consequence of
catastrophic misinterpretation of benign physical sensations and
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symptoms. In other words, physical sensations and symptoms do not lead
to a panic attack unless they have been misinterpreted in a catastrophic
fashion, that is, unless they have been appraised as dangerous and por-
tending a disastrous outcome (death or a life-threatening medical condi-
tion, or, less often, loss of control or loss of sanity).

Physical symptoms, such as those of autonomic hyperactivity, initially
occur as a physiological component of anxiety and are subsequently sub-
jected to misinterpretation. For example, palpitations are typically misin-
terpreted asmeaning that the person is having a heart attack and is about to
die; this misinterpretation then intensifies anxiety and leads to further
arousal and more physical symptoms. These symptoms are in turn further
misinterpreted in a catastrophicmanner, which creates a vicious cycle and a
panic attack. Sensations and symptomsmost likely to be misinterpreted are
usually those that occur suddenly, that have not been experienced before,
or for which the person does not have a ready explanation.

The proneness to misinterpret physical sensations and symptoms cata-
strophically may be a consequence of interacting with the parents who are
preoccupied with health, symptoms, and bodily functions; as such, this
pronenessmay be present long before the very first panic attack. It may also
be reinforced by the attention and care that the person received after the
first panic attack. If the tendency to make catastrophic misinterpretations
persists after the first panic attack, the person will be likely to become
apprehensive about future panic attacks, and thus develop panic disorder.

According to Clark’s theory, panic disorder is maintained by one or both
of the following mechanisms:

1. Persistent hypervigilance about physical sensations and
symptoms lowers the threshold at which they are experienced.
As a result, there are more ‘‘opportunities’’ to misinterpret
sensations and symptoms catastrophically.

Table 2–20. Cognitive Aspects of Panic Disorder

Common to All Anxiety Disorders

Exaggerated perception of threat

Relatively Specific for Panic Disorder

The threat is perceived to originate within one’s body

Hypervigilance about physical sensations and symptoms and bodily functions

Greater likelihood ofmisinterpreting physical sensations and symptoms as a sign
of impending catastrophe

Beliefs about dangerousness of anxiety and its (physical) symptoms, leading to
fear of anxiety and its (physical) symptoms

Greater need for control over physical sensations and symptoms and bodily
functions
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2. Avoidance of all physical activities (e.g., physical recreation,
exercise, sport) that could induce feared physical sensations and
symptoms prevents the person from finding out that these
sensations and symptoms are not dangerous.

The catastrophic-misinterpretationmodel of panic disorder has received
substantial support, although it has not been able to give a convincing
account of all instances of panic attacks (e.g., nocturnal panic attacks).
Also, panic attacks are not always preceded by catastrophic misinterpreta-
tion of physical sensations and symptoms (Rachman et al., 1988; Wolpe and
Rowan, 1988), so that such an appraisal is not always necessary for panic
attacks to develop. In accordance with the model, however, a panic attack
can be prevented if symptoms induced by hyperventilation or other panic
induction procedure are not appraised catastrophically. This has been used
in treatment, as part of the cognitive therapy of panic disorder.

Beliefs About the Dangerousness of Anxiety

This model of panic disorder, sometimes referred to as the ‘‘expectancy
model,’’ was derived from the concept of anxiety sensitivity (Reiss and
McNally, 1985; Reiss, 1991). This concept denotes a fear of anxiety-related
sensations and symptoms, based on beliefs that anxiety and its symptoms
have dangerous consequences, with these consequences being physical (e.g.,
a serious disease, death), psychological (e.g., loss of sanity), or social (e.g.,
humiliation). Anxiety sensitivity is akin to a stable personality dimension
and represents a specific risk factor for developing panic disorder (McNally
and Lorenz, 1987; Reiss, 1991). That is, strong beliefs that anxiety symptoms
are dangerous are present before the first panic attack and predict the
occurrence of panic disorder. High levels of anxiety sensitivity may be
genetically determined (Stein MB et al., 1999a), but may also result from
parental reinforcement of the child’s sick role (Watt et al., 1998) or parental
threatening, hostile, and rejecting behaviors (Scher and Stein, 2003).

Two issues have dominated research on the role of anxiety sensitivity in
panic disorder. The first is the issue of anxiety sensitivity as a specific risk or
vulnerability factor for panic disorder. The findings have beenmixed. Some
studies have supported the notion that high levels of anxiety sensitivity
predict the occurrence of panic disorder (e.g., Maller and Reiss, 1992;
Schmidt et al., 1997, 1999). Other studies have reported that high levels of
anxiety sensitivity predict only panic symptoms and panic attacks, but not
panic disorder (Plehn and Peterson, 2002; Struzik et al., 2004), or that they
denote vulnerability for the development of hypochondriasis (Watt and
Stewart, 2000).

The other issue is the nature of the link between anxiety sensitivity and
panic disorder. Although levels of anxiety sensitivity tend to be higher
among people with panic disorder than among those with other disorders,
anxiety sensitivity was not found to have an exclusive relationship with
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panic disorder. High levels of anxiety sensitivity also characterize some of
the other anxiety disorders (Taylor et al., 1992; Orsillo et al., 1994; Cox et al.,
2001) and major depression (Otto et al., 1995; Taylor et al., 1996). It appears
that only one component of anxiety sensitivity–concerns about physical
consequences of anxiety–might be specifically associated with panic dis-
order (Zinbarg et al., 1997). This is in accordance with panic patients’
hypervigilance about physical symptoms.

The concept of anxiety sensitivity has been of great interest and value in
the study of the psychopathology of panic disorder. The account of
panic disorder based on anxiety sensitivity can be combined with the
catastrophic-misinterpretation theory in that people with high levels of
anxiety sensitivity are more likely to misinterpret certain physical symp-
toms of anxiety as dangerous, because their underlying beliefs about and
fears of these symptoms predispose them to do so. In other words, heigh-
tened anxiety sensitivitymay reflect a catastrophic thinking style associated
with panic disorder, other anxiety disorders, and hypochondriasis (Cox
et al., 2001).

Panic Attacks as False Alarms

Barlow (1988) has proposed a model of panic disorder that includes com-
ponents frombiological, basic emotion, learning (behavioral), and cognitive
theories. His theory first makes a distinction between fear and anxiety
(Table 2—21). Fear is one of the ‘‘basic emotions’’ with a distinct physiolo-
gical pattern (autonomic hyperarousal), which represents an acute, short-
lasting response to the perceived, immediate threat (‘‘true alarm’’). Anxiety
is a longer lasting ‘‘state of mood,’’ which lacks a distinct physiological
pattern and is more cognitive in nature, being characterized by

Table 2–21. Distinctions Between Fear and Anxiety and Between Panic Attacks

and Anticipatory Anxiety a

Characteristics Fear and Panic Attacks Anxiety and Anticipatory Anxiety

Appraisal of threat Clear and immediate Somewhat vague andmore distant
(in the future)

Physiological
response

Autonomic
hyperarousal

Less clear, often absent

Behavioral
response

‘‘Fight or flight’’ No clear and immediate
behavioral response

Onset, course, and
duration

Abrupt onset, acute,
short lasting

Gradual onset, chronic, long
lasting

aDistinctions according to Barlow (1988).
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apprehension about harm and danger in the future. Within this framework,
panic attack is conceptualized as fear but, more precisely, as a ‘‘false alarm,’’
because real danger is not present. Except for the presence or absence of real
danger, there is no difference between panic attacks and fear in terms of
biological (autonomic hyperarousal), cognitive (appraisal of threat as
immediate), and behavioral (‘‘fight-or-flight’’) responses.

Barlow (1988) has suggested that there has to be both a biological and
psychological vulnerability for the first panic attack to develop. Biological
vulnerability refers to a susceptibility to be easily aroused, especially in
response to stress; psychological vulnerability, which results from adverse
childhood events and interactions with parents, pertains to the lack of
security and a strong sense that one has little or no control over one’s life.
The theory accounts for two further developments after the initial panic
attack. The first is the occurrence of the specific type of anxiety or anxious
apprehension about having another panic attack. Panic is then usually
perceived as even more unpleasant, uncontrollable, and dangerous,
which contributes to the maintenance of panic disorder.

In the second development, following the first panic attack, a link is
established between the experience of the false alarm on one hand and
physical symptoms and the accompanying ‘‘negative’’ cognitions on the
other–a process called ‘‘interoceptive conditioning.’’ As a result, the occur-
rence of physical symptoms or certain associated thoughts may trigger
panic attacks; these conditioned panic attacks are referred to as ‘‘learned
alarms.’’

Through the false-alarm model of panic disorder, an important attempt
has been made to integrate knowledge about panic and anxiety from
different perspectives. Certain components of the model are somewhat
controversial–for example, the distinction between panic (fear) and
anxiety–but overall, the model has been widely accepted and used as a
foundation for a specific and effective type of cognitive-behavioral therapy,
panic control treatment.

Other Cognitive Factors

Another phenomenon that may be important in the development of panic
disorder is a loss of the sense of control, often described by patients as the
hallmark of their experience of a panic attack. If this is the case, can a
restoration of this sense of control, even if it is an illusion, prevent panic
attacks? This has been tested in a study inwhich panic attackswere induced
by carbon dioxide inhalations (Sanderson et al., 1989). Subjects who were
led to believe that they had some control over the situation by changing the
concentration of carbon dioxide during inhalations, and thereby decreasing
the likelihood of having panic attacks, had significantly fewer panic attacks
than those who did not have this illusion of control. This study shows that,
at least in some individuals, loss of the sense of control is associated with
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panic attacks. But this loss may precede panic attacks, just as it may be a
consequence of panic disorder.

Expectations of panic attacks in general, and expectations of the attacks
in certain situations in particular, have been associated with the occurrence
of agoraphobia (see Table 2—10). Themore a person expects a panic attack to
occur, the more likely it is for panic to actually occur (Margraf et al., 1986).
This is so because the vigilance and arousal accompanying such expecta-
tions make it easier for physical symptoms to appear; a catastrophic
appraisal of such symptoms then leads to a panic attack.

Psychodynamic Approaches

Modern psychodynamic accounts of panic disorder (Table 2—22) all share a
view that panic attacks are not spontaneous (unexpected); rather, panic
attacks are usually preceded by events that have a unique, unconscious
meaning for the person. This meaning then triggers a panic attack by
automatically activating relevant neurophysiological mechanisms.

What are the unconscious meanings and mechanisms that could trigger
a panic attack? According to the integrative model (Shear et al., 1993), panic
attacks are triggered by the frightening thoughts and fantasies related to the
fear of separation and abandonment by the mighty parental figures and
others. This particular fear is a consequence of the interaction between the
innately anxious, inhibited child and the overcontrolling, critical parents
and the consequent conflict between dependence and independence. Other
manifestations of this unresolved conflict are the following, alternating or
simultaneously present, phenomena: excessive reliance on others, fear of
interpersonal intimacy, and failure to attain a satisfying measure of inde-
pendence. As a result of these dynamics, panic patients often harbor nega-
tive, angry, and hostile feelings toward their parents and other persons
important in their lives, but at the same time they are extremely afraid of

Table 2–22. Psychodynamic Themes in Panic Disorder

• Panic attacks are triggered by events that have a unique, unconscious meaning
for the person

• Fears of separation and abandonment
• Unresolved conflict between dependence and independence

Excessive reliance on others
Fear of interpersonal intimacy
Failure to attain a satisfying measure of independence

• Ambivalent attitudes toward significant others

• Finding a bearable ‘‘interpersonal distance,’’ so that significant others are
neither too close (controlling) nor too far (impossible to rely on)
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such feelings and use various defensemechanisms to avoid them. Themain
problem that panic patients face is to find a bearable ‘‘interpersonal dis-
tance’’ so that significant, mighty others are neither too close nor too far.

While the mainstream psychodynamic approach to panic disorder
emphasizes underlying intrapsychic conflicts, self-psychology proposes a
‘‘deficitmodel.’’ According to this approach, panic disorder is conceptualized
as a result of a structural defect,with consequent deficiencies in the control of
anxiety (Kohut, 1971, 1977). This defect is attributed to the parents’ inability
to empathizewith the child, so that the child cannot feel secure. A fragile and
incohesive self then develops and, as such, it is prone to fragmentation,
which is the essence of the experience of panic (Diamond, 1985, 1987).

Psychological Accounts of Agoraphobia

The straightforward explanation of agoraphobia is that it is a consequence of
recurrent panic attacks and anticipatory anxiety. As a result of conditioning,
patients learn to fear those places and situations where they have had
unpleasant, frightening panic attacks and symptoms (and where they now
expect to have another attack). The avoidance of such places and situations
reinforces agoraphobia, because avoidance decreases the possibility of
having panic attacks, panic symptoms, and, more generally, anxiety and
discomfort. The avoided situations are believed to be dangerous because of
their link with panic attacks and panic symptoms: these are situations from
which patients might have difficulty escaping in case of a panic attack or in
which theymight feel embarrassed and therewould be no one to help in case
of a panic attack. The avoidance behavior prevents disconfirmation of beliefs
about such situations and about panic attacks and symptoms.

In other accounts of agoraphobia, panic attacks are not postulated as
being so crucial in the development of agoraphobia. Instead, the avoidance
behavior might have meanings and purposes other than just reducing the
possibility of having a panic attack. The psychodynamic model of agora-
phobia is a prime example of such an approach.

The classical psychoanalytic explanation (Fenichel, 1945; Miller, 1953) is
that agoraphobia serves the purpose of ‘‘protecting’’ women from uncon-
scious, forbidden sexual drives that suggest promiscuous tendencies. By
developing agoraphobia and ultimately by becoming homebound, such
women no longer have an ‘‘opportunity’’ to be unfaithful to their partners,
who are often depicted as controlling and jealous. In this scenario, agor-
aphobia may also serve the purpose of ‘‘saving the marriage’’ (or saving the
relationship, in a wider sense), and this is the secondary gain from having
agoraphobia. Partners of agoraphobic patients may also ‘‘benefit’’ from
agoraphobia, as it allows them to have better control over the agoraphobia
sufferers. This is consistent with the observations (e.g., Hafner, 1977) that
husbands of agoraphobic patients are often reluctant to change the agor-
aphobic status quo, that they may sabotage the treatment of patients, and
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that they actually get worse (become more jealous or develop sexual dys-
function) as patients get better.

The hypothesis that agoraphobia has the ‘‘marriage-saving’’ function has
not been confirmed: studies generally show that marital functioning
improves, rather than deteriorates, in the course of behavioral treatment of
agoraphobia, and that treatment does not affect patients’ partners in a nega-
tive way (Lange and van Dyck, 1992; Emmelkamp and Gerlsma, 1994).
Moreover, studies could not confirm that marriages of most patients with
agoraphobia differed significantly from the marriages of persons without
agoraphobia (Buglass et al., 1977; Arrindell and Emmelkamp, 1986; McLeod,
1994). There is a subset of patients with agoraphobia, however, who are in a
dysfunctional marital relationship such as that outlined above, and that is
very prominent and precedes the onset of agoraphobia. This may play some
role in the development of agoraphobia. One review has concluded that the
issue of the role of marital dysfunction in the development of panic disorder
with agoraphobia remains open (Marcaurelle et al., 2003).

Patients with agoraphobia who have significant marital problems often
exhibit a paralyzing ambivalence about what to do. They want to leave their
partners or seek a divorce, but are equally afraid of doing so; weighing the
reasons for and against separationmay be all-encompassing and exhausting.
Such ambivalencemay reflect an underlying conflict between autonomy and
attachment (or independence and dependence), which was presumed to be
an important factor in agoraphobia (Frances and Dunn, 1975).

More broadly, agoraphobia is portrayed as a prototype of dependent
behavior. Patientswith agoraphobia, however, do not necessarily feel ‘‘com-
fortable’’ about such dependence and may be quite resentful and hostile
toward the person(s) on whom they have become dependent.

There has been some speculation about childhood ‘‘precursors’’ of agor-
aphobia. Agoraphobic patients may come from families in which mothers
had a dominant and controlling position, and in which independent beha-
vior and open expression of feelings and needs were discouraged or even
punished (Goldstein and Chambless, 1978). Children growing up in such
families adopt a style of avoidance in dealing with problems and leave it to
others to take responsibility and ‘‘do things’’ for them, because they do not
feel capable of acting responsibly and functioning on their own. Although
there may be a link between these features in childhood and behaviors
typical of agoraphobia in adulthood, the specificity of this link is
questionable.

FACTORS AT THE BIOLOGICAL/PSYCHOLOGICAL INTERFACE

Childhood Separation Anxiety and School Phobia or Refusal

Separation anxiety in infants and young children has been conceptualized
as a biologically determined, automatic response to separation from the
mother or the mothering figure (Klein, 1981). This response is seen as the
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child’s effective protest and serves the purpose of ‘‘assuring’’ that the
mother will return as quickly as possible. Ultimately, separation anxiety
is important for survival of the individual and the humankind. A panic
attack occurs because of the inborn lowered threshold at which separation
anxiety is activated. In other words, hypersensitivity to separation is at the
root of a panic attack, as the attack may occur even when separation is
merely being thought about or anticipated.

The findings that separation anxiety is more prominent among girls
(Zitrin and Ross, 1988; Silove et al., 1993) and that it has a genetic basis
only in females (Silove et al., 1995) have also been interpreted in terms of the
theory of evolution. That is, strong separation anxiety in women (but not in
men) was seen as adaptive and helping the survival of the species, because
it ‘‘forced’’ women to stay with their children and thereby protect the
children and care for them (Silove et al., 1995). If this is the case, then
agoraphobia could be understood as a result of the conflict between these
traditional, survival-driven feminine roles and expectations by contem-
porary Western society that women take on various social roles, be inde-
pendent, and compete with men. This account of agoraphobia might also
help explain why men are so underrepresented among individuals with
agoraphobia.

Separation anxiety plays a pivotal role in Bowlby’s (1973) attachment
theory. According to this theory, separation anxiety is the prototype of any
and every anxiety; it can be neutralized only through a secure attachment to
the mother (or the mothering figure). If the mother fails to provide security
to the child, an ‘‘insecure attachment’’ develops, while the separation
anxiety persists. Therefore, agoraphobia will ensue in a child, who as a
result of insecure attachment, feels that reliance on parents (and thus on
others in general) is not possible but at the same time is afraid of separating
from them.

Studies have shown that patients with panic disorder are more likely to
have a history of childhood separation anxiety and school phobia (e.g.,
Gittelman and Klein, 1984). Also, patients with agoraphobia more often
experienced prolonged separation from their mothers in childhood and
were more likely to report separation or divorce of their parents and
parents’ deaths during childhood (Faravelli et al., 1985).

Other research has not found that there is a specific link between
childhood separation anxiety and separation experiences on one hand
and panic disorder or agoraphobia on the other. That is, childhood separa-
tion anxiety and separation experiences have been found just as fre-
quently in patients with generalized anxiety disorder, social anxiety
disorder, specific phobias, obsessive-compulsive disorder, depression,
and eating disorders. Therefore, childhood separation anxiety may be
one of the nonspecific risk factors for developing not only panic disorder
and agoraphobia but also a range of other psychiatric conditions in
adulthood.
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Behavioral Inhibition in Childhood

Childhood behavioral inhibition is another etiological explanatory con-
struct often used by theorists, clinicians, and researchers of various orienta-
tions. It refers to the inborn dimension of temperament, characterized by
caution, inhibition, withdrawal, and physiological hyperarousal on expo-
sure to novel stimuli and situations. When this behavior is prominent and
persistent, it prevents exploration of the surrounding world, use of cogni-
tive potentials, and self-assertion. Childhood behavioral inhibition was
found to be a nonspecific risk factor for several anxiety disorders, including
panic disorder, agoraphobia, and social anxiety disorder (Rosenbaum et al.,
1988). The link between behavioral inhibition and social anxiety disorder is
stronger and somewhat more specific, and the corresponding theory is
presented in greater detail in Chapter 4.

Role of Other Developmental Factors and External Influences

Patients with panic disorder are more likely to report the occurrence of
various unpleasant and/or traumatic events during their childhood,
including physical and sexual abuse. They also tend to report difficulties
in relationships with family members and a ‘‘family climate’’ characterized
by strife (Raskin et al., 1982). Patients with panic disorder aremore likely to
perceive their parents as being overprotective, controlling, too critical and
too strict, lacking in warmth and care, and/or being less interested in their
children (Arrindell et al., 1983; Leon and Leon, 1990; Faravelli et al., 1991;
Silove et al., 1991).

There are two fundamental problems with research of this kind. One is
the retrospective methodological approach, which can be biased. The other
is a lack of specificity of the research findings: traumatic experiences in
childhood, unfavorable family constellation, and negative perception of
parents have been found in adult patients with very different conditions.

Life Events Research

In the year preceding the onset of panic disorder, more negative life events
were found among patients with panic disorder than among control group
subjects. Among these life events, particularly common were separation or
divorce and serious illness or death (especially sudden death) of a close
familymember or friend. The underlyingmeaning and significance of these
events may be in their leading to abandonment or portending danger, in
addition to such events often being experienced as loss of control (Roy-
Byrne et al., 1986; Faravelli and Pallanti, 1989).

The onset of panic disorder is preceded not only by clearly unpleasant or
painful events but also by such events as getting married or having a child.
This suggests that some people who develop panic disorder may be parti-
cularly sensitive to any changes in their lives (Lteif and Mavissakalian,
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1995). These findings have led to a hypothesis that the nature of life events
preceding panic disorder is not as important as their negative interpretation
(Rapee et al., 1990b); in turn, such an interpretation may be determined by
various contextual factors (e.g., current health problems, perceived lack of
support), personality-related factors (e.g., neuroticism), and/or childhood
factors (e.g., loss of parents during childhood).

Perhaps life events that suddenly demonstrate the extent of a person’s
vulnerability and lack of control activate biological alarm mechanisms.
Once set in motion, these mechanisms continue to operate and thus main-
tain panic attacks, long after the occurrence of the unpleasant or traumatic
precipitating event.

TREATMENT

In view of the chronic course of panic disorder in most cases, short-term
treatment is usually not sufficient. Even when significant improvement
occurs after several weeks or months of treatment with medications or
cognitive-behavioral therapy (CBT), as it does in 70%—80% of patients,
some treatment measures need to remain in place because of the possibility
of relapse and complications.

When patients with panic disorder first present for treatment, they are
typically distressed by panic attacks and frightened of their consequences.
They are likely to urgently seek some plausible explanation for their symp-
toms, reassurance that the feared catastrophe will not happen, and quick
relief from at least some of their symptoms. All this can be achieved through
relatively simple measures, such as psychoeducation and provision of
support, in addition to administration of medication, if appropriate. The
subsequent course of therapeutic action is a matter of negotiation between
patients and their therapists, and ideally this occurs after patients have
been well informed about available treatment options. In this process, it is
important to identify patients’ expectations from treatment and explore any
discrepancies between these expectations and treatment realities.

Regardless of the treatment modality used, short-term (3—6 months)
goals of treatment of panic disorder generally include a significant decrease
in the frequency and intensity of panic attacks, and decrease in the intensity
of anticipatory anxiety and panic-related avoidance. Although mainte-
nance of the previously achieved treatment gains and further symptomatic
improvement are important treatment goals in the long term (more than 3—6
months) treatment of panic disorder, the focus of treatment shifts largely to
improving quality of life, minimizing impairment and likelihood of
relapses and complications, and decreasing vulnerability to panic disorder
(Starcevic, 1998). Long-term treatment of panic disorder takes different
forms, such as maintenance pharmacotherapy, weekly sessions of psycho-
therapy, occasional ‘‘booster’’ sessions of CBT, or any combination of these
treatment modalities.
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PHARMACOLOGICAL TREATMENT

Indications for Pharmacotherapy and Goals of

Pharmacological Treatment

Medications are usually used in the treatment of panic disorder when the
condition is of moderate to severe intensity, when patients are in such
distress that a quick relief is needed, and/or when panic disorder co-
occurs with another psychiatric disorder, especially depression.

To the extent that panic disorder is characterized by the preponderance
of unexpected panic attacks at the time of commencing treatment, antidepres-
sant therapy may be useful, because antidepressants have been found to
have a specific, suppressing effect on unexpected panic attacks, without
significant effects on other components of panic disorder (Uhlenhuth et al.,
2000, 2002). In other words, antidepressants alone may be sufficient in the
treatment of panic disorder without agoraphobia, whereas treatment of
panic disorder with agoraphobia may require more than an antidepressant.

The main short-term goals of pharmacotherapy of panic disorder are a
decrease in the intensity and frequency of panic attacks and decrease in
general symptoms of anxiety. Pharmacotherapy may also aim to suppress
panic attacks. As already noted, pharmacotherapy is less effective in alle-
viating anticipatory anxiety and panic-related avoidance, but when this
does occur, it is usually a consequence of the primary effect on (unexpected)
panic attacks. The main long-term goals of pharmacotherapy are preven-
tion of complications of panic disorder and improvement in quality of life.

Choice of Medication

Three groups of medications (selective serotonin reuptake inhibitors
[SSRIs], tricyclic antidepressants [TCAs], and high-potency benzodiaze-
pines [alprazolam, clonazepam]) and venlafaxine are approximately
equally efficacious in the treatment of panic disorder. Of the SSRIs, the
evidence of efficacy exists for paroxetine (Oehrberg et al., 1995; Lecrubier
et al., 1997; Ballenger et al., 1998), sertraline (Londborg et al., 1998; Pohl et al.,
1998; Pollack et al., 1998), fluvoxamine (den Boer et al., 1987; Black et al.,
1993; Hoehn-Saric et al., 1993b), citalopram (Wade et al., 1997), fluoxetine
(Michelson et al., 1998), and escitalopram (Stahl et al., 2003). As there are
certain clinically meaningful differences between individual SSRIs, the
choice of an SSRI for treatment of panic disorder (and other anxiety dis-
orders) is based on the efficacy data, side effect profiles, likelihood of
clinically significant interactions with other drugs, and likelihood of dis-
continuation symptoms following cessation of pharmacotherapy (see Long-
term Pharmacological Treatment, below).

Venlafaxine (in its extended-release [XR] formulation), which is a sero-
tonin and noradrenaline reuptake inhibitor, has also demonstrated efficacy
in panic disorder (Ferguson et al., 2007; Pollack et al., 2007).
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Of the TCAs, imipramine (Cross-National Collaborative Panic Study,
1992) and clomipramine (Cassano et al., 1988; Johnston et al., 1988; Fahy
et al., 1992;Modigh et al., 1992;Gentil et al., 1993)were found to be efficacious
in panic disorder. When clomipramine was compared with imipramine
(Cassano et al., 1988; Modigh et al., 1992; Gentil et al., 1993), it was found to
be somewhat more efficacious, with an earlier onset of efficacy.

Although various benzodiazepines have been used in the treatment of
panic disorder, the convincing evidence of their efficacy exists for alpra-
zolam (Ballenger et al., 1988; Cross-National Collaborative Panic Study,
1992) and clonazepam (Tesar et al., 1991).

It is important to note that the placebo response rates in pharmacological
studies of panic disorder are often quite high, up to 51% in some studies
(Pohl et al., 1998). Apart from raising concerns about the methodology and
interpretation of results of various drug trials, this finding suggests that
nonspecific treatment factors (such as expectations from the treatment that
patientsmay have and the therapeutic relationshipwith the physician)may
play an important role in the treatment of panic disorder.

Because there are no differences in efficacy between SSRIs, venlafaxine
XR, TCAs, and benzodiazepines, the choice of medication depends on the
factors listed in Table 2—23. The relative importance of each of these factors
in every patient with panic disorder then determines which medication
is used.

Although SSRIs, venlafaxine XR, and TCAs are considered first-, second-,
and third-line choices of treatment, respectively (Table 2—24), they can

Table 2–23. Factors to Be Taken Into Consideration When Choosing a

Medication for Treatment of Panic Disorder

Factors SSRIs Venlafaxine

XR

TCAs BDZs

Side-effect profile and general tolerability þþ þ/þþ 0 þþþ
Presence of co-occurring mental disorders,
especially depression (and history of
depression)

þþþ þþþ þþþ 0

History of alcohol or other substance abuse
or dependence

þþþ þþþ þþþ 0

Speed of therapeutic (antipanic) response 0 0 0 þþþ
Safety in overdose þþþ þ/þþ 0 þþþ

SSRIs, selective serotonin reuptake inhibitors; Venlafaxine XR, venlafaxine extended-release;
TCAs, tricyclic antidepressants; BDZs, benzodiazepines
þþþ Clear advantage
þþ Some or relative advantage
þ Minimal advantage
0 No advantage
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initially be administered togetherwith a benzodiazepine, or treatment can be
commencedwith a benzodiazepine only. This decision is likely to depend on
the combination of factors listed in Table 2—23.

One study suggests that making decisions about pharmacotherapy of
panic disorder is fairly complex, without these decisions necessarily being
based on current treatment guidelines (Bruce et al., 2003). This study
indicates that benzodiazepines continue to be the most commonly used
form of pharmacotherapy for panic disorder in the United States and that a
majority of patients taking SSRIs also use benzodiazepines at the same time.
The twomost likely reasons for the apparent preference of benzodiazepines
over SSRIs are their rapid onset of action and better tolerability (Bruce et al.,
2003). An earlier study has already indicated that in comparison with
patients treated with imipramine, panic patients treated with alprazolam
were less likely to drop out of treatment and more likely to experience
substantial relief from panic attacks (Schweizer et al., 1993).

Selective Serotonin Reuptake Inhibitors, Venlafaxine

Extended-Release, and Tricyclic Antidepressants in Treatment

of Panic Disorder

There are several reasons for the current status of SSRIs as the first-line
pharmacological treatment for panic disorder (see Table 2—23). Their side
effects are generally better tolerated than the side effects of TCAs, and they
are safer in overdose than TCAs (an important consideration for many
patients with panic disorder who develop depression and become sui-
cidal). They are also not associated with dependence to the extent that
benzodiazepines are, and SSRIs are often efficacious in pharmacological
treatment of many disorders that tend to co-occur with panic disorder (e.g.,
generalized anxiety disorder, social anxiety disorder, depression). Perhaps

Table 2–24. Choice of Medication in Treatment of Panic Disorder

Rank Medication

First-line a. SSRIs (especially sertraline, paroxetine, and escitalopram)
b. SSRI þ high-potency BDZ (alprazolam, clonazepam)

Second-line a. Venlafaxine XR
b. Venlafaxine XR þ high-potency BDZ (alprazolam,

clonazepam)

Third-line a. TCAs (clomipramine, imipramine)
b. TCA þ high-potency BDZ (alprazolam, clonazepam)

Fourth-line High-potency BDZs (alprazolam, clonazepam) only

SSRI, selective serotonin reuptake inhibitor; Venlafaxine XR, venlafaxine extended-release;
TCA, tricyclic antidepressant; BDZ, benzodiazepine.
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the greatest disadvantage of the SSRIs is the fact that their full antipanic
efficacy appears only after they have been administered continuously for
4—6 weeks. This delayed efficacy may be even more pronounced with
TCAs, where antipanic effect often appears after 8—12 weeks of treatment.

Comparisons between clomipramine and SSRIs did not show significant
differences in efficacy, but SSRIs tended to be better tolerated (den Boer
et al., 1987; Lecrubier and Judge, 1997; Lecrubier et al., 1997; Wade et al.,
1997). One meta-analysis has confirmed that there are no differences in
efficacy between TCAs and SSRIs, but the number of dropouts was sig-
nificantly higher among panic patients treated with TCAs (Bakker et al.,
2002b). However, another review of the comparative efficacy and toler-
ability of SSRIs and TCAs found no differences (Otto et al., 2001), adding
to the growing impression that good tolerability of SSRIs in panic disorder
might have been somewhat overestimated.

Indeed, side effects of SSRIs can be troublesome, accounting for their
premature discontinuation in a substantial proportion of panic patients
(e.g., Cowley et al., 1997). Because the occurrence of side effects is
unpredictable, patients should be well informed about them before com-
mencing treatment. Most common are nausea, vomiting, diarrhea, other
gastrointestinal disturbances, agitation, headache, dizziness, and insomnia.
If the side effects are severe, some patients describe them as ‘‘worst ever
experience.’’ To prevent insomnia, SSRIs should generally be administered
in the morning. A hypnotic medication can be taken on an as-needed (prn)
basis if patients have already developed insomnia. Side effects may be
particularly prominent at the beginning of treatment and usually abate
with continued pharmacotherapy.

Although venlafaxine XR appears to perform just as well as paroxetine in
the treatment of panic disorder, it is often considered a second-line pharma-
cotherapy option for panic disorder (e.g., National Institute for Clinical
Excellence, 2004). The main reason for this is a less favorable side-effect
profile of venlafaxine XR in higher doses (>225 mg/day), with increased
blood pressure and possible cardiotoxicity. Also, there have been reports of
lethal outcomes of overdoses with venlafaxine XR. Its side effects at lower
doses (75—150mg/days) are similar to the side effects of SSRIs. Less common
side effects that may emerge in the course of treatment with venlafaxine XR
include dry mouth, constipation, dizziness, sedation, and sweating.

The occurrence of side effects of TCAs is more predictable than that of
SSRIs; for example, most patients taking a TCAwill have dry mouth. The
main issue is whether patients can tolerate the side effects of TCAs (which
most commonly include anticholinergic symptoms, such as dry mouth,
blurred vision, constipation, and urinary hesitancy, plus sedation, weight
gain, postural hypotension, tachycardia, sexual dysfunction, and lowering
of the seizure threshold). Some of these side effects are dose-dependent
(e.g., sedation) andmay disappear with a reduction in dose, whereas others
occur regardless of dosage. In view of their side-effect profile and specific
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organ toxicity, TCAs are contraindicated in patients with cardiac arrhyth-
mias, enlarged prostate, glaucoma, and epilepsy.

IfSSRIs,venlafaxineXR,orTCAsarecommencedat theirusualantidepres-
sant dosage, agitation, restlessness, and increased anxiety (‘‘jitteriness syn-
drome’’) are particularly common. This phenomenon seems to be relatively
specific for panic disorder. Therefore, it is important to start an SSRI or venla-
faxineXRatonequartertoonehalfofits initialantidepressantdose.Inpractice,
this means that sertraline should be commenced at 12.5—25 mg/day, parox-
etine at 5—10 mg/day, escitalopram at 2.5—5 mg/day, and venlafaxine XR at
37.5 mg/day. When using a TCA, the starting dose should be 10 mg/day of
imipramineor clomipramine.The initial doses shouldbe increased as quickly
aspossible,dependingonsideeffects. ForanSSRI,venlafaxineXR,oraTCAto
reach therapeutic dosage, several weeks may need to elapse; the rate of
increasing the dose should be tailored to each individual patient. This phase
of treatment is often critical, as patients do not yet experience the benefits of
pharmacotherapy while possibly having prominent side effects. It is not
surprising, then, that dropout rates are highest during this period.

The other commonly used strategy to counteract initial agitation and
increase in anxiety with SSRIs, venlafaxine XR, or TCAs is to coadminister
alprazolam or clonazepam. This combination is also useful for quick alle-
viation of distress and panic symptoms and for producing an earlier
response, as confirmed by the results of studies in which clonazepam was
coadministered with sertraline (Goddard et al., 2001a) and paroxetine
(Pollack et al., 2003). The combined treatment with an SSRI, venlafaxine
XR, or a TCA and alprazolam or clonazepam should last for 6—12 weeks–a
period during which the dosage of an SSRI, venlafaxine XR, or a TCA is
gradually increased to a therapeutic range, while a benzodiazepine is
subsequently discontinued. Alternatively, combined antidepressant-
benzodiazepine treatment can be continued for prolonged periods of
time, depending on the circumstances of individual patients.

The usual medication doses for panic disorder are shown in Table 2—25.
A target dose among SSRIs has been established only for paroxetine: 40 mg/
day (Ballenger et al., 1998). However, if the patient responds fully to a daily
dose of 20 or 30mgofparoxetine, there is noneed to further increase thedose.
Sertralinewas found to be efficacious in all three doses (50mg/day, 100mg/
day, 200 mg/day) that were used (Londborg et al., 1998). Citalopram and
fluoxetinemaybemore efficacious indoses of 20—30mg/dayand20mg/day,
respectively, than in lower doses (Wade et al., 1997; Lepola et al., 1998;
Michelsonetal., 1998). If there isnosatisfactoryresponsetoadoseoffluoxetine
of20mg/day,patientsmaybenefit fromahigherdose (Michelsonetal., 2001).

The doses of venlafaxine XR that have been efficacious in treating panic
disorder range from 75 mg/day to 225 mg/day (Ferguson et al., 2007;
Pollack et al., 2007). This indicates that noradrenergic properties of venla-
faxine XR, associated with higher doses, may not be necessary for efficacy
in panic disorder.
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A higher dose of imipramine (e.g., 200 mg/day) was associated with
greater likelihood of response and more treatment gains (Mavissakalian
and Perel, 1989, 1995). Therefore, the dose of imipramine should be pushed
relatively quickly to at least 100—150 mg/day, unless patients experience
intolerable side effects.

Benzodiazepines in Treatment of Panic Disorder

Some patients are so troubled by their symptoms and the overall experience
of panic that they urgently seek alleviation of anxiety and panic. Because of
the quick onset of anxiolytic and antipanic action, benzodiazepines are
particularly advantageous in short-term treatment of such patients, as
patients experience significant relief, with a complete disappearance of
panic attacks within days or 1 to 2 weeks. In addition, benzodiazepines
are generally well tolerated, and, if taken alone, are safe in overdose. The
main disadvantages of benzodiazepines include therapeutic drug depen-
dence and lack of efficacy for co-occurring depression and some of the other
anxiety disorders (e.g., obsessive-compulsive disorder).

The most important and most common side effect of benzodiazepines is
sedation, which patients typically experience through drowsiness and/or
difficulty keeping their attention focused. If sedation is accompanied by
problems with motor coordination, skills needed for driving or other com-
plex activities may be impaired. Sedation and the accompanying impair-
ment in motor coordination are made worse by the use of alcohol, and

Table 2–25. Medication Dosages Efficacious in Treatment

of Panic Disorder

Medication Dose Range

Selective serotonin reuptake inhibitors

Sertraline 50—200 mg/day
Paroxetine 20—60 mg/day
Escitalopram 10—20 mg/day
Citalopram 20—60 mg/day
Fluvoxamine 100—300 mg/day
Fluoxetine 20—40 mg/day

Venlafaxine XR 75—225 mg/day

Tricyclic antidepressants

Clomipramine 75—250 mg/day
Imipramine 100—250 mg/day

Benzodiazepines

Alprazolam 1.5—6 mg/day
Clonazepam 1—4 mg/day
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patients should be warned of the potential consequences of sedation and
should be advised not to use alcohol along with benzodiazepines. Sedation
is dose-dependent and tolerance to sedation develops quickly, so that
higher doses of benzodiazepines are required to produce the same initial
degree of sedation. In clinical practice, this means that sedation usually
occurs at the very beginning of treatment or immediately after a dose of a
benzodiazepine has been increased; there is usually no need to decrease the
dose because of sedation. However, if sedation does persist, the dose may
be decreased.

Another relatively common side effect of benzodiazepines is certain
memory impairment, usually in the form of clinically nonsignificant ante-
rograde amnesia. Some patients exhibit ‘‘paradoxical reactions’’ to benzo-
diazepines, which refers to irritability and disinhibited or aggressive
behavior, instead of the expected effects of anxiolysis and sense of calm.

Alprazolam and clonazepam are the most commonly used benzodiaze-
pines in the treatment of panic disorder. The initial dose of alprazolam is
usually 1 mg/day, while the initial dose of clonazepam is 0.5 mg/day. The
dose is then gradually increased, according to response and side effects
(e.g., sedation). Clonazepam may have an advantage over alprazolam in
that it has a longer duration of action and is therefore less likely to be
associated with discontinuation problems. In addition, because of the
same property, it is easier to administer clonazepam–usually twice a
day–whereas the total daily dosage of alprazolam needs to be divided
into three to four doses. For clonazepam it appears that doses of 1 mg/day
and above are more efficacious than a dose of 0.5 mg/day; the dose of 1—2
mg/day is also well tolerated (Rosenbaum et al., 1997).

The optimal length of treatment of panic disorder with benzodiazepines
is not known. There is general agreement that because of dependence issues
(see below), benzodiazepines should be used for as brief a time as possible;
this usually translates to 6—12 weeks of treatment. It appears, however, that
quite a few patients require long-term treatment with benzodiazepines,
which may extend over several months or even years.

Long-Term Pharmacological Treatment

Because panic disorder tends to have a chronic course, pharmacological
treatment should be continued for at least 6—12 months after the patient has
attained remission and the panic attacks have either disappeared comple-
tely or their frequency and severity have decreased significantly. In prac-
tice, patients often take medications for longer periods of time. After 1 year,
a physician needs to review whether pharmacotherapy is to continue. In
doing so, the physician should bear in mind that there is a high risk of
relapse upon cessation of medication, unless the patient has learned stra-
tegies for coping with panic symptoms and anxiety. A decision to stop
medication should be made jointly by the physician and patient after the
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patient has been well informed of the risks involved in medication cessa-
tion. It is also important that the patient feels ready for discontinuing
pharmacological treatment.

Relapse seems to occur even in the course of adequate long-term
pharmacotherapy, with as many as 46% of patients reporting a relapse
after they had achieved remission (Simon et al., 2002). Relapse figures
upon discontinuation of medication vary, with about 37% of panic patients
relapsing within 6 months after cessation of antidepressants
(Mavissakalian and Perel, 2002), and 67% relapsing over the course of 3
years (Toni et al., 2000). An even greater number of panic patients may
relapse after the cessation of benzodiazepines (Noyes et al., 1991).

What can be done to minimize the risk of relapse after discontinuing
pharmacotherapy? Several strategies have been proposed. The first is an
administration of antipanic medication for longer periods of time (e.g., for
18 months rather than 6 months); as far as imipramine is concerned, this
approach has not been supported convincingly (Mavissakalian and Perel,
1992, 2002). The other strategy is to add psychological interventions, most
notably CBT, to the ongoing pharmacotherapy (see Combined Treatments,
below). Clinicians may also try to detect a relapse early on, and then
reinstitute treatment; risk factors for recurrence of panic disorder following
discontinuation of antidepressants have been identified–for example, high
level of anxiety sensitivity (Mavissakalian and Guo, 2004).

Except for paroxetine in some cases, most patients either do not gain
weight or gain weight only minimally in the course of long-term treatment
with SSRIs. The most troublesome long-term side effects of SSRIs and
venlafaxine XR are various problems with sexual functioning. The SSRI-
and venlafaxine-associated sexual dysfunction usually takes the form of
ejaculatory disturbances (delayed or absent ejaculation) in men and anor-
gasmia in women. Less commonly, patients taking SSRIs or venlafaxine XR
have erectile problems and decreased sexual desire. Of all the SSRIs, par-
oxetine may be most likely to be associated with sexual dysfunction.

In the long-term pharmacological treatment of panic disorder, medica-
tions do not seem to exhibit a decrease in efficacy (Uhlenhuth et al., 1988;
Lecrubier and Judge, 1997; Lepola et al., 1998; Michelson et al., 1999).
Therefore, the dose of medication during long-term treatment does not
need to be increased, and it is likely to be the same as the one that initially
produced remission of panic disorder.

Discontinuation or withdrawal symptoms occur in many patients who
stop taking SSRIs or venlafaxine XR abruptly. These symptoms include
restlessness, headache, dizziness, sweating, nausea, exhaustion, muscle
pain, and flu-like symptoms, but various other symptoms may appear as
well. Discontinuation symptoms aremore likely to be seen after cessation of
paroxetine than after cessation of other SSRIs–for example, sertraline
(Bandelow et al., 2004). These problems usually do not occur with fluox-
etine, because of its longer half-life. It is good clinical practice to decrease
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the dose of SSRIs and venlafaxine XR gradually, before their complete
cessation. Depending on the dosage and type of SSRI used, this process
usually takes between 1 to 2 weeks and 2 to 3 months; with venlafaxine XR,
the taper should be longer rather than shorter.

Specific Issues in the Course of Long-Term Treatment

With Benzodiazepines

The main issue during long-term treatment with benzodiazepines is ther-
apeutic dependence on these medications, often labeled ‘‘addiction.’’
Although therapeutic drug dependence and dependence on alcohol and
certain illicit drugs (‘‘addiction’’) are both characterized by the occurrence
of withdrawal symptoms upon abrupt cessation of the drug, there are
important differences between the two. Unlike addiction, therapeutic
dependence on benzodiazepines is not associated with tolerance
(increasing the dosage to produce the same initial anxiolytic effect or the
initial dose producing a decreased effect). This was demonstrated by stu-
dies in which patients usually showed no tendency to escalate the dosage
nor to develop tolerance to the anxiolytic effects of benzodiazepines over
long-term treatment (Nagy et al., 1989; Pollack et al., 1993; Schweizer et al.,
1993; Worthington et al., 1998). Moreover, patients using benzodiazepines
over long periods of time do not crave themedication and show no adverse
health and/or social consequences (e.g., an all-encompassing preoccupa-
tion with benzodiazepines).

There is no evidence that panic patients are more likely to abuse benzo-
diazepines in the absence of current or past alcohol or other substance use
disorder (e.g., Salzman et al., 1993; Andersch and Hetta, 2003). Therefore, it
is erroneous to assume automatically that benzodiazepines are ‘‘addictive’’
and on that basis deprive panic patients of these drugs’ potential benefits.
However, benzodiazepines should generally not be prescribed to panic
patients with current or past substance use problems. Caution is also war-
ranted when administering benzodiazepines to patients who have a family
history of a substance use disorder and personality features (e.g., dependent)
that might make it more difficult for them to stop taking benzodiazepines.

Benzodiazepine withdrawal symptoms are more likely to occur if the
patient has been taking a benzodiazepine with a shorter half-life (e.g.,
alprazolam), if its dose has been higher (e.g., more than 2 mg of alprazolam
per day), and if a benzodiazepine has been taken continuously over a longer
period of time (generally more than 1—2 months). Benzodiazepine with-
drawal syndrome is an unpleasant experience, which is rarely
life-threatening. It may resemble a recurrence of anxiety disorder, and
symptoms such as increased anxiety, tension, restlessness, agitation,
insomnia, and panic attacks are quite common, especially a short time
after a benzodiazepine has been ceased. If they occur, severe withdrawal
symptoms usually appear later: tachycardia, hypertension, profuse
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sweating, nausea, vomiting, tremor, muscle pain, unstable gait, transient
hallucinations, and, rarely, grand mal seizures. The prevention of a severe
withdrawal syndrome entails its early recognition on the basis of the
relatively specific symptoms (hypersensitivity to light, sound, smell or
taste, various perceptual disturbances, distorted body image, tinnitus, tin-
gling sensations, depersonalization, derealization) and early treatment.

After a sudden cessation of benzodiazepines, the withdrawal syndrome
is not the only potential consequence. Patientsmay experience a ‘‘rebound,’’
which is the worsening of initial symptoms of an anxiety disorder. The
symptoms of rebound often overlap with those of benzodiazepine with-
drawal syndrome; it is important to attempt to distinguish between the two
because their course and treatment implications are different. While the
withdrawal syndrome is transient (duration no longer than 10—20 days) and
calls for general supportive measures, rebound essentially means a recur-
rence of the original disorder, for which a long-term treatment strategy is
necessary.

The best way to prevent the benzodiazepine withdrawal syndrome is to
taper benzodiazepines very gradually and carefully before their disconti-
nuation. In addition, CBT can be helpful in the process of tapering benzo-
diazepines (Otto et al., 1993; Spiegel et al., 1994). As the dosage is being
decreased, it is crucial to address patients’ fears of the withdrawal symp-
toms, as these fears often determine the outcome of the taper. Although the
rate of taper depends primarily on the duration of treatment with a benzo-
diazepine and its dosage, the rate should be adjusted according to the
characteristics of the individual patient. The rate of taper should always
be negotiated with the patient, without any pressure or hurry and in a
flexible manner. It is more important that patients do not experience with-
drawal symptoms (which can occur even with a relatively slow taper) and
feel comfortable as they go through a tapering process than it is to complete
this process within a set, predetermined period. Thus, there are large
variations in the duration of taper, and it is not unusual for this to last 6
months or longer. In principle, a decrease in the total daily dosage by 0.25—
0.5 mg of alprazolam per week or 0.125—0.25 mg of clonazepam per week is
adequate to minimize the risk of withdrawal symptoms.

Pharmacotherapy of Treatment-Resistant Panic Disorder

Treatment resistance in panic disorder is not well defined and rests more on
clinical judgment than on research-derived criteria. For practical purposes,
a patient with panic disorder can be considered resistant to
pharmacological treatment if he or she has not responded to an adequate
trial (6—8 weeks of treatment in a therapeutic dose) of two SSRIs, venla-
faxine XR, one of the TCAs (imipramine or clomipramine), a high-potency
benzodiazepine, and a combination of one of these antidepressants with a
benzodiazepine. Some patients may reach the stage of treatment resistance
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not only through a lack of efficacy of the first-, second-, third-, and fourth-
line pharmacological agents, but also if they are unable to tolerate some of
these drugs or if some medications cannot be prescribed to them. It is
estimated that 20%—30% of panic patients do not respond to pharma-
cotherapy. Apart from using CBT or other psychological treatments, there
are several pharmacotherapy options for these patients (Table 2—26).

A number of other antidepressants have shown promise in the treatment of
panic disorder. The efficacy for phenelzine (45—90 mg/day), a classical and
irreversible monoamine oxidase inhibitor (MAOI), was found only in one
controlled study (Sheehan et al., 1980). This finding has not been replicated,
and because phenelzine is associated with numerous side effects and poten-
tially dangerous interactions withmany other drugs, and requires a tyramine-
free diet, it is considered a pharmacotherapy option for treatment-resistant
panic disorder. The efficacy of other antidepressants–reboxetine (Versiani
et al., 2002), moclobemide (Loerch et al., 1999; Uhlenhuth et al., 2002), mirta-
zapine (Carpenter et al., 1999), and milnacipran (Blaya et al., 2007)–was
either inconsistent across the studies or was shown only in small, pilot, or
open-label studies. Therefore, these drugs can be used if there has been no
response at all to the first-, second-, third-, and fourth-line medications.

Anticonvulsants are another class of medications that could be used in
treatment-resistant panic disorder, but evidence of their efficacy comes

Table 2–26. Pharmacological Options for Treatment-Resistant Panic Disorder

Lack of Response to First-, Second-, Third-, or Fourth-Line Pharmacotherapy

Monotherapy with another antidepressant
Phenelzine
Reboxetine
Moclobemide
Mirtazapine
Milnacipran

Monotherapy with an anticonvulsant
Gabapentin
Valproate
Levetiracetam
Tiagabine
Vigabatrin

Monotherapy with olanzapine

Partial Response to First-Line Pharmacotherapy

Augmentation strategies
SSRI þ olanzapine
SSRI þ pindolol
SSRI þ TCA

SSRI, selective serotonin reuptake inhibitor; TCA, tricyclic antidepressant
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mainly from small or uncontrolled studies of valproate, levetiracetam,
vigabatrin, and tiagabine. One controlled trial of gabapentin did not find
it to be superior to placebo, and significant improvement occurred only in
gabapentin-treated patients with moderate to severe panic disorder (Pande
et al., 2000). The use of anticonvulsants in panic disorder is of interest on
theoretical grounds, because of a certain, still poorly understood relation-
ship between panic attacks and various seizure disorders.

Second-generation antipsychotic drugs may represent another option for
patients with pharmacotherapy-resistant panic disorder. It has been sug-
gested that monotherapy with olanzapine might be useful for these patients
(Hollifield et al., 2005).

If there has been a partial response to treatment with a first-line (SSRI)
medication, augmentation strategies can be considered (Table 2—26).
Olanzapine, a second-generation antipsychotic, has been used as augmen-
tation therapy in a fixed dose of 5 mg/day (Sepede et al., 2006). A combina-
tion of an SSRI with pindolol has received some empirical support
(Hirschmann et al., 2000). Treatment with an SSRI can also be augmented
with imipramine or clomipramine, but this option is reserved for the most
resistant cases because plasma levels of imipramine or clomipramine may
increase dramatically and patients need to be closely monitored for any
signs of TCA toxicity.

PSYCHOLOGICAL TREATMENT

Cognitive Therapy

Cognitive therapy of panic disorder is based on the cognitive theory of panic
disorder and, more specifically, on the assumption that panic attacks are a
consequence of catastrophic appraisals (misinterpretation) of benign phy-
sical sensations and symptoms. Hence, the immediate goal of cognitive
therapy of panic disorder is to normalize appraisals of physical sensations
and symptoms. Furthermore, cognitive therapy is undertaken with the goal
of decreasing or eliminating the fear of anxiety symptoms and panic attacks.
In order to achieve this, cognitive therapy has to ‘‘dismantle’’ the underlying
ideas or beliefs about the dangerousness of anxiety and panic. The emphasis
in cognitive therapy is not on the control and total disappearance of anxiety,
panic, and its symptoms; rather, the goal is for panic patients to be able to
appraise anxiety and panic in a nonthreatening manner and thereby cope
with them more effectively. Cognitive therapy of panic disorder proceeds
through several steps (Table 2—27) that are described below.

Identification of Specific Panic- and Anxiety-Relevant
Catastrophic Cognitions

The first step is to identify catastrophic cognitions that patients have about
specific anxiety symptoms and panic. This is done by directly asking patients
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what they thinkwould happen as a result of the symptoms. The appraisals of
symptomsmay be easy to access, as in the case of patientswho state that they
believe they are going to lose control when they feel dizzy. In other cases, it is
more difficult to grasp the underlying appraisal, and patients need to be led
from one question to another to access it. Thus, patients who feel dizzy may
appraise dizziness as leading to fainting and falling, and thereby either
humiliating themselves or sustaining a serious injury.

Challenging Identified Catastrophic Cognitions

The next step in cognitive therapy is to challenge the previously identified
catastrophic cognitions. This step involves several procedures.

Looking for Evidence that Specific Catastrophic Cognitions Are (In)correct This
procedure consists of asking patients questions such as ‘‘How do you know
that you will lose control when you feel dizzy?’’ or ‘‘What makes you think
that you will injure yourself when you are dizzy?’’ The reasons patients
come up with suggest to them that their appraisals are not well founded.

Proposing Alternative, Normalizing Explanations The next procedure is
offering alternative explanations for the relevant physical sensations and
symptoms, and discussing them with patients. Implementation of this
technique is crucial, as it introduces a normalizing interpretation of the
symptom(s) and of the overall panic experience, and asks patients to con-
sider this instead of clinging to their catastrophic appraisal. The successful
use of this technique depends on patients’ understanding (previously
achieved through psychoeducation) of the basic physiological processes
involved in the anxiety response. For example, it can be suggested to
patients that dizziness often results from the pathophysiological chain of
events that occur during hyperventilation; in turn, hyperventilation and
panic are explained as having no serious consequences, regardless of how
unpleasant they may be.

Table 2–27. Process of Cognitive Therapy of Panic Disorder

1. Identification of catastrophic cognitions (appraisals, beliefs) about specific
anxiety symptoms and panic

2. Challenging the identified catastrophic cognitions

Looking for evidence that catastrophic cognitions are (in)correct
Proposing alternative, normalizing appraisals of the relevant physical
sensations and symptoms
Weighing ‘‘pros’’ and ‘‘cons’’ of catastrophic cognitions

3. Using behavioral experiments to provide more convincing evidence that the
alternative appraisals are correct

4. Replacing catastrophic cognitions with normalizing, rational appraisals
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Weighing ‘‘Pros’’ and ‘‘Cons’’ of Catastrophic Cognitions After patients have
been presented with alternative explanation(s) for their symptoms, their
task is to weigh pros and cons of their particular appraisals. For example,
patients who think that they will faint and collapse when they feel dizzy
may try to support this appraisal of dizziness by asserting that because of
their usually low blood pressure, they will faint and collapse. This line or
reasoning should be contrasted with information, provided by the thera-
pist, that blood pressure usually rises during panic attacks, which makes it
rather unlikely for patients to faint and collapse, despite feeling dizzy. The
weighing of pros and cons may take some time, as patients often need to
rehearse this part of the process of challenging their catastrophic appraisals.
Ultimately, they should be able to replace these appraisals with normal-
izing, rational interpretations.

Behavioral Experiments It may not be sufficient for patients to go through
the process of challenging their cognitions, and they may seek more con-
vincing evidence that the alternative explanation is correct. In such cases,
using behavioral experiments (Clark and Beck, 1988) may be particularly
useful. This technique consists of the deliberate induction of one or more
symptoms of anxiety that patients are particularly afraid of; after patients
have induced this symptom, they try to modify their catastrophic appraisal
of it on the basis of the alternative explanations presented to them. For
example, for patients who are afraid of dizziness and have a catastrophic
appraisal that they will faint and collapse because of dizziness, the beha-
vioral experiment consists of asking them to hyperventilate for a few
minutes. Hyperventilation produces dizziness among other symptoms,
and patients find out that while dizziness is unpleasant, it does not lead
to fainting and collapsing. Formany patients, this direct demonstration that
the feared symptom (e.g., dizziness) does not lead to a catastrophe (e.g.,
fainting, collapsing) is quite convincing and makes them more likely to
abandon their catastrophic appraisals.

Replacing Catastrophic Cognitions with Normalizing,
Rational Interpretations

Replacement of catastrophic cognitions with normalizing appraisals of
sensations, symptoms, and panic occurs throughout the treatment, and
not as any particular stage of cognitive therapy. It can be conceived of as
both the mechanism of cognitive change and one of the treatment goals.

Other Aspects of Cognitive Therapy

Another aspect of cognitive therapy is focusing on dysfunctional expecta-
tions of panic attacks. Because many panic patients believe that expecta-
tions of attacks lead to the actual occurrence of attacks, it is important for
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them to realize that this association is not inevitable and that expecting a
panic attack does not necessarily make it happen. Moreover, instead of
focusing on the expectation of panic attacks, patients are encouraged to
learn strategies for coping with anxiety and panic. Once they have learned
to cope with them more effectively, it will be less relevant whether panic
attacks are expected or not expected, and indeed, whether panic attacks
occur or do not occur.

In the course of cognitive therapy, general anxiety-related cognitive dis-
tortions are addressed, so that panic patients become better equipped to
recognize them and change these dysfunctional patterns of thinking (e.g.,
the ‘‘all-or-nothing,’’ dichotomized, rigid style of thinking, underestimation
of one’s own abilities, exaggerated perception of threat). Through Socratic
dialogue and challenging of entrenched assumptions, interpretations, and
beliefs, it is demonstrated to patients that this cognitive style only contributes
to the maintenance of anxiety in general and panic disorder in particular.

The use of cognitive therapy techniques is not simple and requires at
least some degree of patients’ psychological-mindedness. It may be difficult
for some patients to accept the idea that the goal of treatment is not
necessarily elimination of symptoms but learning how to cope with symp-
toms and anxiety. Other patients may have difficulty accepting alternative,
rational explanations for their symptoms and panic attacks, as if having
adopted a stance that ‘‘reason and logic cannot cure.’’ Thismay be due to the
general lack of common sense and logic in the ‘‘neurotic paradox:’’ regard-
less of how many times patients have experienced certain symptoms and
panic attacks without a catastrophe occurring, they may believe that the
catastrophe is still looming and that it has not occurred yet because they
were ‘‘lucky’’ or because they escaped in time. Some of these beliefs need to
be addressed for the treatment to proceed successfully.

The role played by ‘‘safety behaviors’’ (e.g., avoidance) and ‘‘safety
devices’’ (e.g., medications that are carried around at all times) in main-
taining panic disorder is considered important in cognitive therapy. The
purpose of safety behaviors is to prevent the feared catastrophe; most
commonly, this is avoidance, even if subtle, of various situations or activ-
ities (e.g., exercising) in which patients might experience the feared sensa-
tions and symptoms. If patients cling to their safety behaviors or safety
devices, theymay reinforce an erroneous belief that owing to their use, they
have been able to prevent a catastrophe. This issue needs to be discussed
with patients in some detail, and they should be encouraged to identify and
abandon their own safety behaviors and safety devices.

Probably the most difficult component of the cognitive therapy package
is participation in behavioral experiments. Many panic patients are under-
standably concerned about the technique inwhich the feared symptoms are
being deliberately induced. Therefore, the rationale for conducting beha-
vioral experiments and the corresponding procedures need to be carefully
explained to patients.
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Efficacy of Cognitive Therapy and Its Limitations

Cognitive therapy is an efficacious treatment modality for panic disorder,
with 90% of patients in one study being panic-free upon completion of
treatment, and 70% remaining panic-free at 1-year follow-up (Clark DM
et al., 1994). Cognitive therapy was found to result in decrease in cata-
strophic misinterpretations of bodily sensations and symptoms during
panic attacks; this outcome correlated with decreased severity and fre-
quency of panic attacks (Bakker et al., 2002a). Studies of the efficacy of
cognitive therapy in panic disorder should rely more on specific and
relevant outcome measures, such as appraisals of panic symptoms and
their consequences, because these reflect the goals of cognitive therapy
more adequately than general outcome measures such as the severity and
frequency of panic attacks.

Because of the demanding nature and somewhat radical goals of treat-
ment, cognitive therapy in its unmodified form may be suitable for some
panic patients only. Modifications often include use of symptom control or
symptom alleviation techniques. ‘‘Pure’’ cognitive therapy has been con-
sidered useful in the treatment of panic attacks, but less so in the treatment
of agoraphobia, whereas behavior therapy (exposure) has been deemed
more efficacious for agoraphobia than for panic attacks (van denHout et al.,
1994). The logical implication is that cognitive and behavioral techniques
should be combined in the presence of both panic attacks and agoraphobia.

Panic Control Treatment

Panic control treatment (Barlow, 1988; Barlow et al., 1989) is a commonly
used form of CBT, with greater emphasis on behavioral components of
treatment. It is based largely on the model of panic attacks as false alarms
and the concepts of interoceptive conditioning and learned alarms. In
contrast to the goals of treatment in cognitive therapy, the main goal of
panic control treatment is a better control of symptoms of anxiety and
panic.

The key technique of panic control treatment is interoceptive exposure,
which is similar to behavioral experiments used in cognitive therapy.
However, the rationale for using these techniques and the way in which
they are administered are different. In interoceptive exposure (Table 2—28),
the emphasis is on exposure to the deliberately induced symptoms, along
with techniques for controlling symptoms (e.g., relaxation and controlled,
slow breathing) and reattribution of symptoms to innocuous causes (i.e.,
normalization of patients’ interpretations). The aim of interoceptive expo-
sure is to enable patients to have a greater sense of control over their
symptoms, anxiety, and panic. Alleviation of anxiety occurs through habi-
tuation to the symptoms and eventual extinction of the conditioned anxiety
response.
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In behavioral experiments, the emphasis is on demonstrating to patients
that deliberately induced, feared symptoms do not lead to the expected
catastrophes. Also, symptom control techniques are not used in ‘‘pure’’
cognitive therapy; they are actually regarded by some cognitive therapists
as a safety device. Cognitive therapistswould argue that there is no need for
patients to control symptoms because they are learning through cognitive
therapy that they have no reason to fear symptoms.

Various symptoms can be induced, depending on what particular
patients find most distressing. Exposure to these symptoms is gradual
and in accordance with the hierarchical principles embedded in general
exposure-based therapies (see Exposure-based Therapy for Agoraphobia,
below). Interoceptive exposure may be contraindicated in patients with
asthma, other respiratory diseases, or heart disease because the symptoms
(e.g., shortness of breath, chest pain, accelerated heart rate) induced during
interoceptive exposure would be indistinguishable from symptoms of the
primary medical condition. In addition, there is a possibility of interocep-
tive exposure exacerbating respiratory or cardiac disease.

After several sessions of interoceptive exposure, in which symptoms are
induced through an ‘‘artificial’’ procedure (usually hyperventilation),
patients should expose themselves to the naturally occurring physical
symptoms. That means that patients should resume physical activities
that they have been avoiding for fear of provoking these symptoms. The
panic control treatment is conducted over 12—15 sessions, with a frequency
of one session per week. There are various modifications to this regimen,
and the treatment has also been used in a group format.

Panic control treatment has been found to be efficacious in panic dis-
order. Between 79% and 87% of patients were symptom-free at the end of
this treatment (Barlow et al., 1989; Klosko et al., 1990), whereas 83% were
panic-free at 6-month follow-up (Telch et al., 1993) andmore than 80%were
panic-free at 2-year follow-up (Craske et al., 1991).

Panic Symptom Control Techniques

The most common techniques used for alleviation of symptoms of anxiety
and panic are controlled, slow breathing (breathing retraining) and
relaxation.

Table 2–28. Components of Interoceptive Exposure

1. Exposure to deliberately induced symptoms

2. Use of symptom control techniques (e.g., relaxation, controlled, slow
breathing)

3. Reattribution of symptoms to innocuous causes (normalizing patients’
appraisals) following the challenging of catastrophic symptom appraisals
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Controlled, Slow Breathing (Breathing Retraining)

The use of controlled, slow breathing can avert hyperventilation or restore
normal breathing pattern in patients who are already hyperventilating.
Insofar as the panic symptoms are caused by hyperventilation, restoration
of the normal breathing pattern can alleviate or even eliminate these
symptoms.

Controlled, slow breathing relies on three components: primary use of
the diaphragm (instead of the chest) for breathing, normal-sized breaths
(rather than deep breaths), and pacing the breathing rhythm so that the
respiratory rate decreases to approximately 10 cycles/minute. The latter
means that the patient needs to learn to breathe in cycles that consist of 3
seconds of inhaling and 3 seconds of exhaling. The technique of controlled,
slow breathing is relatively easy to learn. It has to be practiced on a daily
basis, however, before patients feel confident to use it after the occurrence of
initial panic symptoms and in various situations, including those in which
they expect to have a panic attack.

Relaxation

Various relaxation techniques have been used in the treatment of anxiety
states, most notably generalized anxiety disorder (see Chapter 3). A mod-
ified progressive muscle relaxation technique, called ‘‘applied relaxation’’
(Öst, 1987a, 1988), has been used for panic disorder. Its goal is to quickly
produce a relaxed state, which will neutralize autonomic arousal and
provide patients with some sense of control. As with controlled, slow
breathing, applied relaxation should be practiced regularly and used after
the occurrence of initial manifestations of autonomic arousal and upon
exposure to situations in which anxiety symptoms are anticipated.

Exposure-Based Therapy for Agoraphobia

The behavioral technique of exposure is the key component of the treatment
of agoraphobia. Even if the formal exposure-based therapy is not used, at
least some basic principles of exposure should be incorporated into every
treatment approach to agoraphobia.

Gradual exposure in vivo is by far the most common type of exposure
therapy for agoraphobia (Table 2—29). Its use entails a construction of
phobic hierarchies on the basis of a behavioral analysis, with initial expo-
sure to situations that elicit the least amount of anxiety (and that are least
avoided). Patients need to remain in agoraphobic situations during expo-
sure until the level of anxiety has started to subside; they should also make
every effort not to escape from the situations. They should work simulta-
neously on two to three agoraphobic situations at any stage of the
treatment.
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The exposure is to be conducted by patients (self-directed exposure)
after they have been adequately informed through psychoeducation
about the purpose of treatment and its technical aspects. The main roles
of the therapist are to plan exposure together with patients and to review
the progress that they are making. Patients should be encouraged to take
responsibility for conducting the treatment, as that enhances their sense of
ownership of the treatment results.

The therapist should not accompany patients during exposure, except in
the initial stages of therapy of some patients with very severe agoraphobia
(i.e., those who are homebound and are extremely disabled by agora-
phobia). The patients’ partners, family members, or friends may accom-
pany themoccasionally, during exposure to particularly difficult situations.

Patients should conduct exposure every day for at least 1 hour. It is
preferable that exposure exercises last several hours and that patients not
skip a day or two in the course of treatment. To facilitate monitoring and
review of treatment, it is very important that patients keep a good record of
their exposure exercises, which includes the following: (1) type of situation to
which they expose themselves; (2) degree of fear or discomfort experienced
in these situations, rated on a scale, usually from 0 to 10; (3) symptoms that
occur during the exposure; and (4) duration of each exposure session. The
exposure to a particular situation is completed after the level of the recorded
fear or discomfort has been reduced to manageable or negligible levels, and
physical symptoms experienced in this situation have ceased to be disabling.

Patients can use various techniques to reduce their anxiety during expo-
sure: relaxation, controlled, slow breathing, paradoxical interventions (e.g.,
imagining the ‘‘worst possible scenario’’ during exposure), and cognitive
therapy techniques. The use of medications during exposure-based treat-
ment is controversial; this issue is discussed in Combined Treatments
(below).

The typical length of treatment of agoraphobia with exposure in vivo is
between 8 and 12 weeks. The usual frequency of therapist sessions is once
to twice a week, with self-directed exposure proceeding between these
sessions. There have been trends to reduce both the number of therapist

Table 2–29. Aspects of Gradual Exposure in Vivo for Agoraphobia

• Gradual exposure to the hierarchically constructed agoraphobic situations
• Self-directed exposure is the cornerstone of treatment
• Therapist-assisted exposure at the beginning of treatment for some patients

with very severe forms of agoraphobia (e.g., those who are homebound)
• Partner-assisted exposure at certain stages of treatment
• Exposure to two to three agoraphobic situations at any stage of the treatment
• Regular, continuous exposure (several hours every day) is preferable
• Shorter duration of exposure and ‘‘exposure-free’’ days should be avoided
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sessions and the overall duration of treatment to make exposure-based
therapy more cost-effective.

It may be difficult for some patients to initiate or complete exposure in
vivo, and refusal or dropout rates may be as high as 40%. Some of the
problems that occur before and during exposure that affect the compliance
with treatment and its outcome include fluctuating levels ofmotivation and
therapist trust, a too quick progression through the hierarchy of phobic
situations (with consequently unmanageable, high levels of anxiety
induced by exposure), failure to remain in the situation long enough for
habituation to take place, discontinuous exposure, and excessive use of
companions, safety devices (e.g., medications), or safety behaviors (e.g.,
taking a seat only at the end of a row in amovie theater, which would allow
easy escape in case of panic) during treatment. It is very important for
patients to understand how these issues impede treatment progress and
work collaboratively with the therapist to overcome them.

Exposure in vivo has been clearly efficacious in the treatment of agor-
aphobia. Numerous studies have shown that between 60% and 75% of
patients are symptom-free or exhibit only minimal avoidance at the end
of treatment (McPherson et al., 1980; Munby and Johnston, 1980; Jansson
and Öst, 1982; Burns et al., 1986; Jacobson et al., 1988; Trull et al., 1988; Fava
et al., 1995). Moreover, this improvement tends to be maintained over
prolonged periods of time (Munby and Johnston, 1980; Burns et al., 1986;
Jansson et al., 1986; Margraf et al., 1993; Marks et al., 1993; Fava et al., 1995);
in one study, 67% of patients who remitted after exposure-based therapy
remained in remission at 7-year follow-up (Fava et al., 1995).

Some minor avoidance may persist after exposure-based therapy has
been completed; although patients are usually not distressed by such
avoidance, they may resort to full-scale agoraphobic avoidance, usually in
the context of a stressor. If the fear of certain symptoms (e.g., dizziness)
persists and drives patients to continue with avoidance, despite gains
previously made during exposure, this fear needs to be specifically
addressed (e.g., through cognitive therapy techniques or interoceptive
exposure).

The variants of exposure-based therapy for agoraphobia include a com-
bination of exposure in vivo and imaginal exposure (for those situations
where in vivo exposure is not practical) and massed or ungraded exposure
(‘‘flooding’’) for those patients who are able to tolerate high levels of anxiety
upon immediate exposure to the most anxiety-eliciting situations. Good
results have been reported for self-help-based and computer-assisted
(Internet- or virtual reality-delivered) exposure therapy, with very little or
no therapist involvement. However, in the more complex and severe cases
of agoraphobia, more therapist involvement and time are needed.

Several mechanisms of change and improvement in the course of expo-
sure therapy have been postulated. These include habituation (decrease in
anxiety upon repeated exposure to phobic stimuli), extinction (decrease in
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anxiety because it is not reinforced by further phobic avoidance), improved
perception of self-efficacy, and gradual loss of catastrophic appraisals and
beliefs related to phobic situations. It has also been suggested that exposure
therapy represents a form of cognitive intervention that specifically
decreases the expectancy of harm (Hofmann, 2008). This view implies
that a strict dichotomy between cognitive and behavioral therapies might
be artificial and that it should perhaps be abandoned.

Supportive Psychotherapy

There appear to be few aspects of supportive psychotherapy that are
relatively specific for panic disorder. This treatment seems to be used
often, but because of its nonspecific nature, it is usually considered an
auxiliary rather than a main modality for bringing about relevant thera-
peutic changes.

In view of the general characteristics of panic patients and issues that
they often present with, supportive psychotherapy aims to foster their
sense of security, overcome mistrust, and facilitate reliance on others.
This is also done with a further aim of building strong therapeutic alliance
and securing patients’ active participations in other, more specific treat-
ment modalities. Panic patients who are struggling with ambivalence and
indecisiveness often ask for advice or reassurance and sometimes attempt
to engage the therapist in making decisions for them. The therapist may
have to walk a very fine line between providing patients with reasonable
support, encouragement, and reassurance, and discouraging their exces-
sive dependence. The therapist’s task is to promote the notion that patients
can cope on their own and help patients enhance their coping skills.

Marital or Couple Therapy

Marital or couple therapy may be indicated when pathological interactions
between patients and their partners seem to play a pivotal role. This may be
more likely in patients with agoraphobia; as already noted, a dysfunctional
relationship between the partners may contribute to the persistence of
agoraphobia, and in such cases, marital or couple therapy may be both
appropriate and useful. However, marital or couple therapy is not a sub-
stitute for other, more specific psychological treatment approaches, such as
cognitive, behavioral, and cognitive-behavioral therapies.

Marital or couple therapy is usually not the initial treatment for panic
disorder. Many patients do improve in their functioning with partners after
they have undergone a course of themore specific psychological therapy. A
decision to use marital or couple therapy is likely to be based on the
persistence of significant problems in the marital or partner relationship
after treatments such as exposure in vivo have been used to reduce panic-
related avoidance. Less often, CBT may not be effective because the
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agoraphobic patients’ partners sabotage treatment or the interference of
pathological partner relationships with CBT is too strong.

Patients’ partners need to be highly motivated for marital or couple
therapy to be useful. This may or may not entail partners’ realization that
they share some responsibility with patients for the development and main-
tenance of the disorder. Marital or couple therapy can itself be based on
behavioral and cognitive principles or other theoretical models. Perhaps the
most important component of this treatment is fostering of open commu-
nication between the partners. This involves direct expression of feelings and
needs as well as expectations that partners may have of each other but have
not been able to articulate before. Their understanding of these issues and
willingness to deal constructivelywith areas of conflict are crucial for overall
improvement in their relationship and, consequently, for improvement in
some of the clinical manifestations of panic disorder and agoraphobia.

Psychodynamic Psychotherapy and Psychoanalysis

Psychodynamic therapy and psychoanalysis are used if general indications
for these forms of psychotherapy are present. These include the patient’s
ability to make meaningful connections between various experiences, phe-
nomena, symptoms, and external events, along with the willingness to
understand these connections and relationships in relevant context (‘‘intro-
spectiveness’’), ability to withstand unpleasant emotions and frustrations,
delay gratification, resist impulsive urges and form reasonably mature
interpersonal relationships, motivation for change and psychological
growth, and willingness to invest time and energy into a treatment process.

In the course of the psychodynamic psychotherapy of panic disorder, the
relatively specific issues that are worked through are fears of separation
and abandonment, fear of one’s own anger and aggressive feelings, and
conflictual and ambivalent feelings about attachment and dependency
(with the alternating, varying degrees of interpersonal mistrust and idea-
lizing tendencies). The treatment aims are understanding of the
psychological significance of panic and agoraphobia and gaining insight
into the origin of the underlying unconscious conflicts. In other words,
dynamic (developmental) understanding of these conflicts and of their
relevance in the here-and-now situation is sought, along with their resolu-
tion through therapeutic use of the transference.

Of all the anxiety disorders, panic disorder seems to have received the
most attention from psychodynamically oriented psychotherapists. A spe-
cific form of treatment, termed ‘‘panic-focused psychodynamic psy-
chotherapy,’’ has been developed (Milrod et al., 1997). It differs from
traditional psychodynamic or psychoanalytic psychotherapy in that it is
manualized, more structured, proceeds through well-defined phases, and
is limited to 24 twice-weekly sessions. In addition to goals common to other
psychodynamic psychotherapies, goals of panic-focused psychodynamic

2. Panic Disorder With and Without Agoraphobia 93



psychotherapy are specific for panic disorder and pertain to alleviation or
disappearance of the main components of panic disorder. In contrast to
CBT, this treatment does not use exposure techniques and homework
assignments.

Promising results of an open, pilot study of panic-focused
psychodynamic psychotherapy led to a randomized controlled trial in
which this treatmentwas found tobemore efficacious thanapplied relaxation
training (Milrod et al., 2007a). It has been suggested that panic-focused
psychodynamic psychotherapy might appeal to and help treat patients with
panic disorderwhodonot findCBTsuitable. In another report, panic patients
with any DSM Cluster C (obsessive-compulsive, avoidant, dependent) per-
sonality disorder demonstrated greater improvement with panic-focused
psychodynamic psychotherapy than did panic patients without Cluster C
personality disorders (Milrod et al., 2007b). Therefore, patients with panic
disordermore likely to benefit frompsychodynamic psychotherapymight be
those with a co-occurring, ‘‘anxious’’ type of personality disturbance.

Psychodynamic psychotherapy has also been used in conjunction with
pharmacotherapy, whether simultaneously or following a sufficient
decrease in symptoms by means of pharmacotherapy. One randomized
controlled study has shown that the treatment of panic disorder with
manualized, brief (12 weekly sessions) dynamic psychotherapy and clomi-
pramine was associated with a significantly lower relapse rate than was
treatment with clomipramine alone (Wiborg and Dahl, 1996). This finding
suggests that psychodynamic psychotherapy may decrease panic patients’
vulnerability to relapse.

Interpersonal Psychotherapy

Interpersonal psychotherapy is a potentially promising psychological treat-
ment for panic disorder. It has shown efficacy for depression and is widely
used to treat that condition. Interpersonal psychotherapy is time-limited,
structured, manualized, and focuses on the interpersonal context in which
panic disorder occurs. Like CBT, interpersonal psychotherapy emphasizes
psychoeducation and requires the therapist to be more active, while
exploring and addressing various interpersonal issues (e.g., separation,
loss, fear of abandonment and dependency) that are often associated with
panic disorder.

COMBINED TREATMENTS

The rationale for combining effective pharmacological and psychological
treatments for panic disorder is that they might act in a complementary
fashion and thereby lead to better outcomes. The issue of combined treat-
ments is important for clinical practice, albeit one that has divided the
profession. The reader should bear in mind that many of the problems
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identified in the context of panic disorder also apply to other anxiety
disorders.

Whenever two treatment procedures are combined, the fundamental
question is about the benefit of such a combination. In other words, does
a combination of pharmacotherapy and CBT (as psychological treatment
for which there is greatest evidence of efficacy) in panic disorder achieve
better results than either treatment alone? If it does, there is justification for
its use; if it does not, pharmacotherapy alone or CBT alone may be suffi-
cient. It is this issue that has generated the most controversy.

Many CBT therapists regard a combination of CBT and pharma-
cotherapy as unnecessary because they argue that it is less effective than
CBT alone or at best equally effective as CBT alone. Psychiatrists who rely
more on pharmacotherapy than on CBT seem less opposed to combined
treatment and more willing to admit that combination treatment works
better than pharmacotherapy alone. After all, there is compelling evidence
that when compared to pharmacotherapy alone, combined therapy is asso-
ciated with a lower likelihood of relapse after cessation of treatment,
regardless of whether CBT (Biondi and Picardi, 2003) or brief
psychodynamic psychotherapy (Wiborg and Dahl, 1996) is used.

Establishing efficacy of combined treatment in panic disorder has been
difficult because of the many methodological problems. It is not surprising
that research findings in this area have often been contradictory or difficult
to reconcile with clinical practice. Furthermore, merely identifying
instances in which medications have been combined with psychological
treatment has sometimes been difficult: in some studies of psychological
treatment of panic disorder, concomitant use of medications is not reported
at all, it is reported only in a cursory fashion, or if reported, it is often
assumed that medication does not affect the outcome if its dose during
psychological treatment does not change, with potential benefits of medi-
cation being downplayed. For example, one study that reported good
results of exposure therapy in the treatment of panic disorder with agor-
aphobia made only cursory mention that patients were permitted to use
benzodiazepines and that one fourth of the patients were taking these
drugs at the conclusion of the study (Fava et al., 1995). Thus, the first
obstacle to investigating the efficacy of combined treatment may be
recording what treatments patients actually receive.

Discrepancies and Controversies

A small body of earlier research has found that medications such as imi-
pramine might have a beneficial effect on exposure therapy for agora-
phobia (Zitrin et al., 1980; Telch et al., 1985; Mavissakalian and Michelson,
1986b). It has been suggested that imipramine improves motivation and
therebymakes it more likely for patients to engage in CBT for agoraphobia,
especially self-directed exposure between sessions (Telch et al., 1985). One
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meta-analysis of the treatment of panic disorder found combination treat-
ment (pharmacotherapy plus CBT) to be more efficacious than either
pharmacotherapy or CBT alone (van Balkom et al., 1997).

Only a few studies suggest that a combination of CBT and pharma-
cotherapy confers no benefit over and aboveCBTalone (or some components
of CBT, such as exposure therapy) in short-term treatment of panic disorder
(Marks et al., 1983;Wardle et al., 1994). Research findings generally support a
notion that combined treatment tends to produce better results than mono-
therapy with either CBT (de Beurs et al., 1995; Oehrberg et al., 1995; Barlow
et al., 2000; Mitte, 2005; van Apeldoom et al., 2008) or medication (Barlow et
al., 2000; Craske et al., 2005; Roy-Byrne et al., 2005) during a short-term
(acute) treatment of panic disorder and/or before discontinuation ofmedica-
tion. One systematic review of randomized controlled trials in panic disorder
comparing CBT (or various components of CBT) alone, antidepressant treat-
ment alone, and a combination of CBT and antidepressants reported the
same result in the acute treatment of panic disorder (Furukawa et al., 2006).

However, this advantage of combined treatment seems to diminish or
even disappear over long-term treatment and/or after the cessation of
pharmacotherapy and CBT, especially when compared to CBT alone
(Mavissakalian and Michelson, 1986a; Marks et al., 1993; Otto et al., 1996;
Barlow et al., 2000; Mitte, 2005). The aforementioned systematic review
reported that after the acute treatment, the combined therapy was still
superior to antidepressants alone, butwas as effective as CBTalone, leading
to a suggestion that either a combination of CBT and an antidepressant, or
CBT alone, should be considered first-line treatment for panic disorder
(Furukawa et al., 2006). From the cost-effectiveness perspective, it has
been argued that CBT is preferable to combined treatment for panic dis-
order (McHugh et al., 2007). Another systematic review of randomized
controlled trials in panic disorder with agoraphobia comparing exposure
therapy alone, treatment with a benzodiazepine alone, and a combination
of exposure therapy and benzodiazepines reported similar results, with
combination therapy showing some tendency to be inferior to exposure
alone after the acute phase of treatment (Watanabe et al., 2007). However,
these results were based only on two methodologically rigorous studies.

Because panic disorder tends to have a chronic course and long-term
treatment effects carry more weight, these research findings generally do
not favor combined treatment. In contrast, combined treatment has been
popular in clinical practice. The combining of pharmacotherapy and CBT
(or components of CBT) is apparently preferred by patients (Craske, 1996),
perceived by patients as the most effective form of treatment (Ballenger and
Lydiard, 1997), and endorsed by international experts (Uhlenhuth et al.,
1999) and treatment guidelines for panic disorder (e.g., American
Psychiatric Association, 1998). One study conducted in a naturalistic setting,
which investigated relationships between CBT and the use of various
drugs for panic disorder, found that SSRIs, but not benzodiazepines,
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were associated with poorer outcomes (Arch and Craske, 2007). Use of
benzodiazepines in this study actually decreased in the course of CBT,
which runs contrary to the often-emphasized difficulties in discontinuing
benzodiazepines. Finally, it has been suggested that pharmacotherapy does
not have an adverse effect on the long-term outcome of CBT (Oei et al., 1997).

Possible Explanations for Discrepancies

How can these conflicting research findings be explained and clinical practice
reconciled with research? As noted before, there are numerous methodolo-
gical issues when studying the efficacy of any two treatments administered
together, especially when these treatments are so different in nature and their
proponents often ideologically intolerant of one another. These issues should
always be taken into account when evaluating research results. Overall, how-
ever, it appears that combined treatments for panic disorder may be more
likely to offer a short-term than a long-term advantage. A potential long-term
disadvantage of combining pharmacotherapywith CBTmay be accounted for
by several mechanisms listed below. They all represent a variation on the
theme, ‘‘no pain, no gain.’’ In other words, if treatment progress primarily
entails better coping with anxiety and panic, this can be achieved only if
patients confront anxiety-provoking situations and panic symptoms without
the facilitating effects of the concomitantly administered medication.

1. By decreasing anxiety, medications may promote passivity and
reduce motivation for participation in CBT. Therefore, patients
may not fully benefit from CBT, which becomes apparent only
during and after long-term treatment.

2. During the concomitant administration of pharmacotherapy and
CBT, there is no precise way of knowing what proportion of
improvement is due to medication and what proportion is a
result of CBT. If panic patients attribute progress to medication
more than to learning new skills through CBT and personal
mastery, they may run a risk of recurrence once the medication
has been ceased (e.g., Marks et al., 1993; Basoglu et al., 1994). The
recurrence may be a consequence of patients’ difficulty in
developing a sense of ownership of their treatment gains.

3. Medications may interfere with the acquisition of new skills
through CBT because of the ‘‘state-dependent’’ learning of these
skills. That is, the skills learned while patients are taking a
medication cannot be effectively used in various situations
outside treatment or when patients no longer take the
medication. There has been mixed support, however, for the
existence of state-dependent learning, and more broadly, for the
interference of medications with learning that occurs during CBT
(e.g., Jensen and Poulsen, 1982; Lister, 1985; Wardle et al., 1994;
Morissette et al., 2008).
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4. Medications may serve as safety devices when taken in the course
of CBT; as such, medications perpetuate the erroneous notion that
physical symptoms of anxiety and panic are dangerous and should
be best dealt with by suppression. When the medication is ceased,
patients may feel unprotected and fully exposed to the perceived
danger of their symptoms, anxiety, and panic.

These potential mechanisms of interference do not necessarily imply
that medications and CBT should not be combined in panic disorder.
Instead, clinicians should be aware of them, discuss them openly with
their patients, and attempt to minimize their impact. A complete under-
standing of how medications interact with CBT is lacking, but clinicians
need to be pragmatic and combine these treatments whenever they believe
that doing so might work better than monotherapy. If future studies pay
more attention to the issues of when and how to combine treatments to
maximize, not minimize, the benefits of such a combination, perhaps the
discrepancy between research and clinical practice will diminish.

When Should Combined Treatment Be Used?

As noted above, a lack of clarity about when to use combined treatment has
contributed to the ongoing controversy and confusion about its value. It
appears that a combination of pharmacotherapy and CBT might be useful
in the following situations and for the following purposes (Table 2—30):

1. When panic disorder is more severe, including a more severe
agoraphobia (Spiegel and Bruce, 1997; American Psychiatric
Association, 1998; Starcevic et al., 2004).

2. In the presence of other psychiatric conditions and/or psychiatric
complications of panic disorder (e.g., depression) (Starcevic et al.,
2004).

3. When it is difficult to conduct CBT because of the high level of
anxiety and/or frequent or severe panic attacks (Spiegel and
Bruce, 1997).

4. When there has been an insufficient response to either
pharmacotherapy or CBT alone (American Psychiatric Association,
1998).

5. When the aim is to decrease the likelihood of relapse, particularly
after the cessation of pharmacotherapy (Biondi and Picardi, 2003).

How to Combine Pharmacotherapy and

Cognitive-Behavioral Therapy?

Sequencing

In terms of the sequence, there are basically three ways in which pharma-
cotherapy and CBTcan be combined (Table 2—31).
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Table 2–30. Possible Indications for Combining Pharmacotherapy and

Cognitive-Behavioral Therapy in Panic Disorder

• Greater severity of panic disorder, including a more severe agoraphobia
• Co-occurrence of psychiatric conditions or presence of psychiatric

complications of panic disorder (e.g., depression)
• Difficulty in conducting cognitive-behavioral therapy because of the high level

of anxiety and/or frequent or severe panic attacks
• Insufficient (partial) response to either pharmacotherapy or CBT alone
• Decreasing the likelihood of relapse, particularly after the cessation of

pharmacotherapy

Table 2–31. Sequencing of Treatments in Combined Treatment of

Panic Disorder

Initially Administered

Treatment

Subsequently

Administered

Treatment

Rationale for Combining

Treatments

Pharmacotherapy CBT • Partial response to
pharmacotherapy

• Severe and persistent
agoraphobia

• Improving patient’s coping
with anxiety

• Increasing the likelihood that
treatment gains will last
longer (relapse prevention)

CBT Pharmacotherapy • Partial response to CBT
• High levels of anxiety or

greater severity of panic
disorder, which makes it
difficult for patients to
engage in CBT

• Presence of psychiatric
conditions (e.g., depression)
or complications of panic
disorder that may respond to
pharmacotherapy

Pharmacotherapy and CBT
commenced at
approximately the same
time

Maximizing the benefits of
combined treatment from the
very beginning of treatment

CBT, cognitive-behavioral therapy.
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First, CBT may be added to the initially used pharmacotherapy. This
seems to be the most common way of combining treatments in clinical
practice: many patients are first treated with a medication, and by the
time they present to a facility in which CBT is offered, they are likely to be
using pharmacotherapy (e.g., Wardle, 1990). Indeed, when the clinician
encounters a panic patient in specialized settings such as anxiety disorders
clinics, the patient is likely to have been taking, and may still be taking, a
medication; more often than not, this medication is a benzodiazepine. In
this situation, CBTmay be added if there has been only a partial response to
pharmacotherapy, if the patient has severe and persistent agoraphobia,
and/or with the goals of improving patient’s coping with anxiety or
increasing the likelihood that treatment gains will last longer.

Second, pharmacotherapy may be added to the initially used CBT. This
may occur when patients are too distressed to participate in CBT because of
the severity of anxiety and/or panic disorder, but it is somewhat contro-
versial (from the perspective of some CBT therapists) whether amedication
should be used to decrease levels of anxiety in this situation. Other reasons
for adding pharmacotherapy to CBT include a partial response to CBTalone
and presence of psychiatric conditions (e.g., depression) or complications of
panic disorder that may respond to pharmacotherapy.

Finally, both CBTand pharmacotherapymay be commenced at approxi-
mately the same time. This does not seem to occur very often, as most
clinicians prefer one treatment approach initially, and then add the other
treatment modality if the initial one does not produce a desired effect or if
they want to augment the response to the initially administered treatment.
Most research of combined treatment has entailed administration of both
treatments from the very beginning, thereby creating a somewhat artificial
situation. The outcome of combined treatment studies would perhaps be
different if they were to reflect the sequence in which individual treatments
are administered under more natural circumstances.

Psychoeducation and Clinician Attitude

Regardless of the sequence in which CBT and pharmacotherapy are admi-
nistered, it is crucial not to combine them ‘‘mechanically’’ (e.g., Biondi and
Picardi, 2003) but in a manner that makes clinical sense. It is particularly
important that patients understand the rationale for using combined treat-
ment because they might have been receiving conflicting messages about
the value of different treatments and different underlying models of
psychopathology. While patients need to know what the global treatment
plan is at the beginning of treatment and agree to it, they should also be
prepared for treatment changes that may need to be introduced (including
addition of another treatment modality), depending on their progress.
Moreover, the clinician should not favor one type of treatment and suggest
indirectly that he or she does not value the other treatment as much. In
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other words, the combined treatment is less likely to work if the clinician
lacks a positive attitude toward all of its components.

Antidepressants or Benzodiazepines for Combined Treatment?

It is not known which type of medication might be better to combine with
CBT for panic disorder, as antidepressants and benzodiazepines have not
been directly and systematically compared in this regard. However, benzo-
diazepines tend to be regardedmore negatively and are usually considered
to interfere more with CBT. This is because of the (unsubstantiated)
assumptions that patients have a greater tendency to attribute treatment
gains to benzodiazepines and use these medications as safety devices, and
that state-dependent learning is more readily associated with
benzodiazepines.

Although some studies did not find a combination of benzodiazepines
and situational exposure useful (e.g., Echeburua et al., 1993; Marks et al.,
1993; Wardle et al., 1994; Otto et al., 1996), other studies indicated that the
benefit of such a combination might depend on the sequence of adminis-
tering these treatments (Spiegel and Bruce, 1997) and on whether benzo-
diazepines are administered regularly or on an as-needed (prn) basis
(Westra et al., 2002). In particular, as-needed use of benzodiazepines in
conjunction with CBT was associated with a negative outcome of CBT,
whereas regular use of benzodiazepines did not interfere significantly
with CBT (Westra et al., 2002).

OUTLOOK FOR THE FUTURE

A decision to designate recurrent panic attacks as a separate disorder has
been controversial ever since panic disorder was introduced into psychia-
tric nosology. The survival of panic disorder as a diagnostic entity first
depends on demonstrating that unexpected panic attacks are not a product
of fiction. If unexpected panic attacks cannot be reliably distinguished from
situational attacks on the basis of the criteria other than lack of context in
which they appear, the raison d’etre for panic disorder may cease to exist.
For panic disorder to be a viable concept, it would then need to be rede-
fined, perhaps by proposing a set of different defining features. Once panic
disorder is reconceptualized, its detection and recognition will hopefully
improve, especially at the levels of primary and emergency care.

Future research needs to elucidate whether there are pathophysiologi-
cally distinct panic attacks. This could make possible a more accurate
classification of panic attacks and better understanding of the role that
they play in panic disorder, agoraphobia, and other conditions. Clarifying
the links between panic disorder and agoraphobia would put an end to an
increasingly fruitless debate about the primacy of panic disorder or agor-
aphobia when both are present.
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Considering its complex relationship with various medical problems,
panic disorder is perhaps the most ‘‘physical’’ of all the anxiety disorders.
An important aspect of this status of panic disorder is its link with cardio-
vascular morbidity. More prospective research is needed to understand to
what extent and underwhat circumstances panic disorder constitutes a risk
factor for heart disease. If it turns out that panic disorder (or some ‘‘type’’ of
it) is indeed akin to a life-threatening condition, it will certainly require a
different treatment approach, perhaps pharmacotherapy that would target
its components more specifically. In that case, too, there would hardly be
any role for psychological treatments that essentially provide reassurance
that panic attacks and panic disorder cannot (ultimately) lead to a somatic
catastrophe.

Because of the potentially serious complications of panic disorder, there
is no room for complacency about the relatively good results of current
pharmacological and psychological treatments. More effort is needed to
prevent occurrence of panic disorder in predisposed individuals, deliver
treatment early, improve access to it, and minimize dropout. As a result,
CBT for panic disorder may be modified accordingly (e.g., through
Internet-based delivery and various self-help approaches) and on the
basis of greater appreciation of how its ingredients work to bring about a
meaningful therapeutic change. Identifying who is more likely to benefit
from which type of treatment is another task. The main challenge to the
pharmacotherapy of panic disorder comes from a high risk of recurrence
following the cessation of treatment, and future research needs to illumi-
nate ways of minimizing this risk. Yet another task is to investigate how
pharmacotherapy and CBTcould be combined to improve the outcome.
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3

Generalized Anxiety Disorder

The main characteristics of generalized anxiety disorder (GAD) are chronic
pathological worry, othermanifestations of nonphobic anxiety, and various
symptoms of tension. Physical symptoms of anxiety are usually less pro-
minent in GAD than in panic disorder, but they can still be an important
component of clinical presentation. Behaviors that are often seen in other
anxiety disorders, such as overt avoidance, are conspicuously absent.
Unlike all other anxiety disorders, it is more likely for GAD in clinical
setting to co-occur with a primary condition for which help has been
sought–usually depression or other anxiety disorder–than to be the
main reason for seeking professional help. Generalized anxiety disorder
is one of themore controversial members of the family of anxiety disorders:
it seems that almost every aspect of GAD has provoked debates that do not
show signs of abating.

KEY ISSUES

Paradox, disagreement, debate, and controversy are the words most com-
monly associated with GAD. It is small wonder then that the list of ‘‘hot
topics’’ related to GAD could be very long indeed. Listed below is a selec-
tion of issues thought to represent adequately a more comprehensive list.

1. What are the characteristic features of GAD that would help in its
conceptualization? Pathological worry, other cognitive aspects of
anxiety, manifestations of tension, and/or (some) symptoms of
autonomic arousal? What combination of these features would
ensure that GAD is diagnosed adequately and recognized in
clinical practice?

2. What is the relationship between pathological worry and GAD?
3. How can different views on what constitutes the essence of GAD

be reconciled? Is GAD a single entity or are there two or more
‘‘types’’ of GAD with distinct clinical characteristics?
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4. How is GAD related to depressive disorders, other anxiety
disorders, and personality disturbance? Where are its
boundaries? In view of its close relationship with depression,
should GAD be classified along with depression and perhaps
renamed accordingly?

5. Can GAD exist on its own, without depression or other anxiety
disorders? What could be features specific enough for GAD that
would allow it to establish itself as an independent and valid
psychopathological and diagnostic entity?

6. What are the pathophysiological correlates of pathological worry
and other aspects of chronic anxiety in GAD?

7. What are the underlying mechanisms and purpose of pathological
worry in GAD? What is the meaning of chronic anxiety?

8. How distinct is pharmacological treatment of GAD from that of
depression? Are ‘‘broad-spectrum’’ antianxiety and antidepressant
effects of medications sufficient to treat GAD?

9. What should be targeted by psychological treatments for GAD?
Has the overemphasis on pathological worry turned psychological
treatment of GAD into a ‘‘worry management program?’’ What are
the alternatives in psychological treatment approaches to GAD?

CLINICAL FEATURES

Generalized anxiety disorder has been called the ‘‘basic’’ anxiety disorder
(Barlow, 1988). This implies thatmany of its features characterize all anxiety
disorders, and it is not surprising that singling out clinical features that
might be specific for GAD has been difficult. Bearing this in mind, GAD
encompasses in various proportions the following ‘‘clusters’’ of clinical
features: (1) pathological worry and other cognitive aspects of chronic
anxiety, (2) symptoms of tension and consequences of tension and anxiety,
and (3) various physical symptoms, most of which reflect autonomic
hyperactivity.

Pathological Worry and Other Cognitive Aspects of

Chronic Anxiety

InDSM-IV-TR, GAD has been defined as a condition in which pathological
worry is the most conspicuous feature. Also following DSM-IV-TR, patho-
logical worry is conceptualized as being excessive, out of proportion to the
actual problem (if such a problem exists), uncontrollable, pervasive, present
almost constantly, and relating to several topics or domains (Table 3—1). In
addition, pathological worry often pertains to events and circumstances in
the remote future, and this may be one feature that is relatively specific for
GAD (Dugas et al., 1998a).
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PatientswithGADworry aboutmatters thatmay seemminororunrealistic,
but they also worry about health of loved ones, marital relationship, perfor-
mance atwork or in school, and so on.Worry oftenpertains to something in the
future, andGADpatients perceive the future negatively andwithmuch appre-
hension, as they might get sick, lose a job, or have no money, their children
might have an accident, etc. Patients tend to overestimate the probability that
events theyworryaboutwill happen.Theworry themesarenotunusualorodd
in themselves, as many people without GAD do worry about similar things.
Therefore, for the conceptualization of pathologicalworry, it ismore important
how people worry rather thanwhat theyworry about. The process of worrying
is characterized by repetitive, prolonged, and fruitless thought activity, which
is associated with negative affect and tends to inhibit problem solving.

Patients with GAD usually worry about more issues or matters than
‘‘normal’’ worriers. Also, the worry in GAD is almost constant, and it seems
to patients that they have been troubled by worries for a very long time (‘‘I
have always been a worrier’’ is a typical statement made by GAD patients).
Patients often realize that they worry excessively but feel that they cannot
do anything to stop worrying. There is also a component of intrusiveness in
the experience of pathological worry. As a result, worries are often
described as ‘‘unwanted,’’ but patients are preoccupied with worrying to
the extent that they find it difficult to distract themselves, focus on some-
thing else, and fully experience or enjoy their lives.

Table 3–1. Characteristics of Pathological Worry

1. Excessive in intensity and/or out of proportion to the actual problem (if such a
problem exists)

2. Almost constant (presentmore often than not; most of the day, nearly every day)

3. Pervasive

4. Uncontrollable; although it is self-initiated, it has an intrusive quality (e.g., the
person states that he or she is unable to stop worrying)

5. Relates to several topics or domains (e.g., the person worries about health,
finances, and work at the same time)

6. Associated with negative affect

7. Tends to prevent the person from shifting focus, inhibits problem solving, and
interferes with decision-making process

Characteristics of Pathological Worry More Likely to Be Seen in Generalized
Anxiety Disorder

1. Escalating pattern of ‘‘what if . . .’’ style of questioning

2. Worry usually pertains to remote future circumstances, with negative
perception of the future

3. Presence of negative beliefs about worry

4. Poor tolerance of ambiguity and especially, poor tolerance of uncertainty
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Pathological worry is often accompanied by certain beliefs about worry.
It has been demonstrated that ‘‘positive’’ beliefs (e.g., believing that it is
beneficial to worry) characterize many if not all worriers, whereas ‘‘nega-
tive’’ beliefs (e.g., believing that worrying is dangerous and has some
catastrophic consequences) are more typical of worriers who also suffer
from GAD (Wells, 1995, 1997; Ruscio and Borkovec, 2004).

The thought processes of patients with GAD are often characterized by
the escalating pattern of ‘‘what if . . .’’ style of questioning, whereby one
imagined catastrophe leads to another. For example, a patient with health-
related worries expressed the corresponding concerns in the following
sequence: ‘‘What if they find that I have cancer? What if I have to undergo
surgery? Will I be allergic to the anesthetic? What if my children have to
watch me dying? How will they manage financially after my death?’’

Many GAD patients have trouble tolerating any ambiguity and uncer-
tainty (Ladouceur et al., 1997). They tend to interpret ambiguous situations
as implying some hidden danger, which further ‘‘justifies’’ their worrying.
The sense of uncertainty undermines their confidence and makes them
more vigilant. Uncertainty also implies more risks than patients can tol-
erate, and because the decision-making process involves taking some risk,
they have trouble making decisions. Intolerance of uncertainty is more
specifically related to pathological worry than is intolerance of ambiguity
(Buhr and Dugas, 2006).

Sometimes patients with GAD have difficulty identifying what they
worry about or are vague about it. They may have nonspecific concerns
about some existential and philosophical issues (such as the meaning and
purpose of life and death) or state that they are anxious ‘‘about everything.’’
They may also experience what has been referred to as ‘‘free-floating
anxiety’’–a pervasive anxious feeling, without a clear focus of anxiety.

The relationship between worry and anxiety is not well understood.
Many view worry as an aspect of anxiety, especially as its cognitive compo-
nent (O’Neill, 1985). According to another view, worry is different from
anxiety, on grounds that worry can occur in the absence of fear (Levy and
Guttman, 1976), that worry and anxiety correlate poorly in patients with
GAD (Meyer et al., 1990), and that in comparisonwith anxiety,worry ismore
strongly associated with depression, confusion, lack of emotional control,
and lack of control over problem solving (Zebb and Beck, 1998). If worry and
anxiety are indeed, different phenomena, they should be assessed separately
(see Assessment, below). Regardless of the precise nature of their relation-
ship, there seems to be much overlap between these concepts.

Instead of pathological worry, other cognitive aspects of chronic anxiety
have been presumed to characterize GAD (see Diagnostic and Conceptual
Issues, below). These have been referred to as ‘‘apprehensive expectation,’’
‘‘apprehension,’’ ‘‘anxious expectation,’’ and so on, but they have not been
described as well as pathological worry and probably have much in
common with the concept of pathological worry.
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Symptoms of Tension and Consequences of Tension
and Anxiety

Patients with GAD are troubled by tension that can be experienced inmany
differentways (Table 3—2). Thus, patients often state that they are constantly
nervous, keyed up, on edge, unable to relax, restless, ‘‘cranky,’’ ‘‘ready to
explode,’’ unable to tolerate anything, and the like. As a result of the
ongoing, excessive perception of threat, GAD patients tend to be
hypervigilant: they are constantly on alert, expect something bad to
happen, and get startled easily by ordinary, innocuous, and suddenly
occurring stimuli, such as a knock on the door or the telephone ringing.

Avery common physical aspect of tension is muscle tightness or stiffness
(ormuscle tension), which often leads to pain. As a result, GADpatients often
complain of a stiff neck, back pain, or shoulder pain. Tension headache is
another typical feature of GAD, with the headache usually being located in
the back or frontal regions or described as ‘‘aching all over.’’ Muscle tension
was found to have a ‘‘unique relation’’ to pathological worry and was there-
fore assumed to be relatively specific for GAD (Joormann and Stöber, 1999).
Patients may also complain of muscle spasms, tic-like movements, jerks, and
fine tremor. These symptoms may be particularly prominent in eyelids and
other facial muscles. Another manifestation of tension is difficulty in

Table 3–2. Manifestations of Tension in Generalized Anxiety Disorder

Psychological and Behavioral Aspects of Tension

• Nervousness
• Feeling keyed up, on edge, unable to relax
• Inner restlessness
• Irritability: feeling ‘‘cranky’’ or ‘‘ready to explode,’’ getting easily annoyed or

angry, having decreased tolerance for frustration
• Hypervigilance: feeling constantly on alert, expecting something bad to

happen, getting startled easily
• Agitation

Physical (Somatic) Aspects of Tension

• Muscle tightness or stiffness (muscle tension): stiff neck, back pain, shoulder
pain, tension headache

• Muscle spasms
• Tic-like movements, jerks
• Fine tremor
• Difficulty in swallowing (‘‘psychogenic dysphagia’’)–fear of choking on food

Consequences of Tension and Anxiety

• Difficulty concentrating
• Sleep disturbance: trouble falling asleep, ‘‘broken sleep,’’ unrefreshing sleep
• Fatigue, exhaustion, getting tired easily
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swallowing, sometimes referred to as ‘‘psychogenicdysphagia’’; thismay lead
to the fear of choking on food.

The consequences of tension and anxiety include difficulty in concen-
trating and inability to quickly shift the focus of attention from one subject
to another, feeling tired or becoming tired too easily, and disturbed sleep.
Patients usually have trouble falling asleep, but many have ‘‘broken sleep’’
or wake up feeling that their sleep has not been refreshing.

Other Physical Symptoms

Generalized anxiety disorder is also characterized by various other
physical symptoms, which sometimes dominate the clinical presentation.
Although the emphasis in the current DSM conceptualization of GAD is
on pathological worry and tension, some patients with GAD present
mainly with physical symptoms. In such cases, patients are more likely
to seek help in primary care or other medical settings. Physical symptoms
are not specific for GAD, as they often appear in other anxiety disorders,
particularly panic disorder. Unlike panic disorder, in which physical
symptoms are usually severe but appear episodically during panic
attacks, physical symptoms in GAD are usually less intense but more
chronic.

Many of the common physical symptoms in GAD reflect autonomic
hyperarousal: tachycardia, palpitations, sweating, dry mouth, and trem-
bling or shaking. Patients with GAD relatively frequently complain of
gastrointestinal symptoms, such as nausea, upset stomach, and diarrhea.
Other symptoms that may be seen among GAD patients include dizziness,
lightheadedness, hot and cold flushes, numbness, and tingling sensations.
Breathing difficulties, chest tightness, and chest pain are sometimes severe
and lead patients to seek help in cardiology clinics, not unlike panic
patients (Logue et al., 1993).

Physical symptoms may be the main vehicle through which GAD
patients express distress, whereas expression of distress is often deter-
mined by personal and cultural factors. Thus, GAD patients in Asian
countries are more likely to present with physical symptoms than GAD
patients in the United States (e.g., Hoge et al., 2006). Unexplained physical
symptoms attributed to the process of somatization are not rare among
patients with GAD.

RELATIONSHIP BETWEEN GENERALIZED ANXIETY DISORDER

AND OTHER DISORDERS

The relationship between GAD and other disorders is unique in that GAD
almost ‘‘needs’’ other disorders to be present in order for it to be noticed.
That is, GAD is usually diagnosed as a condition co-occurring with another
disorder and less often as the only disorder for which help is being sought.
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This has led to some doubt that GAD is an independent diagnostic entity
and to a suggestion that GAD is nomore than a precursor or a complication
of other psychiatric disorders. For example, when GAD is a chronologically
primary condition, it may represent a risk factor or predisposition for the
development of some conditions with which it commonly co-occurs; this
temporal relationship often exists between GAD and depression (major
depressive disorder or dysthymic disorder). In contrast, when GAD
develops after panic disorder, it may be regarded as a complication or a
consequence of panic disorder.

Most patients with GAD have other psychiatric disorders; as many as
89% of GAD patients in the primary care setting have been diagnosed with
at least one additional psychiatric condition (Olfson et al., 1997). In contrast
to other anxiety disorders in which the rates of co-occurrence of other
disorders are often much higher in clinical than in general populations,
GAD has similar rates of co-occurrence in both populations. Psychiatric
conditions that most frequently co-occur with GAD are major depressive
disorder (up to 46% of patients currently and up to 64% over lifetime),
social anxiety disorder (59% over lifetime), specific phobias (55% over life-
time), dysthymic disorder (39.5% over lifetime), and panic disorder (27%
over lifetime) (Brawman-Mintzer et al., 1993; Wittchen et al., 1994;
Brawman-Mintzer and Lydiard, 1996; Wittchen and Jacobi, 2005). The
most important relationship is the one between GAD and depressive dis-
orders. Generalized anxiety disorder also has strong links with panic dis-
order (see Chapter 2) and with some of the other anxiety disorders (see
Generalized Anxiety Disorder and Social Anxiety Disorder, and
Differential Diagnosis, below).

Generalized anxiety disorder also has some association (in up to 15% of
patients) with alcohol abuse and dependence (Brawman-Mintzer and
Lydiard, 1996). Alcohol-related problems, however, are less prominent in
patients with ‘‘pure’’ GAD than in those with some other anxiety disorders,
especially social anxiety disorder and posttraumatic stress disorder.
Generalized anxiety disorder may occur in people who have been abusing
alcohol, for example, following alcohol withdrawal. Some symptoms of
withdrawal from alcohol or other substancesmay be difficult to distinguish
from autonomic hyperactivity and tension symptoms seen in patients with
GAD. Alcoholism may also appear some time after the onset of GAD, as
part of the patients’ self-medicating strategy for coping with anxiety; how-
ever, this is less common than with patients suffering from social anxiety
disorder.

Personality disturbance may be present in a substantial number of
GAD patients, with dependent and avoidant personality disorders
being most common (Mavissakalian et al., 1993; Grant et al., 2005a). The
relationship between GAD and personality disorders is discussed in
more detail in Differential Diagnosis and Etiology and Pathogenesis,
below.
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Generalized Anxiety Disorder and Depression

It has been suggested thatGAD ismore closely related to depressive disorders
than to the other anxiety disorders (Brown et al., 1998). This is somewhat
paradoxical for a condition once considered to be the ‘‘basic’’ anxiety disorder.
Studies of the structure of psychopathology have consistently reported that
GAD, alongwithmajor depressive disorder and dysthymic disorder, belongs
to a group characterized by ‘‘anxious-misery’’ and subsequently called
‘‘distress disorders’’ or ‘‘dysphoric disorders’’ (Krueger, 1999; Vollebergh
et al., 2001; Slade and Watson, 2006). These studies did not group GAD
together with ‘‘fear disorders’’ (panic disorder, agoraphobia, social anxiety
disorder, and specific phobias).

Twin studies have found that GAD and major depressive disorder share a
single genetic diathesis and are genetically indistinguishable (Roy et al., 1995;
Kendler, 1996), prompting a suggestion that as far as genetic risk factors are
concerned, GAD and major depressive disorder represent one disorder
(Kendler et al., 2007). Other studies have reported that GAD and major
depressive disorder have common vulnerability traits and other
personality-level risk factors, such as high levels of neuroticism and negative
affect/emotionality (e.g.,Watson et al., 2005). PrimaryGADhas been found to
be a significant predictor of the subsequent depression (Bruce et al., 2001) and
to have the strongest power to do so of all the anxiety disorders (Hettema
et al., 2003; Wittchen et al., 2003). This close relationship between GAD and
depressive disorders has led to GAD being considered themain challenger of
the dichotomy between anxiety and depression (Starcevic, 2008).

On clinical grounds, the relationship between GAD and depression is
important for several reasons (Table 3—3). Perhaps most fundamentally,
both are characterized by a predominantly dysphoric mood or negative
affect (Clark and Watson, 1991). Their clinical presentation often overlaps,

Table 3–3. Clinical Implications of the Relationship Between Generalized

Anxiety Disorder and Depression

Aspects of the Relationship Between

GAD and Depression

Clinical Implications

Overlap between symptoms of GAD
and depression

Difficulties in distinguishing between
GAD and depression

Depression is the most frequent
complication of GAD and the most
common reason for GAD patients to
seek help

When GAD patients present for help
and treatment, there is a high likelihood
that they have a co-occurring
depression

High likelihood that a substantial
proportion of GADpatients will develop
depression

Treatment of GAD may prevent the
development of depression
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and the differentiation between GAD and depression may sometimes be
very difficult. In fact, some of the GAD symptoms and the corresponding
diagnostic criteria are also seen in depression. This pertains to sleep distur-
bance, concentration difficulties, and fatigue or exhaustion. Even patholo-
gical worry, considered a key feature of GAD in theDSM system, was found
to characterizemajor depressive disorder to the same extent (Starcevic, 1995).
Pathological worry in GAD and ruminations in depression may be indis-
tinguishable, although theoretically, the former is more future-oriented,
whereas the latter are more past-oriented, and also, their themes are sup-
posed to be different: patients with GAD are concerned about multiple
threats, whereas depressed patients tend to ruminate somewhat monothe-
matically about losses, mistakes, wrongdoings, and/or guilt (Craske et al.,
1989; Segerstrom et al., 2000; Watkins et al., 2005). Poor tolerance of uncer-
taintymay also characterize both GAD and depression (Miranda et al., 2008).

The symptoms that can most reliably distinguish depression from
chronic anxiety and GAD are loss of interest and anhedonia (Clark DA
et al., 1994; Mineka et al., 1998). Symptoms that are most likely to suggest
anxiety disorder as themain condition are those of autonomic hyperactivity
and arousal (Clark and Watson, 1991); however, these symptoms may be
more typical of panic disorder than of GAD.

Depression is the most frequent complication of GAD and the most likely
reason for GAD patients to seek help. Therefore, by the time GAD patients
see a physician or other therapist, the presence of co-occurring depression
should always be kept in mind. A high probability for GAD patients to
develop depression has important practical implications, because it may be
possible for depression to be prevented by an early treatment of GAD.

Although it is more typical for depression to appear some time after the
onset ofGAD,different temporal patterns have been reported. For example, in
one longitudinal study, GAD preceded major depressive disorder in 42% of
the cases, but in 32%major depressive disorderwas a chronologically primary
condition and preceded GAD, and in 26% there was a concurrent onset of
GAD and major depressive disorder (Moffitt et al., 2007a). These and other
research findings indicate that GAD and major depressive disorder may be
distinct, although closely related, and that they are unlikely to be different
forms of the same disorder. Thus, a shortened rapid eye movement (REM)
latency has been found in major depressive disorder, but not in GAD
(Papadimitriou et al., 1988), and the two conditions had relatively few
common childhood risk factors (Moffitt et al., 2007b). There is a need to clarify
and better understand the relationship between GAD and depressive disor-
ders, and this relationship is therefore a subject of much ongoing research.

Generalized Anxiety Disorder and Social Anxiety Disorder

Generalized anxiety disorder and social anxiety disorder often co-occur
in clinical practice, with rates of social anxiety disorder in primary GAD
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ranging between 23% and 59% (Sanderson et al., 1990; Brawman-Mintzer
et al., 1993). Generalized anxiety disorder and social anxiety disorder
have some features in common, including early and gradual onset. Both
disorders may have a similar origin, but the perceived threat in GAD
spreads to various issues and areas, whereas the perceived threat in
social anxiety disorder remains in the realm of social and interpersonal
interactions and situations. Thus, GAD is a wider psychopathological
concept, which may encompass some features of social anxiety disorder.
It is not surprising, then, that even in the absence of a diagnosis of social
anxiety disorder, concerns about performance and negative evaluation
may be in the focus of worries of GAD patients. Generalized anxiety
disorder and the generalized type of social anxiety disorder also have
in common the pervasiveness of clinical features and their frequent
construal as a form of personality disturbance rather than a mental
state (DSM Axis I) disorder.

ASSESSMENT

Diagnostic and Conceptual Issues

There are several issues surrounding the diagnostic conceptualization of
GAD and contributing to the uncertainty about the conceptual status of
GAD. They include differences between various diagnostic criteria, non-
specific nature of most features of GAD, and high rates of co-occurrence of
GAD with other disorders.

Different Diagnostic Criteria

Diagnostic criteria for GAD have been changing too frequently within the
DSM system. Generalized anxiety disorder has gone from a residual
diagnostic category in DSM-III (to be used only if diagnostic criteria for
other anxiety disorders and depression have not been met) to a condition
characterized by both physical and psychological symptoms inDSM-III-R
and then to a disorder whose key feature is pathological worry inDSM-IV
and DSM-IV-TR. The lack of continuity in the conceptualization of
GAD is a significant problem because it is uncertain whether different
‘‘versions’’ of DSM-defined GAD refer to the same condition. This
conceptual instability is one of the main reasons for the finding that of
all anxiety disorders, GAD had the lowest diagnostic reliability (Brown
et al., 2001).

In addition, there are important differences between theDSM-IV-TR and
ICD-10 concepts of GAD and between the corresponding diagnostic criteria
(Table 3—4). While GAD is basically viewed as a worry disorder or worry-
tension disorder in the DSM system, it is largely regarded as an autonomic
arousal disorder in the ICD system. As a result, although the DSM- and
ICD-defined GAD overlap, they are not identical disorders.

112 Anxiety Disorders in Adults



These contrasts in the way GAD is viewed have further consequences
and implications and make GAD a great ‘‘dichotomizer’’ because it has
polarizedmental health professionals and researchers on several levels and
in several domains (Table 3—5).

Nonspecific Symptoms

The next set of issues relates to the fact that most features of GAD are not
specific enough for this condition. Much research in this area has focused
on the specificity of pathological worry for GAD. Many individuals with
chronic and severe worry were not found to meet diagnostic criteria for
GAD (Ruscio, 2002), suggesting that chronic and severe worry may not be
sufficient for the diagnosis of GAD. Although some research has reported

Table 3–4. Differences in Conceptualization of Generalized Anxiety Disorder in

DSM-IV-TR and ICD-10

Criteria DSM-IV-TR ICD-10

Nosological status Independent
diagnostic
category

Residual diagnostic category;
cannot be diagnosed if criteria
for diagnosing other anxiety
disorders, depression, or
hypochondriasis have been met

Pathological worry Must be present
for diagnosis to
be made

Not necessary for diagnosis

Symptoms of autonomic
hyperactivity and other
physical symptoms

Not necessary
for diagnosis

Must be present for diagnosis to
be made

Duration of symptoms At least 6
months

Several months

Table 3–5. Generalized Anxiety Disorder as a ‘‘Dichotomizer’’

• DSM-IV-TR vs. ICD-10

• Cognitive aspects of anxiety vs. somatic aspects of anxiety (reinforcer of the
mind-body dichotomy)

• Cognition (worry) vs. emotion (anxiety)

• Clinical psychologists (emphasizing worry in GAD) vs. psychiatrists
(emphasizing anxiety, especially somatic anxiety, in GAD)

• Measurement of worry vs. measurement of anxiety in the assessment and
treatment studies of GAD
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higher levels of pathological worry in GAD than in other anxiety disorders
(Hoyer et al., 2001; Chelminski and Zimmerman, 2003; Fresco et al., 2003)
and depression (Becker et al., 2003; Chelminski and Zimmerman, 2003;
Gladstone et al., 2005), in other studies levels of pathological worry have
been as high in GAD as in some other anxiety disorders (Mohlman et al.,
2004; Gladstone et al., 2005; Starcevic et al., 2007) and depression (Starcevic,
1995). A specific association of pathological worry and GAD has been
deemed uncertain (Becker et al., 2003), and a significant and strong relation-
ship was found to exist between pathological worry, GAD, and social
anxiety disorder, thus failing to support a notion that pathological worry
is exclusively related to GAD (Starcevic et al., 2007). Several researchers
have raised doubt about the validity of diagnosing GAD via pathological
worry in view of the questionable specificity of pathological worry for GAD
(Bienvenue et al., 1998; Rickels and Rynn, 2001; Ruscio et al., 2005).

Many symptoms of tension and consequences of tension and anxiety
(e.g., difficulties with concentration, sleep disturbance, fatigue) are also
nonspecific for GAD and are encountered among people with other anxiety
disorders and depression. As noted before, physical symptoms of anxiety
are the least characteristic of GAD and are also found in panic disorder and
a range of other conditions.

Because of the insufficient symptom specificity, one of the main chal-
lenges for the future conceptualization of GAD is to develop a set of
diagnostic criteria that would be more specific for this condition.

While pathological worry is not a perfect concept, it is less vague than
the alternatives of ‘‘anxious expectation,’’ ‘‘anxious apprehension,’’ ‘‘appre-
hensive expectation,’’ and ‘‘free-floating anxiety.’’ Pathological worry may
becomemore useful as a diagnostic criterion for GAD if its features that are
more likely to be associated with GAD are included. These refer to various
negative beliefs that people with GAD often have about worrying, strong
focus of worrying on the future (along with the negative perception of
future), poor tolerance of uncertainty, and the associated, escalating pattern
of ‘‘what if . . .’’ style of questioning (see Table 3—1).

There seems to be a consensus about inclusion of the symptoms of
tension and at least some consequences of tension and anxiety in any
conceptualization of GAD. However, the minimum number of these symp-
tomsmay need to be increased to strengthen the specificity of the diagnosis
(e.g., Brown TA et al., 1995; Starcevic and Bogojevic, 1999).

Certain autonomic arousal symptoms may be more common among
patients with GAD: nausea or abdominal distress, sweating, dry mouth,
palpitations or tachycardia, and trembling or shaking (Hoehn-Saric and
McLeod, 1985; Marten et al., 1993; Brawman-Mintzer et al., 1994; Starcevic
et al., 1994a; Abel and Borkovec, 1995; Starcevic and Bogojevic, 1999). It has
been proposed that at least one of these symptoms should be required for
the diagnosis of GAD (Starcevic and Bogojevic, 1999). This could also
improve the specificity of the diagnosis and go some way toward reducing
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the dichotomy between GAD as a worry disorder (or worry-tension dis-
order) and GAD as an autonomic arousal disorder.

High Rates of Co-occurrence

As already noted, GAD co-occurs so frequently with other psychiatric
disorders that it is rarely seen in relative isolation from them, prompting
some to call it a ‘‘comorbid disease’’ (Nutt et al., 2006). As a result, GAD is
more likely to be a secondary condition than a disorder for which patients
seek help, and many clinicians do not regard it as particularly useful for
clinical practice. This has led to a view that GAD represents no more than a
prodrome, residual, or severity marker of another disorder, especially
major depressive disorder.

Epidemiological data suggest that in the community, the rates of
co-occurrence of other disorders with GAD are not significantly higher
than the corresponding rates for other anxiety and other DSM Axis
I disorders (Wittchen et al., 1994; Kessler et al., 2001; Grant et al., 2005a).
High rates of co-occurrence in clinical samples of GAD patients might be
due to a help-seeking bias, with a greater likelihood for people with GAD
presenting in clinical settings to have more than one diagnosis solely
because they seek treatment. However, these considerations do not seem
to have changed clinicians’ perception of GAD as a disorder with dubious
clinical validity.

Controversies surrounding high rates of co-occurrence of GAD with
other disorders underlie the ultimate issue in GAD–that of its conceptual
status. There continues to be some doubt about GAD as an independent
diagnostic category, mainly because of the many characteristics it shares
with depression and other anxiety disorders (e.g., Watson et al., 2005;
Kendler et al., 2007). In contrast, it has been argued that GAD is an inde-
pendent psychopathological entity with regard to major depressive dis-
order, on the basis of the distinct neurobiological (neuroanatomical,
neurotransmitter, neuroendocrinological, and polysomnographic) under-
pinnings, risk factors, and impairment profiles (e.g., Grant et al., 2005a;
Moffitt et al., 2007b; Kessler et al., 2008). The latter proposition also rejects a
view that GAD and major depression are only different manifestations of a
single underlying syndrome (Grant et al., 2005a; Kessler et al., 2008). Other
aspects of the relationship between GAD and depression are addressed in
the Relationship Between Generalized Anxiety Disorder and Other
Disorders (above).

Assessment Instruments

The most commonly used instrument for assessment of the degree of
pathological worry (not necessarily related to GAD) is the Penn State
Worry Questionnaire (Meyer et al., 1990). This is a brief, easy-to-administer,
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self-report measure, which is also useful for monitoring changes in the
degree of pathological worry during treatment.

The Hamilton Anxiety Rating Scale (Hamilton, 1959) is one of the most
frequently used instruments for measuring the degree of general anxiety,
which cuts across various anxiety disorders. This clinician-administered
instrument has served as a gold standard in pharmacotherapy trials of
GAD. The scale assesses both the psychological and somatic symptoms of
anxiety, but it does not specifically address worry; symptoms of auto-
nomic arousal considered less important for GAD in DSM-IV-TR are
emphasized. The Hamilton Anxiety Rating Scale can be useful for treat-
ment monitoring purposes if administered along with the Penn State
Worry Questionnaire.

As an alternative to the Hamilton Anxiety Rating Scale, a self-report
Beck Anxiety Inventory (Beck et al., 1988) can be used because its admin-
istration is simpler. The Beck Anxiety Inventory emphasizes somatic symp-
toms of anxiety, which are not specific for GAD.

In an attempt to develop a brief, yet comprehensive measure of the
severity of GAD, Sheehan and co-workers have proposed the Worry-
Anxiety-Tension Scale (Sheehan et al., 2000). This self-report instrument
generates a total score for the severity of GAD and separate scores for
the severity of its main components by measuring separately the degree
of pathological worry, general anxiety, and tension. Another instrument
that measures the severity of GAD, the Generalized Anxiety Disorder
Severity Scale (Shear et al., 2006), has been constructed using similar
principles as the Worry-Anxiety-Tension Scale, except that it is a
clinician-administered measure. It yields a total score of the severity of
GAD and separate scores on six subscales: frequency of worries, distress
due to worrying, frequency of associated symptoms (including tension),
severity and distress due to associated symptoms, impairment/interfer-
ence in work functioning, and impairment/interference in social
functioning.

Differential Diagnosis

Generalized anxiety disorder needs to be distinguished from normal wor-
ries and various medical and psychiatric conditions, as well as substance-
induced disorders (Table 3—6).

Generalized anxiety disorder may resemble ‘‘normal’’ anxiety. Criteria
for distinguishing between normal worries and GADhave been spelled out
in Clinical Features (above) and in Table 3—1. In addition, normal worries
are not accompanied by the degree of tension, multiple manifestations of
tension, and/or physical symptoms of anxiety seen in GAD, and there is no
interference with functioning and no impairment in people with normal
worries and normal anxiety.
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Medical Differential Diagnosis

Symptoms of GAD may appear in the course of hyperthyroidism and, less
often, as part of asthma, chronic lung disease, various heart conditions, hyper-
tension, diabetesmellitus, and certain neurological,metabolic, andother endo-
crinologicaldiseases.AdiagnosisofGADisnotwarrantedif it seemsthatGAD-
like features are secondary to anymedical condition, particularly if successful
treatment of the medical condition brings about a disappearance of the symp-
toms of GAD. If the features of GAD persist despite improvement in medical
condition, it is not likely that these features are attributable to the medical
condition and a diagnosis of GAD is probably justified. Generalized anxiety
disorder is relatively frequently seen inpatientswith irritablebowel syndrome,
but the etiological significanceof this association, if any, is notwell understood.

Medical workup of patients with GAD should include routine laboratory
analyses with thyroid function tests. Depending on the age of the patient,
symptoms, and specific circumstances, the workup may also include a cardi-
ological examination with electrocardiogram. A thorough medical workup is
particularly important in elderly patients with features of GAD because of the
increased probability of an association with various medical conditions.

Substance Use Disorders and Generalized Anxiety Disorder

Generalized anxiety disordermay need to be differentiated from intoxication
with stimulant substances, such as amphetamine. In clinical practice, the
most common stimulant-related disorder is intoxicationwith caffeine, and all
patientswithGAD-like clinical presentation should routinely be asked about

Table 3–6. Differential Diagnosis of Generalized Anxiety Disorder

1. Normal worries or normal anxiety
2. Medical conditions (e.g., hyperthyroidism)
3. Substance use disorders

Intoxication with psychostimulants (e.g., amphetamine)
Caffeinism
Alcohol withdrawal syndrome
Benzodiazepine withdrawal syndrome

4. Psychiatric disorders

Mood disorders (major depressive disorder, dysthymic disorder)
Mixed anxiety and depressive disorder
Panic disorder
Obsessive-compulsive disorder
Hypochondriasis
Specific phobias
Posttraumatic stress disorder
Adjustment disorders
Personality disorders (avoidant, dependent)
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their consumption of coffee and caffeinated beverages. It is important to
distinguish between GAD and caffeine intoxication, as the two may share
some clinical features (e.g., upset stomach and other gastrointestinal pro-
blems, tachycardia or other heart rhythmdisturbances). Caffeine intoxication
is more likely to be accompanied by symptoms such as frequent urination.

Sometimes GAD may also need to be distinguished from alcohol or
benzodiazepine withdrawal syndromes.

Psychiatric Differential Diagnosis

In the psychiatric differential diagnosis, the first task is to distinguish GAD
from a depressive disorder (both major depressive disorder and dys-
thymia) because of the significant overlap between their typical symptoms.
The relationship between GAD and depression and criteria for distin-
guishing between the two are presented in Relationship Between
Generalized Anxiety Disorder and Other Disorders (above).

Mixed anxiety and depressive disorder exists in ICD-10 but not in the
DSM system (except as a provisional diagnosis that requires further study).
It can be used if neither the diagnosis of a specific anxiety disorder,
including GAD, nor the diagnosis of a depressive disorder can be made.
In other words, mixed anxiety and depressive disorder has been construed
as a residual diagnosis for patients with diagnostically ‘‘subthreshold’’
manifestations of GAD and depression. This is a controversial proposition
because it is not logical for an apparently common condition such as mixed
anxiety and depressive disorder to be treated as a residual diagnostic
category. Second, it may bemoremeaningful formixed anxiety and depres-
sive disorder to encompass full-blown anxiety and depressive disorders
(for example, when GAD and major depressive disorder co-occur) rather
than for these co-occurring anxiety and depressive disorders to be listed
separately. A clinically relevant combination of the symptoms of anxiety
and depression has been referred to as ‘‘cothymia’’ (Tyrer, 2001).

With regard to other anxiety disorders, the concept of worry has a place
analogous to that of panic attacks. That is, just as panic attacks occur in various
disorders and do not characterize only panic disorder, pathological worry is
not confined only to GAD and is found in other psychiatric conditions, and
other anxiety disorders in particular (e.g., Starcevic et al., 2007). For this reason,
it is erroneous to equate pathological worry with GAD. Pathological worry in
GAD may to some extent be differentiated from pathological worry in other
anxiety disorders on the basis of the criteria listed in Table 3—1, its focus and
pervasiveness. The focus of worry in other anxiety disorders is more circum-
scribed: patients with panic disorder are excessively concerned about future
panic attacks and their consequences, whereas those with social anxiety dis-
order worry about being judged too harshly by others. Not only do patients
with GAD worry about matters and issues from different domains but they
may also worry about worrying–a phenomenon referred to as ‘‘meta-worry’’
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(Wells, 1994). In clinical practice, however, it may be difficult to be certain
whether pathological worry is attributable to GAD or to another anxiety
disorder or depression.

Criteria for differentiating between GAD and panic disorder are listed in
Table 2-13.

Obsessive-compulsive disorder sometimes needs to be considered in the
differential diagnosis of GAD because of the similarities between obsessions
and pathological worry that characterize these conditions: both of these
phenomena are experienced as uncontrollable and repetitive. In addition,
obsessions involving doubting and centered on the need to check may seem
similar to pathological worry and are often both related to a poor tolerance of
uncertainty (Tolin et al., 2003). Theremay also be an overlap betweenworries
and obsessions, so that worries with ego-dystonic features and obsessions
with somebasis in reality are difficult to categorize asworries andobsessions,
respectively (Langlois et al., 2000). In most cases, however, GAD and patho-
logical worry can be differentiated from obsessive-compulsive disorder and
obsessions (see Table 3—7 and Chapter 6).

Patients with GAD who worry excessively about health and disease
usually do not suspect that they already have a serious physical disease,
as in hypochondriasis. Likewise, GAD patients do not exhibit typical
hypochondriacal behaviors, such as seeking reassurance and subjecting
themselves to numerous medical investigations.

Patients with GAD differ from patients with some types of specific
phobias, particularly phobia of choking and disease phobia, in terms of
having a broader anxiety. Also, their fears lack a phobic quality and these
patients typically do not exhibit avoidance behavior.

Table 3–7. Distinguishing Between Generalized Anxiety Disorder and

Obsessive-Compulsive Disorder

Criteria Pathological Worry in GAD Obsessions in OCD

Quality of the
experience

Ego-syntonic, not alien,
‘‘crazy,’’ or inappropriate

Ego-dystonic, alien, ‘‘crazy,’’ or
inappropriate

Content Real-life problems (health,
work, school, relationships,
finances)

Referring to something abhorrent
or shameful (e.g., contamination,
aggressive or sexual urges) and/or
implying one’s personal
involvement or responsibility

Relation to
images

Usually not present Often very strong

Need to
neutralize

Usually not present Usually very strong

OCD, obsessive-compulsive disorder.
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Generalized anxiety disorder differs from posttraumatic stress disorder
and adjustment disorders in that it is not necessarily preceded by and is not
etiologically associated with a trauma or a stressful event.

Because of its chronic course and early onset in many of its sufferers,
GAD may resemble some personality disorders, especially avoidant and
dependent personality disorders. While personality disorders from the
DSM Cluster C are often characterized by long-standing manifestations of
anxiety, the pattern of pathological worry, various symptoms of tension,
and other somatic symptoms is usually absent. Unlike GAD, avoidant and
dependent personality disorders are characterized by marked patterns of
social avoidance and excessive dependency, respectively.

EPIDEMIOLOGY

Highlights of the epidemiology of GAD are shown in Table 3—8. In the U.S.
National Comorbidity Survey, the lifetime prevalence rate of GAD was

Table 3-8. Epidemiological Data for Generalized Anxiety Disorder

• Lifetime prevalence in the United States: 5.1% (DSM-III-R criteria, National
Comorbidity Survey), 8.9% (ICD-10 criteria, National Comorbidity Survey), 5.7%
(DSM-IV criteria, National Comorbidity Survey Replication), 4.1% (DSM-IV
criteria, National Epidemiologic Survey on Alcohol and Related Conditions)

• Lifetime prevalence in various countries, according to various diagnostic
criteria: 1.9%—31.1%

• Best-estimate lifetime prevalence rate across the world: 6.2%

• Rarely occurs alone: about two thirds have at least one additional current disorder
(most commonly depression, social anxiety disorder, and panic disorder); more
than 90% have at least one additional disorder co-occurring with GAD during
their lifetime (with depression and panic disorder being most common)

• Often diagnosed as a condition co-occurring with another disorder (e.g.,
depression) for which help was originally sought

• Occurs about twice more often among women than among men

• More common among separated, divorced, widowed, unemployed,
homemakers, urban dwellers, and people with lower income

• Relatively high prevalence in all age groups

• Typical age of onset: between late teens and late 20s; onset occurs in childhood
and early adolescence in a sizable proportion, but may also start later in a
significant number of sufferers

• Characteristic help-seeking patterns: majority of persons with GAD do not
seek help at all; there is often a period of many years between onset and the
time of seeking help; help is usually sought in primary care for a condition that
complicates the course of GAD (e.g., depression)

• One of the most common psychiatric disorders in primary care
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5.1% based on the DSM-III-R criteria and 8.9% according to the ICD-10
criteria (Wittchen et al., 1994). In the more recent National Comorbidity
Survey Replication, which used the DSM-IV criteria, the lifetime preva-
lence of GAD in the United States was 5.7% (Kessler et al., 2005). Another
study, the National Epidemiologic Survey on Alcohol and Related
Conditions, which also used the DSM-IV criteria, reported a lower lifetime
prevalence rate of GAD in the United States, at 4.1% (Grant et al., 2005a).

Lifetime prevalence rates of GAD in the world vary significantly and
range from 1.9% in Switzerland (Wacker et al., 1992) to 31.1% in New
Zealand (Oakley-Browne et al., 1989). The most important sources of this
variability are different diagnostic criteria and different diagnostic instru-
ments used in various epidemiological surveys. It is also possible that
cultural and social factors affect prevalence rates of GAD. A tendency has
been noted for lifetime prevalence rates of GAD to be lower in Europe than
in other places in the world (Somers et al., 2006). The best-estimate lifetime
prevalence rate for GAD across epidemiological studies published between
1980 and 2004 and conducted in various countries was 6.2% (Somers et al.,
2006). This confirms that GAD is a common condition and one of the most
frequently occurring anxiety disorders.

The lifetime prevalence of GAD without any co-occurring conditions
was found to bemuch lower–only 0.5% (Wittchen et al., 1994). This finding
suggests that GAD rarely occurs alone, not only in the clinical population
but also in epidemiological samples. In the community, 66.3% of people
with GAD had at least one additional current disorder, most commonly
major depression, social anxiety disorder, and panic disorder; the lifetime
rate of psychiatric disorders co-occurring with GADwas 90.4%, with major
depression and panic disorder being the most common co-occurring dis-
orders (Wittchen et al., 1994).

Generalized anxiety disorder occurs about twice more often among
women than among men (Blazer et al., 1991; Wittchen et al., 1994; Grant
et al., 2005a) and is encountered more often among separated, divorced,
widowed, and unemployed persons and homemakers (Wittchen et al.,
1994; Grant et al., 2005a). It may be more frequent among people with
lower income (Grant et al., 2005a) and in urban populations.

Generalized anxiety disorder has been reported to be common both
among the elderly (Uhlenhuth et al., 1983; Kessler et al., 2005) and in
children and adolescents (Bowen et al., 1990; McGee et al., 1990). Data for
children include overanxious disorder, which is considered to be a pre-
cursor of GAD in that age group. In terms of its prevalence across different
ages, from childhood to old age, GAD is different from panic disorder and
more akin to social anxiety disorder and specific phobias.

It may be difficult to precisely determine the onset of GAD because it
usually develops gradually and many patients say that they have ‘‘always’’
worried and have ‘‘always’’ been anxious, nervous, or tense. Still, it has
been estimated that the onset of GAD occurs most commonly between the
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late teens and late 20s (Barlow et al., 1986; Burke et al., 1991; Kendler et al.,
1992a; Rogers et al., 1999), although in a sizable number, first manifestations
of GAD appear in childhood and early adolescence. One study has reported
a later average age of onset of GAD at 32.7 years (Grant et al., 2005a). In
contrast to the gradual and insidious onset of GAD in adolescence and in
the third decade of life, its onset later in life may be more acute and is often
associated with a stressful event (Hoehn-Saric et al., 1993a).

In North America, only about 40% of people with GAD seek treatment
(Kessler et al., 1997b) and one third seeks help in the year of onset of GAD
(Olfson et al., 1998). People with GAD who seek help later delay doing so
for many years. This lengthy delay before help and treatment are sought is
similar to the corresponding delay in social anxiety disorder and specific
phobias. Even when GAD sufferers seek help, this is often for a condition
that complicates the course of GAD, such as depression. Generalized
anxiety disorder may be overshadowed by psychiatric disorders that
receive primary therapeutic attention and the presence of GAD may then
be overlooked.

Although people with GAD usually have an early onset of this illness,
their delay in seeking professional help means that they often present for
treatment in their 30s or even later in life. By contrast, panic disorder
usually has an onset at a later age than GAD, but persons with panic
disorder do not wait very long before seeking help. Therefore, patients
with panic disorder are often younger than those with GAD in clinical
settings.

About one half of persons with GAD seek help from primary care
physicians (Wittchen et al., 1994). Generalized anxiety disorder is one of
the most common psychiatric disorders seen in primary care, with the
prevalence of 7.9% being second only to that of depression (Goldberg and
Lecrubier, 1995). Generalized anxiety disorder may be the most frequent
anxiety disorder in primary medical care (Wittchen et al., 2002). People
with GAD also tend to see various medical specialists, most commonly
gastroenterologists (Kennedy and Schwab, 1997), but they seem to attend
specialized medical clinics generally less often than persons with panic
disorder.

COURSE AND PROGNOSIS

Generalized anxiety disorder is a chronic condition. While its clinical
features tend to persist, the course of GAD is often characterized by the
waxing and waning of its symptoms and by symptoms becoming more
severe at times of stress. There have been reports that in a substantial
proportion of sufferers, a course of GAD can be better described as
recurrent, with symptom-free periods between exacerbations (e.g.,
Angst et al., 2009).
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It is difficult to conduct follow-up studies of ‘‘pure’’ GAD because it so
often co-occurs with other disorders. Still, a 5-year follow-up study of
treated GAD patients revealed that only 18% were in remission, while
more than 50% continued to have symptoms, with impairment in various
areas of functioning (Woodman et al., 1999). Most other studies paint a
similar picture of the course of GAD. Thus, Noyes et al. (1987b) have found
that only one fourth of GAD patients have ‘‘remissions,’’ defined as 3-
month periods without any symptoms. In another study, one half of
patients continued to have symptoms of GAD 16 months after the comple-
tion of treatment (Mancuso et al., 1993). Yonkers et al. (2000) have reported
that over a 5-year follow-up, less than 50% of peoplewithGAD experienced
a full or partial remission. In contrast, some research suggests that people
with GAD may show a greater tendency to improve over long periods of
time (e.g., Angst et al., 2009). Another study, conducted over a 40-year
period, has also reported improvement in more than 80% of GAD patients
and a tendency for GAD to be replaced by somatization and somatoform
disorders after the age of 50 (Rubio and López-Ibor, 2007).

As already noted, GAD is often complicated by depression and less often
by panic disorder and alcohol-related problems. The longitudinal stability
of the diagnosis of GAD seems to be rather poor: in one follow-up study,
only 3% of patients with GAD retained this diagnosis after 12 years, 28%
were diagnosed with dysthymic disorder or major depressive episode, and
11% received diagnoses of other anxiety disorders (Tyrer et al., 2004). If
depression develops, patients’ overall condition tends to be more severe,
their functioning more impaired, treatment more difficult, and prognosis
worse (Bruce et al., 2001; Hunt et al., 2002; Wittchen, 2004). The occurrence
of depression in the course of GAD also increases the suicide risk.

Factors suggesting poor prognosis of GAD include early onset; long
duration before it is treated; female gender; presence of depression, person-
ality disorders, and other psychiatric conditions; and disturbed marital or
other relationships (Mancuso et al., 1993; Yonkers et al., 2000; Bruce et al.,
2001; Tyrer et al., 2004; Rubio and López-Ibor, 2007).

Generalized anxiety disorder is associated with substantial impairment in
occupational and social functioning and adverse effects on quality of life. In
particular, GAD has been associated with decreased work productivity
(Greenberg et al., 1999; Kessler et al., 1999a; Wittchen et al., 2000a), unemploy-
ment, and/or likelihood of receiving welfare or disability financial packages
(Massion et al., 1993). While the degree of impairment is higher when GAD is
accompanied by depression, GAD has been associated with considerable
impairment even in its pure form (Wittchen et al., 2000a; Kessler et al., 2001;
Grant et al., 2005a). People with GAD tend to perceive themselves as being in
poor health and are more likely to use health care services (e.g., Kessler et al.,
1999a; Maier et al., 2000; Wittchen et al., 2002). Some research suggests that
GADmay be associatedwith an increased risk of coronary heart disease, even
in the absence of major depressive disorder (Barger and Sydeman, 2005).
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ETIOLOGY AND PATHOGENESIS

There are generally two broad ways of conceptualizing the etiology and
pathogenesis of GAD. Like other anxiety disorders, GADmay be conceived
of as a condition that develops on the background of a specific and non-
specific predisposition, following certain precipitating events; within this
framework, factors that maintain GAD can also be identified. Relatively
specific for GAD among all the anxiety disorders except for generalized
social anxiety disorder is the fact that GAD has also been conceptualized as
being akin to a personality disorder. When GAD is viewed as primarily a
personality-level disturbance, a different etiological model–one inwhich a
distinction between the predisposing and precipitating factors is largely
irrelevant–would need to be elaborated.

In this section, contributions from the major theoretical perspectives to
the current understanding of etiology and pathogenesis of GAD will be
reviewed. A hypothesis that GAD is primarily a personality disorder will
also be presented.

BIOLOGICAL MODELS

Genetic Factors

There is some indication that GAD may have a genetic component. This is
suggested by the finding that GAD occurs several times more frequently
among first-degree relatives of individuals with GAD (19.5%) than among
first-degree relatives of normal controls (3.5%) (Noyes et al., 1987b). The
heritability of GAD among female twins was estimated at 30% (Kendler
et al., 1992a). However, other findings do not support the notion that GAD
is a genetically based disorder (e.g., Torgersen, 1983), and it is possible that
higher rates of GAD in some families reflect hereditary factors less than the
influence of the shared environment.

Other studies have examined the genetic relationship between GAD and
depression. One proposal is that genes involved in GAD andmajor depres-
sive disordermight be linked, so that GADmight be inherited only if a gene
for depression is also inherited (Skre et al., 1993). A genetic link between
GAD and depression has been postulated in women, with genetic predis-
position for GAD and depression presumed to be the same. According to
this model, the development of GAD or depression then depends on
environmental and developmental factors and life events (Kendler et al.,
1992b; Kendler, 1996). As already noted, twin studies suggest that GAD and
major depressive disorder have the same genetic diathesis (Roy et al., 1995).

Neuroanatomy and Pathophysiological Mechanisms

Neuroimaging Studies Neuroimaging studies of GAD have produced
somewhat conflicting findings. One early positron emission tomography
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investigation has suggested that the large areas of the brain–the occi-
pital, temporal, and frontal lobes, as well as the cerebellum and basal
ganglia, but not the amygdala–might be implicated in the pathogenesis
of GAD (Wu et al., 1991). Other brain imaging studies suggest that GAD
might be characterized by dysfunction of the amygdala (DeBellis et al.,
2000; Monk et al., 2008) or that GAD might be associated with reduced
response to fearful facial expressions in the amygdala (McClure et al.,
2007; Blair et al., 2008a). Neuroimaging studies of adolescents with GAD
indicate a dysfunction of the ventrolateral and ventromedial prefrontal
cortex (Monk et al., 2006, 2008).

One study has suggested that GAD could be distinguished from general-
ized social anxiety disorder on the basis of the activation of different brain
areas in response to emotional facial expressions and patterns of response:
while patients with generalized social anxiety disorder showed an increased
response to fearful expressions in several brain regions, including the amyg-
dala, patients with GAD showed increased response to angry expressions in
lateral frontal cortex, especially a lateral region of the middle frontal gyrus
(Blair et al., 2008a). Moreover, symptom severity in GAD correlated with the
lateral frontal cortex response to angry expressions, whereas symptom
severity in generalized social anxiety disorder correlated with the amygdala
response to fearful expressions (Blair et al., 2008a).

Although not definitive, these findings converge to suggest that a more
specific neural correlate of GAD might be a dysfunction of the frontal
cortex. The role of the amygdala in the pathogenesis of GAD remains to
be clarified.

Neurotransmitter Systems

Several neurotransmitter systems have been implicated in the etiology and
pathogenesis of GAD: noradrenaline, serotonin, gamma-aminobutyric acid
(GABA), and cholecystokinin. Studies of some of these systems have been
undertaken in conjunction with findings of the efficacy of medications that
act via the corresponding transmitters. Thus, the efficacy of buspirone (and
later, the efficacy of selective serotonin reuptake inhibitors) in the treatment
of GAD largely inspired investigations of the pathogenetic role of serotonin;
similarly, the efficacy of benzodiazepines was instrumental in promoting
studies of the GABA system. A finding that there are abnormalities in the
noradrenaline system in GAD provided some explanation for the efficacy
in GAD of medications such as imipramine.

The results of these studies have not been consistent and did not point to
any neurotransmitter system as beingmore important for GAD than others.
It cannot be presumed that some neurotransmitter abnormalities are spe-
cific for GAD and it is not clear whether they precede the onset of GAD or
whether they are a correlate or a consequence of GAD. Some of the neuro-
transmitter abnormalities involved in GAD are presented in Table 3—9.
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Other Neurobiological Aspects

Research suggests that GAD may be characterized by changes in the func-
tioning of the hypothalamic-pituitary-adrenal axis, which plays a major
role in response to stress. Some studies have reported chronically increased
cortisol levels in GAD, indicating an exaggerated response to stress (e.g.,
Tiller et al., 1988).

There is also a possibility of an autonomic nervous system dysfunction
in GAD. A general autonomic inflexibility in GAD is suggested by the
findings of a weakened response to stress, prolonged recovery from stress
(e.g., slower return to baseline of skin conductance after stress), and slower
habituation to novel stimuli and stress (Hoehn-Saric et al., 1989; Brawman-
Mintzer and Lydiard, 1997). Patients with GAD may also have a lowered
vagal (parasympathetic) tone (Thayer et al., 1996).

Panic induction studies have shown that panic attacks can be induced in
a much smaller percentage of patients with GAD compared to those with
panic disorder (e.g., Cowley et al., 1988; Verburg et al., 1995; Perna et al.,
1999). This finding supports a notion that GAD differs significantly from
panic disorder.

PSYCHOLOGICAL MODELS

Cognitive Approaches

The reconceptualization of GAD as a condition primarily character-
ized by cognitive activity, worrying, was largely a result of the

Table 3–9. Potential Neurotransmitter Abnormalities in Generalized

Anxiety Disorder

Neurotransmitter

Systems

Potential Abnormalities

Noradrenaline Hyperactivity (e.g., Sevy et al., 1989; Kelly and Cooper, 1998)

Serotonin — Hyperactivity or underactivity (role of serotonin
neurotransmitter abnormalities unclear, with potential
abnormalities in GAD speculated on the basis of
corresponding abnormalities in other anxiety disorders)

— Administration ofm-chlorophenylpiperazine (a nonspecific
5-HT1 and 5-HT2 agonist) to GAD patients increased
anxiety (Germine et al., 1992)

GABA — Altered (decreased) function of GABAA receptors in the left
temporal pole (Tiihonen et al., 1997)

— Excessive release of noradrenaline, serotonin, and/or
cholecystokinin via GABA

GABA, gamma-aminobutyric acid.
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growing number of cognitive models of GAD. This reconceptualiza-
tion has in turn led to the formulation of additional cognitive
accounts of pathological worry and GAD, sometimes treating patho-
logical worry as if it were a proxy for GAD. These models better
account for the ways in which pathological worry and GAD are
maintained than for their causes. Nevertheless, the models are valu-
able for their contribution to a better understanding of the processes
involved in pathological worry and GAD. Table 3—10 lists the main
aspects of cognitive models in GAD.

The cognitive abnormalities in GADhave several consequences: patients
often have great difficulty in distinguishing between threatening and non-
threatening situations and cues; they feel less capable of detecting threat
and of understanding where the danger is coming from; and they none-
theless feel very strongly that there is much danger out there and that they
should do something about it (e.g., protect themselves). As a result, patients
are puzzled about the nature of their worry (what it is that they ‘‘really’’
worry about and/or why), which only increases their apprehensiveness
and a sense of dread.

Psychodynamic Approaches

No psychodynamic model has been specifically developed for GAD, and a
psychodynamic approach to GAD is based on psychoanalytic theories of
anxiety in general. Psychodynamic formulations of anxiety (Freud, 1926/
1959; Karasu, 1994) are still relevant for clinical practice in that they can help
clinicians better understand the underlying issues and the nature and
meaning of anxiety in their patients. Modern psychodynamic approaches
make a distinction between two types of anxiety (‘‘automatic’’ and ‘‘signal’’)
that may be present in GAD. Their origins are then traced to specific
developmental issues (Table 3—11). Although it is difficult to separate
them precisely along diagnostic lines, it appears that automatic anxiety
is more characteristic of panic disorder, whereas signal anxiety is more
typically encountered in GAD.

Role of Developmental and Childhood Factors

Patients with GAD tend to report various traumatic experiences in child-
hood, such as separation from parents, death of parents, and physical and
sexual abuse. While this link does not appear to be specific for GAD (e.g.,
Raskin et al., 1982), other studies suggest that there may be a relatively
specific relationship between GAD and these traumatic childhood experi-
ences (e.g., Hubbard et al., 1995; Windle et al., 1995). Patients with GAD
often view their parents as overprotective, controlling, and rejecting, and
their families of origin as dysfunctional (e.g., Rapee, 1997), but this is very
similar to how many panic patients perceive their parents and primary
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Table 3–10. Cognitive Models of Worry and Generalized Anxiety Disorder

Model Main Components of Model

Worry as cognitive avoidance Worry is predominantly a thought activity, in

contrast to mental imagery-related activity

(Borkovec and Inz,1990)

Emotions expressed through a thought activity

(worry), in contrast to emotions expressed

through imagery-related activity, are not

associated with sympathetic nervous system

hyperactivity (Vrana et al., 1986)

Since worry inhibits autonomic arousal, it

serves the purpose of avoiding somatic

symptoms that accompany strong emotional

states (‘‘cognitive avoidance’’); worry is

maintained by the avoidance of both

unpleasant emotions and the accompanying

autonomic arousal (Borkovec et al., 1991, 1998)

Beliefs about benefits of worry Worry is maintained by beliefs that it is

necessary to worry to avoid danger, prevent

harm, prepare oneself for a bad outcome, and/

or promote better coping (Rapee, 1991;

Freeston et al., 1994)

These beliefs aremaintained by nonoccurrence

of the events that one worries about (Borkovec

et al., 1998; Dugas et al., 1998b)

Intolerance of uncertainty as the central

cognitive feature of GAD

Intolerance of uncertainty perpetuates worry

by exacerbating the ‘‘what if . . .’’ thinking style

(Ladouceur et al., 1997; Dugas et al., 1998b)

Biased information-processing, related

to exaggerated perception of threat

Attention is focused on a wide variety of

threatening cues and on detecting threat in

numerous situations (MacLeod et al., 1986)

Awide variety of ambiguous stimuli and

information are interpreted as threatening

(Mogg et al., 1994)

Memory for all threat-related information is

better (biased) (Butler and Mathews, 1983;

Mathews et al., 1989)

Low self-efficacy, poor problem

orientation

GAD is associated with the belief that one is

unable to exercise control over events (Kent

and Gibbons, 1987); there may be lack of

confidence in one’s ability to cope with

problems (Ladouceur et al., 1998); core beliefs

of self-doubt are present (Davey and Levy,

1998)
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families (see Chapter 2). Hence, the notion that there are specific develop-
mental antecedents to GAD lacks sufficient support. There appears to be a
broad predisposition to a range of anxiety and other psychiatric disorders
based on childhood experiences.

Life Events Research

Life events research in GAD has suggested that the onset of GAD may
be preceded by stressful or traumatic experiences more often than
expected (e.g., Nisita et al., 1990). This appears to be the case more
with persons in whom GAD occurs in the third decade of life or later.
More typically, the onset of GAD is gradual, and stressful events are
more likely to precipitate exacerbations in the course of GAD than the
very onset of GAD.

The link between relatively minor stress and exacerbation of GAD
symptoms (Brantley et al., 1999) may suggest that patients with GAD
have generally low tolerance for stress and that they easily decompensate
in response to even minor stressors.

Table 3–11. Psychodynamic Conceptualization of Anxiety in Generalized

Anxiety Disorder

Automatic Anxiety Signal Anxiety

Key features 1. Predominance of physical
symptoms of anxiety

2. Anxiety experienced as
highly disruptive

Predominance of anxious
anticipation, worry, and/or
‘‘free-floating’’ anxiety

Explanatory
model

Failure of the mothering figure
to provide protection, sense
of security, and love in the
pre-Oedipal phase results in
the inability to tolerate or
endure anxiety and in the
experience of anxiety in its
‘‘raw’’ (predominantly
physical) form

1. Anxiety serves as a ‘‘signal’’
to the ego to strengthen its
defenses against sexual or
aggressive drives

2. Anxiety indicates the
presence of unconscious,
unresolved intrapsychic
conflicts

3. The origin of anxiety is in the
Oedipal phase

Manifestations
of anxiety

1. Fear of annihilation
2. Fear of losing one’s identity

through a merger with
another person

3. Fear of separation
4. Fear of losing love

1. Fear of castration (fear of
injury to one’s physical
integrity)

2. Fear of superego (fear of
conscientiousness,
punishment)
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Generalized Anxiety Disorder as a Personality-Level Disturbance

There is a long tradition of considering some types of anxiety, particularly
chronic anxiety, more ‘‘characterological’’ in nature, hence the concepts of
‘‘trait anxiety’’ (versus ‘‘state anxiety’’) and ‘‘anxious personality disorder’’
(as it most recently appeared in the ICD-10). This is analogous to the states
of chronic depression often being referred to as ‘‘characterological depres-
sion’’ and ‘‘depressive personality.’’

Several characteristics of GAD make it look like a personality disorder.
First, in many cases, GAD starts early, in childhood or adolescence. Second,
the onset of GAD is usually gradual, with more than 80% of persons with
GAD not being able to recall its precise onset (Rapee, 1985). Third, the
course of GAD is usually chronic, its manifestations are persistent, and its
pattern is pervasive. Fourth, the anxiety in GAD has a strong characterolo-
gical ‘‘flavor’’ in that all aspects of personality seem to be affected by it. Is
GAD then a personality disorder?

The fact that GADmay also first manifest itself later in life, after person-
ality development has for themost part been completed, suggests that there
are perhaps two conditions subsumed under the current concept of GAD
(Table 3—12). As proposed by Brown et al. (1994), there may be a type of
GAD with an early and gradual onset, which resembles a personality
disorder; this type is more frequent and appears to be associated with
behavioral inhibition, childhood anxiety disorders, and/or childhood
fears. The late-onset type of GAD is less frequent, has a more acute onset
in the third decade of life or later (usually after some stressful event), and
resembles an anxiety disorder. In comparison with an early-onset type, the
late-onset type of GAD may have a less chronic course and may be less
likely to be associated with depression, other psychiatric conditions, and
personality disorders. This dichotomy in the conceptualization of GAD has
not been investigated further, but clinical observation has supported it to
some extent.

The pathogenesis of the personality disorder-like GAD remains to be
elucidated. Because of the close relationship between GAD and certain
personality dimensions that are believed to be largely inherited (e.g.,
neuroticism, negative affectivity, and harm avoidance), it is possible that
GAD is at the extreme end of these dimensions. If so, GAD may not
necessarily be a distinct personality disorder but rather a temperament-
based, nonspecific vulnerability or predisposition for the development of
a range of anxiety and mood disorders (e.g., Nisita et al., 1990; Brown,
1997; Akiskal, 1998).

There are certain aspects of the relationship between GAD and person-
ality disorders which suggest that GAD may be related to personality
disturbance. In comparison with panic disorder, GAD was more often
found to be associated with more severe character pathology, including
antisocial traits, mistrust, suspiciousness, hostility, and irritability as well
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as paranoid, schizotypal, obsessive-compulsive, and passive-aggressive
personality disorders (Blashfield et al., 1994). Also, it has been suggested
that severe character pathology might be a risk factor for developing GAD
but not a risk factor for developing panic disorder (Nisita et al., 1990).
Personality traits such as lack of self-confidence, insecurity, hypervigilance,
and heightened sensitivity, and dependent and avoidant personality dis-
orders are often found among GAD patients, but they seem nonspecifically
associated with other anxiety disorders and depression as well.

TREATMENT

Aswith other anxiety disorders, early treatment of GAD ismore likely to be
effective than treatment that starts later in the course of GAD. Many
persons with GAD often tolerate their anxiety and distress for years,
believing that it is in their ‘‘nature’’ to worry and that there is little that
can be done to change that. As a result, they often seek help and treatment
when the disorder has become more severe and/or when they have devel-
oped complications. Therefore, by the time GAD patients present for treat-
ment, they are likely to need a long-term treatment strategy that would also
address any co-occurring psychiatric conditions.

PHARMACOLOGICAL TREATMENT

The main goal of pharmacological treatment in GAD is a significant
decrease in tension and general anxiety (encompassing both its somatic

Table 3–12. The Two Types of Generalized Anxiety Disorder

Criteria for Differentiation Personality

Disorder Type

Anxiety

Disorder

Type

Age of onset Childhood or
adolescence

Third decade
and later

Mode of onset Gradual Relatively
acute

Stressful event(s) preceding the onset No Yes

Course More chronic Less chronic

Association with behavioral inhibition, anxiety
disorders in childhood, and/or childhood fears

Yes No

Association with depression, other psychiatric
conditions, and personality disorders

Yes No

Frequency of occurrence More frequent Less
frequent
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symptoms and cognitive symptoms, i.e., worry or apprehensive expecta-
tion). Other goals of pharmacotherapy include treatment of co-occurring
depression, other anxiety disorders and symptoms such as insomnia, and
improvement in functioning. Medications may not be able to target all the
components of GAD equally well, and they differ in terms of their ability to
exert effects on specific symptoms of anxiety (see Table 3—13).

Many GAD patients take anxiolytic medications, usually benzodiaze-
pines, on an as-needed (prn) basis. When they start visiting their primary
care physicians more often or feel that they need to see a mental health
professional, it usually means that they have greater difficulty tolerating
their chronic anxiety, worries, and tension or that they have developed a
complication of GAD (e.g., depression). It is often at that point that GAD
patients are offered regular pharmacological treatment.

There are several relatively specific considerations in the pharmacolo-
gical treatment of GAD (Table 3—13). Antidepressants have largely replaced
benzodiazepines asmedications of choice in the treatment of GAD,which is
somewhat paradoxical, because benzodiazepines had been considered a
gold standard for pharmacological treatment of GAD. In fact, panic

Table 3–13. Pharmacological Treatment Considerations for Generalized

Anxiety Disorder

Issues and Factors Clinical Implications

Close relationship between GAD and
depression

Antidepressants should be given
preference to treat GAD

In clinical setting, GAD is usually
accompanied by another condition,
most commonly depression; patients
with GAD are also more likely to
develop depression

Optimal medication for use in GAD is
the one that is also likely to be effective
in treatment of depression–an
antidepressant

Benzodiazepines seem to be more
efficacious for somatic anxiety
symptoms, and autonomic hyperarousal
in particular (Rickels et al., 1982;
Hoehn-Saric et al.,1988; Rocca et al.,
1997), which may not be very prominent
in GAD; antidepressants appear to be
more efficacious for cognitive anxiety
symptoms (e.g., worry), which may be
more characteristic of GAD

Antidepressants may offer specific
advantages over benzodiazepines in
treatment of GAD to the extent that
cognitive anxiety symptoms
predominate over the somatic anxiety
symptoms

In comparison with panic disorder,
there is usually a less prominent sense of
urgency to obtain relief from somatic
anxiety symptoms in GAD

Medications that act quickly (e.g.,
benzodiazepines) may be less often
needed in GAD
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disorder and GADwere initially distinguished from each other on the basis
of the former responding to an antidepressant, imipramine, and the latter
responding to benzodiazepines. What has changed?

The modern concept of GAD is quite different from that of its historical
precursor, anxiety neurosis, and its diagnostic criteria have been changing
significantly. Generalized anxiety disorder is now recognized as a chronic
condition, and in some important ways, more closely related to depression
than to the other anxiety disorders. The symptoms of GAD may be more
cognitive than somatic in nature, although this continues to be debated. In
clinical practice, GAD is more likely to be encountered with another dis-
order, such as depression. Furthermore, antidepressants may be more
efficacious than benzodiazepines in the long-term treatment of GAD (e.g.,
Kahn et al., 1986; Rickels et al., 1993; Casacalenda and Boulenger, 1998). One
systematic review did not find benzodiazepines definitively superior to
placebo even in the short-term treatment of GAD, although the results were
somewhat equivocal (Martin et al., 2007). All this makes antidepressants a
more suitable pharmacological option than benzodiazepines. Table 3—14
lists current recommendations for pharmacotherapy of GAD.

Several selective serotonin reuptake inhibitors (SSRIs), venlafaxine (in its
extended-release [XR] formulation), duloxetine, tricyclic antidepressants
(TCAs), and pregabalin have all demonstrated convincing efficacy in the
treatment of GAD. Although there are some differences in efficacy among
these medications, they are not of a magnitude that would favor one over
the other solely on that basis. Mainly because of their better tolerability and
greater safety in overdose (see Chapter 2), SSRIs are considered first-line
pharmacological treatment.

Medications are usually initiated in the lowest dose; the dose is then
gradually increased until remission is achieved. Table 3—15 shows the usual
dosages of antidepressants and other medications used in treatment of
GAD. There is some evidence that early improvement, after 2 weeks of

Table 3–14. Choice ofMedication in Treatment of Generalized Anxiety Disorder

Rank Medication(s)

First-line a. SSRIs (especially escitalopram, paroxetine, and sertraline)

b. SSRI + BDZ (short term)

Second-line a. Venlafaxine XR or duloxetine

b. Venlafaxine XR or duloxetine + BDZ (short term)

Third-line a. TCAs (imipramine)

b. TCA + BDZ (short term)

Fourth-line Pregabalin

SSRI, selective serotonin reuptake inhibitor; Venlafaxine XR, venlafaxine extended-release;
TCA, tricyclic antidepressant; BDZ, benzodiazepine.
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treatment, strongly predicts a favorable outcome of pharmacotherapy of
GAD (Rynn et al., 2006; Pollack et al., 2008b).

Antidepressants in Treatment of Generalized Anxiety Disorder

All antidepressants start showing efficacy inGADafter at least 1—4weeks of
continuous treatment. If somatic anxiety symptoms or agitation are promi-
nent, an antidepressant should be commenced at a very low dose, as if
starting to treat panic disorder. Benzodiazepines can be administered with
antidepressants at the beginning of treatment with the goals of accelerating
the onset of anxiolytic action and/or alleviating antidepressant-induced
anxiety or agitation.

Selective Serotonin Reuptake Inhibitors

Among the SSRIs, there is evidence of efficacy in GAD for escitalopram
(Davidson et al., 2004a; Goodman et al., 2005; Allgulander et al., 2006;
Baldwin et al., 2006; Bose et al., 2008), paroxetine (Rocca et al., 1997;
Pollack et al., 2001; Rickels et al., 2003; Stocchi et al., 2003), and sertraline
(Allgulander et al., 2004a; Brawman-Mintzer et al., 2006). When escitalo-
pram was compared with paroxetine (Bielski et al., 2005; Baldwin et al.,
2006) and paroxetine with sertraline (Ball et al., 2005), there was generally
no difference in efficacy, although paroxetine was equivalent to escitalo-
pram in efficacy onlywhen used in a higher dose (up to 50mg/day) (Bielski
et al., 2005). In terms of tolerability, no difference was found between

Table 3–15. Medication Dosages Efficacious for Treatment of Generalized

Anxiety Disorder

Medication Dose Range

Selective Serotonin Reuptake Inhibitors

Escitalopram 10—20 mg/day
Paroxetine 20—50 mg/day
Sertraline 50—200 mg/day

Other Antidepressants

Venlafaxine extended-release 75—225 mg/day
Duloxetine 60—120 mg/day
Imipramine 75—200 mg/day

Benzodiazepines

Diazepam 5—30 mg/day
Lorazepam 2—6 mg/day

Pregabalin 150—600 mg/day
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paroxetine (20—40 mg/day) and sertraline (50—100 mg/day) (Ball et al.,
2005), whereas escitalopram (10—20 mg/day) was better tolerated than
paroxetine (20—50 mg/day) (Bielski et al., 2005), with the main side effects
of paroxetine being insomnia, constipation, weight gain, and sexual
dysfunction.

Insomnia is not only a common symptom among patients with GAD but
also a potential side effect of SSRIs. Patients with insomnia and GAD
treated with SSRIs may receive a hypnotic medication on a short-term
basis to improve their sleep. One placebo-controlled study has shown that
escitalopram-treated patients with insomnia and GAD who for 8 weeks
also received eszopiclone, a nonbenzodiazepine hypnotic, significantly
improved not only in terms of their sleep but also with regard to their
levels of anxiety, mood, and daytime functioning (Pollack et al., 2008a).

In patients with GAD, higher doses may need to be used for SSRIs to be
efficacious: escitalopram in the dose of 20mg/daymay be better than 10mg/
day (Baldwin et al., 2006), paroxetine in the dose of 40 mg/day may show
better results than 20 mg/day (Rickels et al., 2003), and the mean dose of
sertraline in one trial was fairly high–149mg/day (Brawman-Mintzer et al.,
2006). Because higher doses of escitalopram are associated with greater
frequency of side effects in the treatment of GAD, it has been suggested
that treatment should commence with 10 mg/day and increased to 20 mg/
day if there is no response after 4 weeks of treatment (Baldwin et al., 2006).
Furthermore, higher doses of escitalopram may be associated with greater
likelihood of some discontinuation symptoms (Baldwin et al., 2006),
although more symptoms consistently arise in the course of paroxetine
taper and discontinuation than after discontinuation of escitalopram (e.g.,
Bielski et al., 2005; Baldwin et al., 2006). Other issues surrounding the use of
SSRIs and factors assisting in the choice of SSRIs are discussed in Chapter 2.

Venlafaxine Extended-Release

Several studies have established the efficacy of venlafaxine XR, a serotonin
and noradrenaline reuptake inhibitor, in short-term treatment of GAD
(Davidson et al., 1999; Rickels et al., 2000; Nimatoudis et al., 2004).
Venlafaxine XR was as efficacious for GAD as duloxetine (Hartford et al.,
2007; Allgulander et al., 2008; Nicolini et al., 2009) and pregabalin
(Montgomery et al., 2006). There is evidence that venlafaxine XR may in
some respects be more efficacious than escitalopram, but the latter medica-
tion is better tolerated (Bose et al., 2008). The principles of treatment with
venlafaxine XR, its side effects, and reasons for its status as the second-line
pharmacotherapy option are discussed in Chapter 2. Venlafaxine XR has
been found to be efficacious across a range of low to moderate doses (75—
225 mg/day), with the starting dose of 75 mg/day. Some research suggests
that the greatest improvements in GADmay be obtained with higher doses
(225 mg/day) of venlafaxine XR (Rickels et al., 2000).
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Duloxetine

Duloxetine is another serotonin and noradrenaline reuptake inhibitor. It
was initially developed for use in depression but was subsequently found
to be efficacious in the treatment of GAD (Hartford et al., 2007; Koponen
et al., 2007; Rynn et al., 2008). As noted above, there was no difference in
efficacy in GAD between duloxetine and venlafaxine XR. These findings
have made duloxetine suitable as the second-line pharmacotherapy option
for GAD because there is much less experience with its use in GAD than
there is with SSRIs. The relatively common side effects of duloxetine
include nausea, diarrhea, insomnia, sedation, sweating, and sexual dys-
function. In comparison with venlafaxine XR, duloxetine may have a lower
propensity to cause hypertension and to be associated with severe discon-
tinuation symptoms. Because duloxetine inhibits the metabolism of several
drugs, including TCAs, it can raise levels of TCAs to toxic levels, which
calls for caution when switching from a TCA to duloxetine (or vice versa).
The initial dose is 60 mg/day, which is also the usual therapeutic dose; in
some cases it is prudent to commence treatment with 30 mg/day. Unlike
venlafaxine XR, duloxetine exhibits both the serotonin and noradrenaline
reuptake blockade at this low dose. Some GAD patients may need a higher
dose, up to 120 mg/day.

Tricyclic Antidepressants

Imipramine has also been efficacious in the treatment of GAD (Hoehn-Saric
et al., 1988; Rickels et al., 1993). Sedative properties of imipramine and other
side effects typically associated with TCAs (see Chapter 2) limit the use of
this medication in GAD. Patients with prominent insomnia and restless-
ness, however, may benefit from imipramine.

Benzodiazepines

Although benzodiazepines are no longer the pharmacological treatment
of choice, they continue to play a role in the treatment of GAD. They are
useful for treating insomnia, symptoms of tension (especially muscle
tension), and manifestations of autonomic hyperactivity. As already
noted, benzodiazepines can be combined with antidepressants, and
because of their quick onset of action they can accelerate pharmacolo-
gical response and alleviate distress. In such a combination, benzodia-
zepines should preferably be used on a short-term basis, for several
(4—8) weeks. A benzodiazepine can then be ceased gradually, while
the treatment with an antidepressant continues.

Benzodiazepines can be administered as the only pharmacotherapy for
GAD, and many studies have demonstrated their overall efficacy (e.g.,
Mitte et al., 2005), particularly for diazepam (e.g., Feighner et al., 1982;
Rickels et al., 1982, 1993, 1997; Elie and Lamontagne, 1984; Boyer and
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Feighner, 1993), alprazolam (e.g., Elie and Lamontagne, 1984; Hoehn-Saric
et al., 1988; Lydiard et al., 1997, Rickels et al., 2005), and lorazepam (Feltner
et al., 2003; Pande et al., 2003). In the long-term, however, this is not the
optimal pharmacological strategy. Apart from the issue of dependence, the
main reasons for this are a lack of effect of benzodiazepines on the cognitive
symptoms of anxiety and on the symptoms of depression; the former
symptoms are often prominent in GAD whereas the latter are important
because of the frequent occurrence of depression in patients with GAD. As
already noted, there has been some doubt about the efficacy of benzodia-
zepines not only in long-term but also in short-term treatment of GAD.

In long-term treatment, benzodiazepines with a longer half-life (e.g.,
diazepam) may be more suitable, because it is easier to administer them
and they are less likely to be associated with significant discontinuation
problems (see Chapter 2). When benzodiazepines need to be ceased after
prolonged use, they should be carefully tapered to avoid withdrawal
symptoms, as outlined in Chapter 2. In the absence of current and past
drug and alcohol abuse or dependence, GAD patients are just as unlikely as
patients with panic disorder to escalate the dose of a benzodiazepine or to
abuse it.

Benzodiazepines can be taken on an as-needed (prn) basis, for example,
in relatively mild cases of GAD or after treatment with an antidepressant
has resulted in sustained remission and regular pharmacotherapy has been
ceased. The benefit of such practice has not been investigated.

Pregabalin

In terms of its mechanism of action, pregabalin is unique among the phar-
macological agents for GAD. It has been referred to as a ‘‘calcium channel
modulator’’ because it binds to the a2d subunit of voltage-gated calcium
channels; this reduces calcium flow and decreases the release of several
neurotransmitters, including glutamate, noradrenaline, and substance P,
thereby producing anxiolytic and other effects. Pregabalin was developed
first as an anticonvulsant and a drug for neuropathic pain. The efficacy of
pregabalin in GAD was demonstrated in several short-term (4—6 weeks)
placebo-controlled studies (Feltner et al., 2003; Pande et al., 2003; Pohl
et al., 2005; Rickels et al., 2005; Montgomery et al., 2006). When compared
with venlafaxine (Montgomery et al., 2006), lorazepam (Feltner et al., 2003;
Pande et al., 2003), and alprazolam (Rickels et al., 2005), it was equally
efficacious for GAD. One placebo-controlled, relapse-prevention study
demonstrated a long-term (24 weeks) efficacy of pregabalin; for reasons
that are not well understood, a fairly large proportion (36%) of patients
discontinued pregabalin in this study (Feltner et al., 2008).

These trials have found several clinically relevant advantages of prega-
balin. The drug showed an early onset of therapeutic action, after 1 week of
treatment (Feltner et al., 2003; Pande et al., 2003; Pohl et al., 2005;
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Montgomery et al., 2006). It had significant effects on both somatic and
cognitive anxiety symptoms (Pohl et al., 2005; Montgomery et al., 2006) and
decreased the co-occurring symptoms of depression (Pohl et al., 2005;
Montgomery et al., 2006; Stein DJ et al., 2008). Pregabalinwas not associated
with significant withdrawal symptoms upon discontinuation (Feltner et al.,
2003; Pande et al., 2003; Pohl et al., 2005), even after 32 weeks of treatment
(Feltner et al., 2008). Importantly, the medication is not regarded to have a
significant abuse potential (Feltner et al., 2008).

In terms of the side effects of pregabalin, it appeared less likely to cause
sexual dysfunction (Feltner et al., 2003), and in the course of both short- and
long-term treatment, pregabalin was reported to be well tolerated (Feltner
et al., 2003, 2008; Pande et al., 2003; Pohl et al., 2005; Rickels et al., 2005). Its
most common side effects are dizziness, sedation, and headache; other side
effects include various gastrointestinal disturbances, weight gain, blurred
vision, ataxia, and changes in cognitive functioning.

Despite these promising findings, pregabalin is not widely available and
has not been licensed for GAD in most countries. It continues to be referred
to as ‘‘an alternative treatment option for GAD’’ (e.g., Stein DJ et al., 2008).
At present, therefore, pregabalin cannot be endorsed in the treatment of
GAD before ascertaining whether a patient responds to one or more anti-
depressants with an established efficacy in GAD.

Alternative Pharmacotherapy Options for Generalized

Anxiety Disorder

Buspirone and hydroxyzine have been used in GAD with some success.
Their efficacy has been inconsistent or partial (i.e., only for somemanifesta-
tions of GAD). These medications can be used as an alternative pharma-
cotherapy option, before the stage of treatment resistance has been reached,
for example, when SSRIs, venlafaxine XR, duloxetine, or pregabalin are not
tolerated or not available, and TCAs are contraindicated. They can also be
helpful in treatment-resistant GAD (Table 3—16).

Buspirone

Buspirone is a nonbenzodiazepine, azapirone anxiolytic, which acts as a
partial agonist on serotonin 1A receptors. It was found to be efficacious for
GAD in controlled studied (Pollack et al., 1997; Davidson et al., 1999) and as
efficacious as benzodiazepines (e.g., Feighner et al., 1982; Rickels et al.,
1982; Mitte et al., 2005). When compared with venlafaxine XR (Davidson
et al., 1999) and hydroxyzine (Lader and Scotto, 1998), however, buspirone
proved to be less efficacious.

In addition to these inconsistent reports from clinical trials, many
clinicians have an impression that buspirone generally does not perform
well in GAD. Some of this impression may be a consequence of an
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apparent interference with the efficacy of buspirone by the previous use of
benzodiazepines (Schweizer et al., 1986). Buspirone may still be effica-
cious if the previously administered benzodiazepine was discontinued
very gradually (Delle Chiaie et al., 1995) or if a benzodiazepine has not
been taken 1 month prior to commencing treatment with buspirone
(DeMartinis et al., 2000). Therefore, to maximize the benefit of buspirone
in GAD patients previously treated with benzodiazepines, a benzodiaze-
pine needs to be discontinued very slowly and patients may need to go
through a benzodiazepine-free period. This may not be practical and may
be met with resistance.

Buspirone has several advantages: it does not cause sedation, it is not
associated with dependence, and it is apparently efficacious in alleviating
cognitive symptoms of anxiety (Rickels et al., 1982). Disadvantages of
buspirone include a slow onset of therapeutic action (2—3 weeks after
starting treatment), lack of efficacy in treating depression, and side effects

Table 3–16. Alternative Pharmacotherapy Options and Options for

Treatment-Resistant Generalized Anxiety Disorder

Alternative Pharmacotherapy Options, Before the Stage of Treatment Resistance Has
Been Reached

Monotherapy with buspirone
Monotherapy with hydroxyzine

Lack of Response to First-, Second-, Third-, or Fourth-Line Pharmacotherapy

Monotherapy options
Buspirone
Hydroxyzine
Antidepressants

Trazodone
Bupropion

Antipsychotics

Quetiapine
Trifluoperazine

Anticonvulsants

Valproate
Tiagabine

Partial Response to First-, Second-, or Third-Line Pharmacotherapy

Continue treatment for 2—3 months
Augmentation strategies

Beta-adrenergic blockers (propranolol, atenolol)
Clonidine
Tiagabine
Second-generation antipsychotics (risperidone, olanzapine, quetiapine)
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(nausea, insomnia, headache, agitation, dizziness) that some patients find
difficult to tolerate. One meta-analytic review has found that GAD patients
are less compliant with buspirone than with benzodiazepines (Mitte et al.,
2005). Buspirone might be a good choice for nondepressed GAD patients,
those who have not been previously exposed to benzodiazepines, and
patients who should not be prescribed benzodiazepines because of depen-
dence or abuse issues. The treatment usually starts with 5 mg three times a
day, and the dose may be increased to 60 mg/day, depending on the
patient’s response and side effects.

Hydroxyzine

Hydroxyzine is the histamine H1 receptor antagonist that can be useful as
monotherapy in the short-term treatment of GAD (Darcis et al., 1995; Lader
and Scotto, 1998; Llorca et al., 2002). It may be particularly suitable for the
symptoms of tension and insomnia, and in this regard, it could represent a
viable alternative to benzodiazepines. Hydroxyzine appears to exhibit the
onset of action fairly quickly (within 1 week), but in one study, a significant
anxiolytic effect occurred only after 4 weeks of treatment (Darcis et al., 1995).
Hydroxyzine can be very sedating and it has no effects on the cognitive
anxiety and depressive symptoms, which limits its use in GAD. The optimal
dosage of hydroxyzine for GAD has not been established, as it has been
reported to be efficacious in a small dose (50 mg/day) and a fairly high dose
(300—400 mg/day).

Long-Term Pharmacological Treatment

It is not clear how long pharmacotherapy ofGAD should last after remission.
In view of the chronic nature of GAD and its significant relationship with
depression, it seems reasonable to administer medications for at least 12—24
months. Several placebo-controlled, relapse prevention studies in GAD have
shown efficacy for escitalopram (Allgulander et al., 2006), paroxetine (Stocchi
et al., 2003), and pregabalin (Feltner et al., 2008). Venlafaxine XR was not
efficacious at relapse prevention (Montgomery et al., 2002), but other studies
suggest that it may be efficacious over a long term (6 months) (Gelenberg
et al., 2000; Allgulander et al., 2001). Use of benzodiazepines in long-term
treatment of GAD is not recommended. Other issues in long-term pharma-
cotherapy of GAD are similar to those in long-term pharmacotherapy of
panic disorder and are discussed in Chapter 2.

When the decision to cease pharmacotherapy is made, medication
should be discontinued gradually. As with other anxiety disorders, the
cessation of pharmacotherapy is associated with a high risk of relapse of
symptoms of GAD. Perhaps this risk can be decreased somewhat by using
psychological treatments or some of their techniques (e.g., relaxation), but
there is no evidence to clearly support this.
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Pharmacotherapy of Treatment-Resistant Generalized
Anxiety Disorder

What constitutes an adequate medication trial for GAD and at what point a
GAD patient can be considered treatment resistant are not well established.
However, it is reasonable to assume that 4—8 weeks of treatment with one of
the standard medications for GAD, given in the maximum recommended or
tolerated dose, is sufficient to establish whether that medication is effective.
Under circumstances of relative urgency, perhaps there is no need towait for
4 weeks to seewhether a patient will respond, as some research suggests that
a lack of any improvement after only 2 weeks of treatment indicates a low
likelihood of response after a full-length course of pharmacotherapy with
that agent (e.g., Rynn et al., 2006; Pollack et al., 2008b).

From a clinical practice perspective, a GAD patient is resistant to
pharmacotherapy if he or she has not responded to one of the SSRIs,
venlafaxine XR or duloxetine, imipramine, and pregabalin. Some patients
are deemed treatment resistant because one or more of these agents, as well
as benzodiazepines, cannot be prescribed to them or they are unable to
tolerate their side effects. As already noted, drugs such as buspirone and
hydroxyzine could be used both as an alternative monotherapy for GAD
and as monotherapy for treatment-resistant GAD patients (Table 3—16). A
possibility of adding CBT or other psychological treatments in treatment-
resistant cases should also be considered.

If there has been no response at all to treatmentwith a first-, second-, third-,
and fourth-linemedication for GAD,monotherapywith several othermedica-
tions could also be considered. These include trazodone, quetiapine,
valproate, bupropion, tiagabine, and trifluoperazine (Table 3—16).

The efficacy inGADof trazodone, a serotonin 2A receptor antagonist and
a less potent serotonin reuptake inhibitor, was established in one controlled
trial (Rickels et al., 1993). The main drawback of this agent is its sedative
effect. However, GAD patients who are particularly troubled by insomnia
and restlessness can benefit from the calming effects of trazodone.

Quetiapine, a second-generation antipsychotic, is another pharma-
cotherapy option for treatment-resistant patients, and it may well become
standard pharmacotherapy for GAD. Quetiapine in its extended-release
formulation as monotherapy for GAD was superior to placebo and as
efficacious as paroxetine in one large study (Bandelow et al., 2007). The
doses of quetiapine efficacious in GAD–50mg/day and 150 mg/day–are
much lower than those used in the treatment of schizophrenia and bipolar
disorder. A possible advantage of quetiapinemay be its early onset of action
(after 4 days of treatment), while its sedative properties represent the main
disadvantage of this medication.

There is some preliminary evidence from controlled, small, open-label,
or pilot studies that anticonvulsants valproate (Aliyev and Aliyev, 2008)
and tiagabine and antidepressant bupropion might be effective in GAD.
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However, results from three controlled studies generally failed to support
the efficacy of tiagabine in patients with GAD (Pollack et al., 2008c). The
first-generation antipsychotic trifluoperazine was efficacious in one con-
trolled trial but was poorly tolerated (Mendels et al., 1986).

If there has been a partial response to treatment with a first-, second-, or
third-line medication for GAD, it may be worthwhile to continue treatment
with it for another 2 or 3 months, as patients may show incremental
response over the subsequent several months and achieve remission after
5 or 6 months of treatment. Alternatively, augmentation strategies can be
considered. These include addition of a b-adrenergic blocker, clonidine,
tiagabine, or a second-generation antipsychotic (Table 3—16).

Beta-adrenergic blockers (propranolol, atenolol) can be used to suppress
physical symptoms caused by noradrenergic stimulation (e.g., tachycardia,
palpitations, and tremor) if these symptoms are particularly prominent or
distressing in GAD. Beta-adrenergic blockers are not effective for other
manifestations of GAD and in the treatment of GAD as monotherapy
(Meibach et al., 1987). They exhibit a therapeutic effect fairly quickly and
can be taken continuously or on an as-needed (prn) basis. Beta-adrenergic
blockers are contraindicated in patients with asthma, bradycardia, heart
failure, and certain arrhythmias. Caution is required when administering
some b-adrenergic blockers (especially propranolol) to patients with a
history of depression, as they can precipitate another depressive episode.

Clonidine, a centrally acting a-2 adrenergic receptor agonist, may be used
in the treatment of GAD with the goal of decreasing autonomic arousal
symptoms. It was found to be efficacious in one study (Hoehn-Saric et al.,
1981), but side effects (sedation, hypotension, dizziness, constipation, dry
mouth), a tendency for it to lose therapeutic effect over time, and frequent
discontinuation problems preclude its use in GAD as monotherapy.

Tiagabine, an anticonvulsant acting as a selective GABA reuptake inhi-
bitor, has shown some efficacy as augmentation therapy for GAD and other
anxiety disorders. Two second-generation antipsychotics–risperidone
(Brawman-Mintzer et al., 2005) and olanzapine (Pollack et al., 2006)–have
been used in controlled studies with some success to augment response to a
standard pharmacological treatment for GAD. When used as augmentation
therapy, quetiapine may also be effective for treatment-refractory patients.

PSYCHOLOGICAL TREATMENT

Cognitive, Behavior and Cognitive-Behavioral Therapy

Pathological worry as the main target of cognitive-behavioral therapy
(CBT) in GAD has been more elusive than behaviors such as avoidance as
the main target of CBT in many other anxiety disorders. Perhaps this is the
main reason that CBT for GAD is still largely a ‘‘work in progress.’’ The
process of developing and refining CBT approaches to GAD is occurring
alongside conceptual developments in pathological worry and GAD. As a
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result, various CBT ‘‘packages’’ have emerged for GAD, with many of them
combining psychoeducation, cognitive, and behavior therapy techniques.

Cognitive Therapy

Cognitive therapy of GAD generally proceeds through the same stages as
cognitive therapy of other anxiety disorders: (1) identification of appraisals
of threat and beliefs that are associated with worries, (2) challenging of
these appraisals and beliefs through evidence-seeking and introduction of
alternatives, and (3) replacement of dysfunctional appraisals and beliefs
with rational alternatives. In addition, the use of cognitive therapy in GAD
is based on various assumptions about how pathological worry is main-
tained: by avoidance of autonomic arousal and other unpleasant emotions
(Borkovec et al., 1991; 1998), by beliefs that worry is beneficial (Rapee, 1991;
Freeston et al., 1994), and/or by intolerance of uncertainty (Ladouceur
et al., 1997; Dugas et al., 1998b). Therefore, one of themain tasks of cognitive
therapy is to decrease strength of the factors that maintain pathological
worry, with the ultimate goal of alleviating pathological worry.

In the text that follows, several cognitive therapy procedures specific for
use in GAD are briefly described (see also Table 3—17).

Distinguishing Between the Two Types of Worries The first step is to distin-
guish between the two types of worries: (1) worries that pertain to the
‘‘here-and-now’’ situation and that have some basis in reality (e.g., worry
about current marital problems and its consequences), and (2)worries that
pertain to a relatively remote future and are of a hypothetical nature (e.g.,
worry about prolonged suffering from cancer at some point in the future).
This distinction is believed to be important because of the different treat-
ment strategies used for these two types of worries (Ladouceur et al., 1993).
Improving ‘‘problem orientation’’ is more helpful for addressing worries

Table 3–17. Cognitive Therapy Techniques and Procedures for Use in

Generalized Anxiety Disorder

• Distinguishing between Type 1 worries (which pertain to the current situation
or issues and have some basis in reality) and Type 2worries (which pertain to a
relatively remote future and are of a hypothetical nature)

• Type 1 worries: improving problem orientation (reviewing and correcting
steps in the decision-making and problem-solving processes, and helping
patients cope with uncertainty)

• Type 2 worries: using cognitive exposure (imagery exposure to the content of
worries)

• Identification of specific beliefs about the benefit of worrying, followed by
direct and indirect challenging of these beliefs
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about current and relatively realistic issues, whereas ‘‘cognitive exposure’’
is used in the treatment of worries about remote and hypothetical issues.

Improving Problem Orientation and Addressing Intolerance of Uncertainty It
has been hypothesized that patients with GAD often have poor problem
orientation, which is suggested to be different from poor problem solving
(Dugas et al., 1998b; Ladouceur et al., 1998). That is, GAD patients tend to
have difficulties in understanding problems (poor problem perception,
appraisal, and attribution) and perceive themselves as lacking the ability
to deal effectively with problems. As a result, they cannot use their pro-
blem-solving skills effectively. This is manifested clinically through exces-
sive need for information and reassurance and poormanagement of time in
the problem-solving process, procrastination, indecisiveness, and feeling
‘‘paralyzed’’ by worries. Dugas et al. (1998a, 1998b) believe that poor pro-
blem orientation is largely due to intolerance of uncertainty, so that
improving patients’ ‘‘management’’ of uncertainty would lead to a more
effective problem orientation.

Therefore, improving problem orientation involves reviewing and cor-
recting steps in the decision-making and problem-solving processes, and
helping patients cope with uncertainty. The latter is facilitated if patients
are systematically encouraged tomake decisions and deal with problems in
the presence of ambiguity and relative lack of information. Patients may
come to terms with uncertainty if it is demonstrated to them that absolute
certainty is both unrealistic and unnecessary. Patients are also asked to set
limits by prioritizing issues that they take into consideration while making
decisions and dealing with problems; furthermore, they need to set dead-
lines to avert procrastination. Patients will be able to exercise more control
over their worries if they can give up the indecisiveness-producing and
time-consuming quest for certainty.Worries will also seem less ‘‘necessary’’
if there is less need for certainty.

Cognitive Exposure (worry exposure) Cognitive exposure or worry exposure
is a good example of blending cognitive and behavioral therapy techniques.
It rests on the assumption that avoiding concentration on worries and
experiencing them as too vague and abstract (cognitive avoidance) is
what maintains worries. Therefore, patients are asked to transform their
worries into concrete images and then process these images. In otherwords,
the patients’ task is to regularly visualize in as much detail as possible and
under a ‘‘worst case scenario’’ what they worry about (Craske et al., 1992;
Brown et al., 1993).

The more accurate characterization of this procedure is imagery exposure
to the content of worries–rather than exposure to worries themselves. The
rationale for using the technique is twofold. First, it enables the worries to be
processed via worry-related images, so that worries can become more con-
crete; second, the rationale is the same as that for the behavioral technique of
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exposure to phobic situations and objects–habituation to worry and the
underlying anxiety, as represented by the corresponding images.

Challenging Beliefs About Worry Challenging the content of worry (i.e.,
trying to persuade patients that it is unreasonable to worry about matters
such as finances or health)may not be helpful, as the content ofworry per se
is rarely pathological. Therefore, the focus of challenging should be on the
reasons for worry and, more specifically, on any beliefs about benefits of
worrying. A successful use of this technique first requires identification of
specific beliefs about the benefit of worrying (see Table 3—10). Does the
patient believe that worrying prevents the occurrence of the catastrophe
that he or she worries about? Or is it that the patient believes that worrying
will allow better copingwith the problem? The patientmay also believe that
worrying makes the disappointment less likely.

Whatever the underlying belief is, it should be challenged both directly
and indirectly, through behavioral experiments. In the latter case, patients
are encouraged to be as ‘‘indifferent’’ as possible about a matter that is
otherwise in the focus of their worry. The goal is to demonstrate to patients
that a decrease in worry does not make the feared events more likely or the
problem-solving process less efficient.

Behavior Therapy

The use of behavior therapy in GAD is based on the hypothesis that
pathological anxiety and worry are maintained by symptoms of tension,
particularly muscle tension. Therefore, a significant decrease in muscle
tension, usually by means of muscle relaxation, leads to a decrease in
anxiety in general. Stated otherwise, the goal of behavior therapy in GAD
is to achieve good symptom control and, more specifically, control over
symptoms of tension.

The rationale for using muscle relaxation is the postulated incompat-
ibility between the state ofmuscle relaxation on one hand and physiological
arousal, tension, and anxiety on the other. Techniques of muscle relaxation
have been used in various anxiety disorders; hence, they are not GAD-
specific. Relaxation techniques have generally been efficacious in control-
ling tension and other somatic symptoms of anxiety and may be useful for
GAD, especially when combined with cognitive therapy techniques.

The original relaxation technique, called ‘‘progressive muscle relaxa-
tion,’’ was introduced by Jacobson (1938). It was subsequently modified
byWolpe and Lazarus (1966) and Bernstein and Borkovec (1973), and these
modifications have largely been incorporated into the ‘‘applied relaxation’’
program (Öst, 1987a). Irrespective of which version of muscle relaxation
technique is used, it rests on alternate tensing and relaxing of each muscle
group in a certain order. This procedure helps patients to become better
aware of muscle tension as they induce muscle tension and contrast it with
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muscle relaxation; it also allows patients to exercise control over this ten-
sion through relaxation. Furthermore, the effects of muscle relaxation
become more obvious if it is preceded by the induced muscle tension.
Once patients have learned the basic muscle relaxation technique, they
can use it quickly and in various situations, relaxing several muscle
groups in a well-coordinated fashion.

The use of relaxation can sometimes lead to a paradoxical increase
in anxiety because the anxiety-related cognitions have been disinhib-
ited. This should not necessarily be regarded as an adverse effect of
relaxation. Indeed, patients should not use relaxation as a way to avoid
thinking about the content of their worries. According to cognitive
theorists and therapists, this use of relaxation would be just another
safety device, designed to shift the attention away from the ‘‘dan-
gerous’’ worries, thereby perpetuating the erroneous notion that these
worries represent a threat.

Muscle relaxation is not the onlyway of controlling anxiety symptoms. If
GAD patients already have the knowledge of meditation techniques, yoga,
or tai chi and practice these with some success, there is no reason to insist
that they use muscle relaxation instead of these techniques. It is important,
though, that patients use them in a way that would maximize the benefits.

Efficacy of Cognitive and Behavioral Treatments

Some studies indicate that CBTof GAD is superior to behavior therapy alone
(e.g., Butler et al., 1991; Durham et al., 1994). Other studies reported no
advantage of CBT over either behavior therapy or cognitive therapy alone
(e.g., Barlow et al., 1992; Borkovec and Costello, 1993), with some advantage
of CBT over behavior therapy alone being evident only 12 months after the
end of treatment (Borkovec and Costello, 1993). When CBT with greater
emphasis on an earlier version of cognitive therapy was compared with
behavior therapy (applied relaxation) alone, the two appeared equally effi-
cacious in treating GAD (Öst and Breitholtz, 2000; Arntz, 2003).

Studies of the efficacyof earlier versionsofCBThavesuggested that a large
proportion ofGADpatientsdonot improvewith this treatment. For example,
at 6-month follow-up after the end of CBT, 58% of patients did not show a
clinically significant change in one study (Butler et al., 1991), and 40%—50%
were not considered recovered in another study (Fisher and Durham, 1999).
The recovery rate at 6-month follow-upafter treatment ofGADwithanearlier
versionofcognitivetherapyaloneandappliedrelaxationalonewasnothigher
than 55% (Arntz, 2003). These findings have contributed to a search for more
effective treatments for GAD–perhaps treatments that are based on newer
concepts of pathological worry and include ‘‘worry management’’ strategies
and other, more specific cognitive techniques.

One study has demonstrated efficacy of CBTwith a substantial cognitive
component targeting poor problem orientation, intolerance of uncertainty,
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erroneous beliefs about worry, and cognitive avoidance (Ladouceur et al.,
2000). Treatment gains in this study were maintained at 12-month follow-
up. The same type of CBT, administered in a group format over 14 sessions,
has also been efficacious in treating GAD patients (Dugas et al., 2003). It is
not clear, however, whether this treatment approach is superior to other
CBT packages.

Supportive Psychotherapy

This type of psychotherapy relies on nonspecific techniques and proce-
dures. Many GAD patients have trouble tolerating stress and report that
stressful events often precede exacerbations of GAD. Therefore, the focus of
supportive psychotherapy is often on improving strategies of coping with
stress. Some patients need much help and encouragement as they face
stressful situations and events, especially if they perceive themselves as
lacking the confidence and appropriate skills to manage stress.

Psychodynamic Psychotherapy and Psychoanalysis

It is unusual these days to use psychodynamic psychotherapy and psycho-
analysis in the treatment of GAD, unless GAD is accompanied by signifi-
cant character pathology. Because modern psychodynamic thinking tends
to emphasize ‘‘positive’’ aspects of anxiety in terms of its facilitating role in
accessing intrapsychic conflicts, the goal of psychodynamic psychotherapy
in the treatment of GAD is not necessarily a disappearance of anxiety;
rather, the goal is to increase patients’ ability to tolerate anxiety.

Other specific treatment goals in the psychodynamic psychotherapy
depend on the origin of anxiety (Table 3—11). For example, if the fear of
punishment (or superego) is the main ‘‘driving force’’ behind the anxiety in
GAD, the focus of treatment is on the softening of the rigid, harsh, and
punitive superego, which would allow patients to realistically appraise the
threats associated with ‘‘forbidden’’ and repressed urges.

A brief psychodynamic psychotherapy–‘‘supportive-expressive
psychotherapy’’–has been specifically developed for GAD, and its efficacy
was preliminarily tested in one study (Crits-Christoph et al., 1996). This
type of treatment is based on psychodynamic assumptions about the role of
ambivalent, conflictual attachments and relationships in the development
of GAD–not unlike the presumed role of the same factors in the develop-
ment of panic disorder (see Chapter 2). Within this conceptual framework,
an incomplete processing of the trauma(s) is also believed to play an
important role in the development of GAD.

COMBINED TREATMENTS

Even more than in other anxiety disorders, there appears to be a discre-
pancy in GAD between an apparently widespread use of combined
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(pharmacological and psychological) treatments in clinical practice and
very few studies that might support this practice. One study which com-
pared efficacy of the combination of CBT and diazepam, CBT alone, and
diazepam alone in patients with GAD reported no differences in outcome
between combined treatment and CBTalone, whereas combined treatment
was superior to diazepam alone (Power et al., 1990). These findings were
interpreted as suggesting both that combining CBTand benzodiazepines is
not detrimental and that adding a benzodiazepine to CBT might be
superfluous.

As noted in Chapter 2, combining CBT with pharmacotherapy is con-
tentious, with strong views often being expressed about the advantages of
CBT alone and the disadvantages of combined treatment. Many of the
issues regarding combined treatment of panic disorder and discussed in
Chapter 2, also pertain to combined treatment of GAD. Possible indications
for using combined treatment in panic disorder (Table 2-30) and the sequen-
cing of treatments in combined treatment of panic disorder (Table 2-31) can
be applied to combined treatment of GAD.

The pragmatic and clinically sound approach is to adapt treatment to the
specific characteristics of patients and clinical situations. This may entail
initial use of pharmacotherapy followed by CBT, which appears to be the
usual sequence of combining these treatments in GAD. Pharmacotherapy
may also be instituted after CBT in case of a partial response to CBTor in the
presence of depression. Although the least common approach, commen-
cing CBT and pharmacotherapy at the same time may be reasonable on
clinical grounds.

OUTLOOK FOR THE FUTURE

There may be no future for GAD if the profession cannot agree on what is
GAD. We can no longer afford to have too discrepant views on GAD and
have one ‘‘version’’ of GAD for use by clinical psychologists and the other
for use by psychiatrists. It is an embarrassing paradox that GAD is appar-
ently one of the most common psychiatric disorders in the general popula-
tion, while being recognized relatively infrequently and diagnosed rarely
without the presence of other psychopathology. This can onlymean that the
current diagnostic concept of GAD is seriously flawed.

If GAD continues to be conceptualized as a constellation of more or less
nonspecific features, its perception as a somewhat artificial construct will
not change and it will not be taken seriously. If GAD exists, at the very
minimum it should be clearly defined, so that it can be recognized. And
recognizing GAD will be possible insofar as its specific characteristics are
emphasized in the conceptualization. At the same time, it is important to
promote longitudinal diagnostic assessment, which would treat GAD and
related disorders as cross-sectional ‘‘snapshots,’’ while recording changes
in clinical presentation and psychopathology over time.
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Once we have an unambiguous, research- and consensus-derived
description of GAD, it will be possible to gradually address some of the
most salient issues. These include the relationship between pathological
worry and GAD, types of chronic anxiety, and links between GAD, depres-
sion, personality disturbance, and other anxiety disorders. It is likely that
GAD will be classified along with depression and outside of the group of
anxiety (or fear) disorders. This, however, would not necessarily mean that
GAD is equated with depression. Our currently fragmented understanding
of the pathogenesis of GAD will improve through a greater dialogue
between researchers of neurobiological and cognitive mechanisms that
lead to GAD.

We cannot be satisfiedwith treatment results in GADusing our currently
available pharmacological and psychological interventions. There is a need
for developing new pharmacological agents for GAD because the effective-
ness of current medications for GAD seems to have reached a plateau.
Novel targets for pharmacological treatment of anxiety may include certain
neuropeptides, especially corticotropin-releasing factor receptors antago-
nists. In addition to being effective and generally well tolerated, novel
medications for GAD would specifically need to be able to target both
somatic and cognitive anxiety symptoms, as well as symptoms of depres-
sion; other requirements for thesemedications are towork quickly, not to be
habit-forming, and not to be associated with significant withdrawal symp-
toms upon discontinuation. The challenge for psychological treatment of
GAD will be to make the most use of the worry- and tension-targeted
approaches, focus on further identification of the most effective ingredients
of CBT packages, and better address the underlying personality issues,
while also developing novel strategies.
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4

Social Anxiety Disorder

(Social Phobia)

Social anxiety disorder (SAD) is conceptualized as an excessive and/or
unreasonable fear of situations in which the person’s behavior or appear-
ance might be scrutinized and evaluated. This fear is a consequence of the
person’s expectation to be judged negatively, which might lead to embar-
rassment or humiliation. Typical examples of feared and usually avoided
social situations are giving a talk in public, performing other tasks in front
of others, and interacting with people in general.

Although the existence of SAD as a psychopathological entity has been
known for at least 100 years, it was only relatively recently, with the
publication of DSM-III in 1980, that SAD (or social phobia) acquired the
status of an ‘‘official’’ psychiatric diagnosis. The term social anxiety disorder
has been increasingly used instead of social phobia, because it is felt that the
use of the former term conveys more strongly the pervasiveness and
impairment associated with the condition and that this term will promote
better recognition of the disorder and contribute to better differentiation
from specific phobia (Liebowitz et al., 2000).

KEY ISSUES

Like generalized anxiety disorder, social anxiety disorder is common and
controversial. Unlike generalized anxiety disorder, which is described in
different ways by different diagnostic criteria and different researchers and
clinicians, SAD does not suffer from a ‘‘description problem.’’ It is not
particularly difficult to recognize features of SAD; what may be difficult
is making sense of these features. Main issues associated with SAD are
listed below.

1. Where are the boundaries of SAD? How well is SAD
distinguished from ‘‘normal’’ social anxiety and shyness on one
hand, and from severe psychopathology on the other?
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2. Is there a danger of ‘‘pathologizing’’ intense social anxiety by
labeling it a psychiatric disorder? How can the distress and
suffering of people with high levels of social anxiety be
acknowledged if they are not given the corresponding diagnostic
label?

3. Is SAD a bona fide mental disorder?
4. Can the subtyping scheme (nongeneralized vs. generalized SAD)

be supported?
5. Is there a spectrum of social anxiety disorders?
6. Should a full-blown (generalized) form of SAD be better

conceptualized as a personality disturbance? What is the
relationship between SAD and avoidant personality disorder?

7. What is the optimal way of addressing a significant relationship
between SAD and alcohol or other substance use problems?

8. Are there specific pathophysiological mechanisms that lead to
SAD? How specific for SAD are the postulated dysfunctional
appraisals, beliefs, and information-processing mechanisms?

9. What is the optimal pharmacotherapeutic approach to SAD?
Administering medications that broadly affect symptoms of
anxiety and depression (e.g., selective serotonin reuptake
inhibitors, benzodiazepines), or drugs that may have a more
specific effect on SAD (e.g., classicalmonoamineoxidase inhibitors)?

10. How can insights of the cognitive theoretical model of SAD be
‘‘translated’’ to make the corresponding treatment approaches
more convincingly effective?

CLINICAL FEATURES

Features of SAD range from very mild, when patients feel apprehensive
about one or a few performance-type situations, to quite severe and inca-
pacitating, when patients are socially isolated and impaired in virtually all
domains of functioning. Two main features characterize SAD: excessive
and persistent fear of social situations and avoidance of these situations
(Figure 4—1). Social situations are mainly of two kinds. One type is the

Excessive and persistent fear of social situations:

1. Performance-type situations

2. Interactional situations

  Avoidance of social situations Endurance of social situations
with a lot of anxiety or distress

Figure 4–1. Clinical features of social anxiety disorder.
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situations that involve ‘‘doing something’’ (i.e., performing) in the presence
of others, and they are referred to as performance-type situations. Examples
include speaking in public and eating, drinking, writing, working, and
using public toilets in the presence of others (or while others are watching).
The other type of situations involves informal and formal interactions with
other people, and these are referred to as ‘‘interactional situations.’’
Although avoidance of these situations is the most common way of
coping with social anxiety, not all patients with SAD resort to avoidance.
Some may endure social situations with a lot of anxiety or distress.

What are Patients with Social Anxiety Disorder Afraid of?

Very broadly, patients with SAD are afraid of negative evaluation by others;
this is usually considered to be the core feature of SAD.However, theremay
be at least two reasons for the expected negative evaluation, especially in
performance-type situations (Starcevic et al., 1994b): patients anticipate that
they will make a mistake (or generally perform poorly), or they anticipate
having visible physical symptoms (such as blushing and trembling) that
would reveal their anxiety. Physical symptoms such as trembling may also
affect performance, so that these two reasons for fearing negative evalua-
tion may be interrelated (Figure 4—2).

A related type of basic fear, which can be found in fears of both types of
social situations, is a fear of being under scrutiny (or sometimes, at the
center of attention). Patients then anticipate that they will be judged nega-
tively only because others are looking at them, regardless of what they do
and whether they do anything at all. In other words, exposure to the
scrutiny of others automatically leads to negative evaluation. The reasons
for such fears do vary, but they often have to do with patients’ beliefs about
being defective or aberrant in some way. If patients also believe that others
are able to ‘‘read their mind,’’ a belief that may be quasi-delusional in

Anticipation of making a mistake
or of generally performing poorly

Anticipation of having visible physical
symptoms that would reveal anxiety

Anticipation of the interference
with performance

Anticipation of being evaluated negatively

Figure 4–2. Underpinnings of the fear of negative evaluation in performance-
type situations.
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nature, they may end up believing that being under scrutiny reveals these
defects or aberrations to others (Figure 4—3). Such a complex belief system
may suggest a more severe underlying psychopathology.

The structure of the fear of interactional situations may be more com-
plex, although the same personality characteristics–feelings of insecurity,
low self-esteem, and poor self-confidence–may underlie its various man-
ifestations (Figure 4—4). Sometimes the fear of interactional situations boils
down to a fear of performing poorly in a particular social interaction, and
ultimately, to a fear of negative evaluation of such performance by others.
For example, patients may feel that they lack the skill of initiating,

Beliefs about being defective or
aberrant in some aspects of
personality or behavior

Belief that others are able
to “read one’s mind”

Belief that being under scrutiny will reveal defects or aberrations 

Fear of being under scrutiny

Anticipation of being evaluated negatively

Figure 4–3. Underpinnings of the fear of negative evaluation in relation to the
fear of being under scrutiny.

Feelings of insecurity, low self-esteem, poor self-confidence

Anticipation of performing poorly
in a particular social interaction

Lack of assertiveness

Fears of:
Anticipation of being
evaluated negatively

– contacts with authority figures
– expressing disagreement or
    voicing a different opinion
– returning purchased goods

Figure 4–4. Structure of the fear of interactional situations.
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maintaining, or terminating conversations, that they are ‘‘clumsy’’ when
meeting new people, or that they do not know how to talk over the
telephone with someone whom they have never met before. In other situa-
tions, the underlying fears of interactional situations may have to do more
with patients’ lack of assertiveness. Examples of such situations include
talking to people in positions of authority, expression of disagreement, and
returning purchased goods because they are defective.

Subtypes: Generalized and Nongeneralized Social

Anxiety Disorder

Social anxiety disorder encompasses two subtypes–generalized and non-
generalized (also referred to as focal, isolated, limited, discrete, circum-
scribed, and specific). Generalized SAD is the term used to characterize fear
of numerous social situations, which include both interactional and
performance-type situations; nongeneralized SAD pertains to fear of one or
just a few such situations, and these are usually (though not invariably)
performance-type situations.

The subtypes of nongeneralized and generalized SAD can be concep-
tualized on a continuum of severity and features associated with severity
(Table 4—1). Stated otherwise, the differences between these subtypes of
SAD are mainly quantitative in nature, with increasing numbers of fears of
social situations being associated with increasing severity of the disorder
and greater disability (Stein MB et al., 2000; Ruscio et al., 2008). The rela-
tively few nonquantitative differences (Table 4—2) and unclear boundaries

Table 4–1. Dimensional Conceptualization of Subtypes of Social Anxiety

Disorder

Characteristics Nongeneralized SAD Generalized SAD

Intensity or severity Mild Moderate to severe

Co-occurrence with other
psychiatric disorders

Less frequent More frequent

Co-occurrence with personality
disorders

Less frequent More frequent

Complicated by depression or
alcohol abuse or dependence

Less often More often

Functioning Less impaired More impaired

Prognosis Good Guarded

Treatment Relatively simple More complex
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between the two subtypes in many cases have cast some doubt on the
rationale for subtyping SAD.

In clinical samples, generalized SAD is encountered more frequently
than nongeneralized SAD, but their prevalence seems to be different in
the community, with the ratio of generalized to nongeneralized SAD
being 1:2 (Wittchen et al., 1999; Furmark et al., 2000). The main reason
for this difference between clinical and epidemiological samples is the
greater severity of the generalized form of SAD; its sufferers are more
likely to seek professional help. While the prevalence of nongenera-
lized SAD in clinical setting is similar among women and men, there
are apparently more men than women with generalized SAD in the
same setting.

The onset of generalized SAD is usually gradual and dates back to
patients’ adolescence or childhood. Patients typically say that they
have always been shy or anxious in social situations. In the nongener-
alized subtype of SAD, the onset after adolescence is not unusual and
it may be relatively abrupt–for example, after an unpleasant event,
such as suddenly blushing, quivering, losing one’s voice, or even
having a panic attack while giving a talk. There is some indication,
however, that sudden onset of SAD may occur in both of its subtypes
(Kristensen et al., 2008).

A genetic link seems to be stronger for generalized SAD. Patients with
generalized SAD were significantly more likely to have a first-degree rela-
tive with generalized SAD thanwere those in the control group. In contrast,
the frequency of first-degree relativeswith SADwas similar among patients
with nongeneralized SAD and control group subjects (Mannuzza et al.,
1995; Stemberger et al., 1995; Stein MB et al., 1998a).

Table 4–2. Contrasting Characteristics of Nongeneralized and Generalized

Social Anxiety Disorder

Characteristics Nongeneralized SAD Generalized SAD

Age of onset Variable, not unusual after
adolescence

Usually in childhood or
adolescence

Mode of onset Variable, can be sudden Gradual, can also be
sudden

Genetic basis Weaker Stronger

Frequency in the
community

More frequent Less frequent

Frequency in clinical
setting

Less frequent More frequent

Gender distribution in
clinical setting

About the same in women
and men

More frequent among
men

4. Social Anxiety Disorder 155



Fear of Performance-Type Situations

One of the hallmarks of the fear of performance-type situations is the
absence of problems when patients perform alone or in front of one or
only a few persons whom they know well and trust. This suggests that the
fear of performance-type situations is generally less about performance
itself and more about the performance being watched and judged by
the unsympathetic others.

Fear of Speaking in Public

Fear of speaking in public is a typical example of the fear of performance-
type situations. It is one of the most frequently reported fears in the general
population: according to one epidemiological survey in the United States,
30.2% of the population reported ever having this fear (Kessler et al., 1998).
Of course, only a small portion of these people–those who avoid public-
speaking situations persistently or endure them with inordinate anxiety or
distress and are impaired or significantly distressed because of this fear and
its consequences–qualify for the diagnosis of SAD. The public-speaking
fear is the most common type of fear in both subtypes of SAD. Because it is
so widespread and more often accompanied by high autonomic arousal,
the public-speaking phobia has been considered as representing a
distinct and separate type of SAD (Stein MB et al., 1994). However, many
patients with a fear of public speaking are afraid of other social situations
as well.

Patients with fear of public speaking may have various underlying
concerns: they may be afraid of certain visible symptoms during the talk
(e.g., blushing, shortness of breath) or of being under scrutiny by others.
These patients are particularly concerned about their performance and
often expect to make a mistake, say ‘‘stupid’’ things, or do something
embarrassing during the talk. The end result is an expectation that they
would be humiliated or ridiculed because of poor performance.

Fear of Taking Tests and Being Examined

A related fear is that of taking tests and being examined, especially when
patients are examined orally or while they are performing a certain task as
part of their examination. The reactions to tests and examinations may be
quite severe, both in the preparation stages and while patients are actually
being examined. Just before the exam or in the weeks preceding the exam,
patients may have symptoms such as diarrhea, headache, insomnia, and
loss of appetite. The symptoms may be so severe that patients decide
against taking the exam. During the exam itself, patients may feel that
they are about to lose bladder control and have to go to the toilet immedi-
ately; sometimes, they become short of breath, experience rapid heart beat,
have severe tremor, or develop a full-blown panic attack. Any of these
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symptomsmay be the reason for them to give up.With such severe physical
symptoms, patients may end up fearing them more than the negative
evaluation by their examiners.

Fear of Eating, Drinking, and Writing in the Presence of Others

Patients who are afraid of eating or drinking in the presence of others are
usually concerned that a symptom, such as trembling, would reveal that
they are anxious. The fear of trembling is also prominent among patients
who are afraid of writing in front of others, such as when they are signing a
receipt or another document. These fears are usually accompanied by other
social fears. Patients may resort to extensive avoidance of the corre-
sponding situations, which may be quite distressing for them.

Fear of Performing Work Duties Under Observation

Some patients are particularly distressed when they have to perform their
job under observation by other people. They are usually concerned that
under such circumstances, their work-related performance would suffer
(e.g., because of poor concentration and/or a greater likelihood ofmaking a
mistake). Patients often feel that, in turn, this might have serious conse-
quences, such as losing a job.

Fear of Using Public Toilets in the Presence of Others

Fear of using public toilets in the presence of others or, more precisely, fear
of not being able to urinate in public toilets or when other people are aware
that the person is urinating is not very common but can be quite disabling.
It is encountered more often in men and is also referred to as ‘‘shy bladder
syndrome’’ or paruresis. The underlying fear of being under scrutiny by
others may lead to an inhibition of urination, even when the urinary
bladder is full. The sufferers usually avoid public toilets and structure
their daily routine around this avoidance. There is a frequent co-occurrence
of paruresis and fears of other performance-type situations, and many
sufferers of paruresis are also depressed (Vythilingum et al., 2002). It has
been argued that paruresis is an anxiety disorder distinct from SAD (e.g.,
Boschen, 2008).

Fears of Other Performance-Type Situations

Some patients with SAD have a particularly strong fear of entering a room
or hall in which people are in a meeting, already seated, and/or are
attending a concert, a lecture, or other public performance. These patients
are particularly concerned that they will suddenly become the center of
attention in this situation and be judged with disapproval or in some other
negative way. Patients typically say that the stare of so many eyes at the
same time is deeply disturbing. Although this is not a prototype of the
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performance-type situation, sufferers often feel that they are ‘‘supposed to
act’’ (i.e., perform) in a certain, prescribedmanner. As a consequence of this
fear, patients may miss meetings and other important activities or may be
unable to attend classes regularly and maintain their jobs.

Fear of Interactional Situations

As already noted, the fear of interactional situations encompasses various
fears. In a very broad sense, patients with these fears are concerned about
any situation inwhich they are expected to communicatewith others. These
situations include simple interactions, such as asking a passerby for direc-
tions, as well as more complex interactions, like socializing at a party. The
underlying theme in many of these fears is patients’ general feeling that
they lack basic social skills. The consequences of interactions are likely to be
feared more when patients are in contact with someone known to them; in
this situation, patients are particularly concerned about the impression they
make.

Some fears of interactional situations pertain predominantly to certain
people and certain situations. This is particularly the case with situations in
which patients are expected to demonstrate some assertiveness. Typical
examples include making a complaint about poor service, returning defec-
tive items to the store in which they were purchased, or expressing an
opinion about an issue that is being discussed, particularly if it is contrary
to the prevailing opinion. The corresponding avoidancemay be distressing,
because it prevents patients from ‘‘getting things done’’ or from showing
their ‘‘true personality.’’ The fear may be in stark contrast to patients’
relative calm in ‘‘ordinary’’ social situations in which their insecurity and
lack of assertiveness are hidden beneath a well-learned use of social
conventions.

Fears of visible and ‘‘revealing’’ physical symptoms that might occur
during interpersonal interactions may be so strong that they become the
main reason for avoidance of interactional situations or some aspects of
these situations. For example, some patients are so terrified about blushing
that this particular fear, sometimes referred to as ‘‘erythrophobia,’’ drives
them to avoid most social contacts. In other cases, patients avoid hand-
shaking because of ‘‘showing’’ that their hands are clammy, or have a fear of
talking because they are concerned that they might start stuttering.

Cultural Variants of Social Anxiety Disorder

Considering that social fears do not occur in social isolation, it is under-
standable that social and cultural factors influence the way social fears are
experienced and manifested. With the exception of some Asian countries,
however, the social context of SADhas received surprisingly little attention.
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A specific form of SADhas been described in Japan. There has been some
confusion regarding the name and meaning of this condition, when trans-
lated from Japanese. Taijin-Kyofu (meaning ‘‘fear vis-à-vis other people’’)
was postulated to have a ‘‘tension’’ subtype and a ‘‘conviction’’ subtype
(e.g., Kasahara, 2005), with the former roughly corresponding to the
Western concept of SAD (Kinoshita et al., 2008). The ‘‘conviction’’
subtype refers to both a strong belief and fear that a person is offending
others by blushing, trembling, emitting unpleasant bodily odors, having
loud bowel sounds, exhibiting odd facial expression, or having other
anxiety symptoms; this belief and fear then lead to avoidance of social
situations. This type of social anxiety is very different from its Western
counterpart and appears to be related to the specific characteristics of the
Japanese society: the sufferers are not preoccupied with the impact of the
anxiety on themselves, but they worry about the possible discomfort that
they cause in others by their anxiety.

Taijin-Kyofu-Sho (meaning a ‘‘syndrome of the fear vis-à-vis other
people’’) has been listed among culture-bound syndromes in DSM-IV,
referred to as an ‘‘offensive subtype’’ of SAD and presumed to be a
synonym for the conviction subtype of Taijin-Kyofu. It has been proposed,
however, that offensiveness should be conceptualized on a continuum of
belief, with only those cases exhibiting a firm belief corresponding to the
conviction subtype of Taijin-Kyofu (Kinoshita et al., 2008). Not surprisingly,
this subtype is often diagnosed as a delusional disorder outside of Japan.
There has also been some discussion as to whether the conviction subtype
of Taijin-Kyofu and Taijin-Kyofu-Sho (or offensive subtype of SAD) should
continue to be regarded as culture-bound syndromes (Suzuki et al., 2003),
considering that they have been encountered in the Western settings (e.g.,
Clarvit et al., 1996).

Stage Fright, Shyness, and Social Anxiety Disorder

‘‘Normal’’ forms of social anxiety–stage fright and shyness–have an
important relationship with SAD. Stage fright is related to the fear of
performance-type situations, whereas shyness is related to generalized
SAD. Unlike SAD, neither stage fright nor shyness is associated with
impairment in functioning. Assessment of the effects on functioning, how-
ever, may be difficult in people who have adjusted their lifestyles to their
social anxiety and do not feel that this anxiety interferes significantly with
their lives. Moreover, the relationship between shyness and SAD is more
complex, as discussed below.

The Yerkes-Dodson bell-shaped curve (Yerkes and Dodson, 1908) can
help us understand the relationship between the stage fright and phobic
fear of performance-type situations. This curve represents a relationship
between the degree of anxiety and the quality of performance; whereas
mild to moderate anxiety is often stimulating and contributes to better
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performance, moderate to severe anxiety tends to interfere with perfor-
mance. Up to a certain point, stage fright may enhance performance; hence
the saying that only a bad actor is completely free from stage fright. At the
top of the curve (after which the performance declines with increasing
anxiety) is a sometimes-imperceptible boundary between stage fright and
SAD.

Unlike stage fright, the phobic fear of performance-type situations is
characterized by excessive preoccupation with fear. Although there
may be an element of reality in the patients’ expectation that their
performance will not be good, the performance is not necessarily
impaired by the phobia. However, patients avoid ‘‘testing’’ themselves
in performance situations, especially if they were disappointed with
their performance in the past. Of course, this only perpetuates the
phobia, as patients do not have an opportunity to see for themselves
what their performance would be like.

Shyness and SAD have numerous similarities in terms of their physical,
anxiety-related symptoms (e.g., sweating, trembling, tachycardia,
blushing), cognitive distortions, and behavioral responses to distressing
social situations (Turner et al., 1990). The differences between shyness and
generalized SAD are believed to pertain mainly to the intensity, frequency,
and/or duration of these variables.

Thus, generalized SAD can be distinguished from shyness on the basis of
the severity of anxiety. That means that people who are very shy are far
more likely to have generalized SAD than those who are moderately or
minimally shy; this notion is supported by the finding that most shy
persons do not have SAD (Heiser et al., 2003). However, severe shyness
and generalized SAD still seem to be distinct, as there are people who are
very shy but do not qualify for a diagnosis of generalized SAD (Chavira
et al., 2002). Also, it does not seem that shyness is necessary for the devel-
opment of generalized SAD (Beidel and Turner, 1999). The link between
shyness and phobia of performance-type situations is not strong, as people
with this type of SAD are often not shy at all. Some research suggests that
shyness is a very broad construct that is associated not only with SAD but
also with various anxiety and mood disorders, as well as
personality disorders, especially avoidant personality disorder (Heiser
et al., 2003).

Other data also suggest that there are differences between shyness and
SAD. For example, general population surveys support a very broad con-
ceptualization of shyness, with at least 40% of survey respondents stating
that they are shy (e.g., Pilkonis and Zimbardo, 1979). By comparison, life-
time prevalence rates of SAD are estimated to bemuch lower, between 0.5%
and 16% (see Epidemiology, below). Another distinction between shyness
and SAD is important and often clinically useful. Shy persons feel anxious
about performance and other social interactions before entering these situa-
tions, but once they have been engaged socially, their anxiety levels drop
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considerably. In contrast, people with SAD do not experience this relief
after the beginning of performance or social interaction, and their anxiety
levels remain consistently high throughout the performance or interaction.
This may be a consequence of shy persons’ greater attentiveness to cues
from others about their appearance, performance, and behavior, and higher
likelihood of responding favorably to positive feedback (Stopa and
Clark, 1993).

RELATIONSHIP BETWEEN SOCIAL ANXIETY DISORDER AND

OTHER DISORDERS

Social anxiety disorder, particularly its generalized subtype, very often
co-occurs with other psychiatric disorders. In the general population,
the lifetime rate of the co-occurrence of SAD with any psychiatric
disorder has been estimated to range between 69% and 81% (Schneier
et al., 1992; Magee et al., 1996). Social anxiety disorder often co-occurs
with depression, other anxiety disorders, alcohol abuse and depen-
dence, and personality disorders. Clinical implications of the
co-occurrence with depression, alcohol-related problems, and person-
ality disorders are summarized in Table 4—3.

Social Anxiety Disorder and Depression

The presence of SAD increases the risk of major depression (Nelson et al.,
2000; Stein MB et al., 2001; Beesdo et al., 2007). In the community, 17%—37%
of persons with SAD have major depression during their lifetime (Schneier
et al., 1992; Magee et al., 1996); in clinical samples, this association is even
stronger, with 60%—70% of SADpatients being affected by depression (Stein
MB et al., 1990b; Van Ameringen et al., 1991). Social anxiety disorder seems
to be associated not onlywithmajor depressive disorder but alsowith other
mood disorders, including dysthymia and bipolar disorder (Kessler et al.,
1999b; Grant et al., 2005b).

Although the sequence may vary, depression usually follows SAD
(e.g., Beesdo et al., 2007). According to the ‘‘demoralization hypoth-
esis,’’ the chronic and often relentless course of SAD makes patients
feel less and less able to ‘‘cope with life,’’ so that they become helpless
and hopeless and thus prone to developing depression. There may also
be a genetic link between SAD and depression, with an increased
frequency of depression among first-degree relatives of individuals
with SAD.

Generalized SADbears a similaritywith the construct of atypical depres-
sion, as they both share heightened interpersonal sensitivity and, in parti-
cular, hypersensitivity to criticism and rejection. Some support for this
association comes from the efficacy of classical, irreversible monoamine
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Table 4–3. Clinical Implications of Relationship Between Social Anxiety

Disorder andDepression, Alcohol-Related Problems, and Personality

Disturbance

Social Anxiety Disorder and Depression

• Depression frequently co-occurs with SAD, particularly in clinical settings

• The presence of SAD increases the risk of major depression

• Depression usually occurs after the onset of SAD

• Clinical features are more severe when SAD co-occurs with depression and
patients are then more likely to seek help

• Patients are more likely to be suicidal if depression co-occurs with SAD

• There may be an overlap between generalized SAD and atypical depression,
which may account for the efficacy of classical, irreversible monoamine
oxidase inhibitors in the treatment of SAD

• When patients treated with cognitive-behavioral therapy for SAD become
depressed, addition of an antidepressant should be considered

Social Anxiety Disorder and Alcohol Abuse and Dependence

• A specific link exists between SAD and alcohol dependence

• Many patients with SAD have alcohol-related problems. Excessive use of
alcohol usually results from patients’ attempts to alleviate social anxiety and
improve performance

• Social anxiety disorder usually precedes alcoholism and generally represents a
risk factor for alcoholism. The risk is greater if patients are female, if they have
generalized SAD and/or avoidant personality disorder, and if the onset of
SAD was early

• Some patients are recognized as suffering from primary SAD only after they
have developed a significant alcohol problem

• Opinions differ on the issue of whether alcohol-related problems should be
treated first or whether they should be treated at the same time as SAD.
However, abstinence from alcohol is needed to make treatment of SAD
effective

• Benzodiazepines should be avoided in the treatment of SAD complicated by
excessive use of alcohol

Social Anxiety Disorder and Personality Disorders

• Personality disorders are far more likely to accompany the generalized type
than the nongeneralized type of SAD

• Avoidant, obsessive-compulsive, and dependent personality disorders tend to
be most frequently associated with SAD

• There is a significant overlap between generalized SAD and avoidant
personality disorder, with the latter condition often being considered a more
severe variant of the same psychopathology

• The presence of a personality disorder in patients with SAD generally implies
chronicity and poorer outcome
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oxidase inhibitors in the treatment of both atypical depression (Zisook et al.,
1985; Liebowitz et al., 1988; Quitkin et al., 1991) and generalized SAD
(Gelernter et al., 1991; Liebowitz et al., 1992; Versiani et al., 1992;
Heimberg et al., 1998).

Patients with an early onset of SAD (before age 15) are more likely to
develop depression (Lecrubier and Weiller, 1997). When accompanied by
depression, SAD is associated with greater severity of clinical presentation,
and patients are then more likely to be suicidal (Schneier et al., 1992;
Davidson et al., 1993a; Nelson et al., 2000), develop alcohol-related pro-
blems (Nelson et al., 2000), and seek help (Lecrubier and Weiller, 1997).
Likewise, major depressive disorder and other mood disorders
co-occurring with SAD tend to be more severe and have a more chronic
course and poorer prognosis (e.g., Kessler et al., 1999b; SteinMB et al., 2001;
Beesdo et al., 2007).

Social Anxiety Disorder and Alcohol and Other Substance

Abuse and Dependence

Data from the U.S. National Comorbidity Survey suggest that almost
24% of persons with SAD develop alcohol dependence in their lifetime,
with the corresponding rate for any substance abuse or dependence
being almost 40% (Magee et al., 1996). Another epidemiological survey
from the United States reported that 48% of persons with a lifetime
diagnosis of SAD also met criteria for a lifetime diagnosis of an alcohol
use disorder (Grant et al., 2005b). Rates of alcohol abuse and depen-
dence in other epidemiological and clinical samples of people with
SAD have ranged from 15% to 36% (Schneier et al., 1989; Van
Ameringen et al., 1991; Davidson et al., 1993a; Weiller et al., 1996).
There may also be a significant proportion (16%—25%) of patients with
alcohol abuse or dependence who have an underlying and often unrec-
ognized SAD (Mullaney and Trippett, 1979; Smail et al., 1984; Thomas
et al., 1999). Some patients are identified as suffering from primary
SAD only after they have developed a significant alcohol problem.

Social anxiety disorder has been associated specifically with alcohol
dependence, but not alcohol abuse (Buckner et al., 2008), and it usually
precedes alcohol-related problems (Schneier et al., 1992; Lampe et al., 2003;
Buckner et al., 2008). In one longitudinal study, SAD emerged as a unique
and significant risk factor (relative to other anxiety disorders and mood
disorders) for both alcohol dependence and cannabis dependence (Buckner
et al., 2008). Alcohol and cannabis may be preferred over some of the other
psychotropic substances because of their calming, anxiolytic, and/or dis-
inhibiting properties. Use of alcohol is also more likely because of its
accessibility and social tolerance of its moderate use in most Western
countries.
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Several models have been proposed to explain the relationship between
SAD and alcohol-related problems; of these, the most influential has been
the self-medication hypothesis (e.g., Khantzian, 1985; Carrigan and
Randall, 2003). This hypothesis assumes that SAD precedes excessive
alcohol use and that people with social anxiety drink increasing amounts
of alcohol, because alcohol reduces their anxiety and brings about some
relief.

A greater risk of alcoholism in patients with SAD has been associated
with female gender, early onset, generalized subtype of the condition, and
co-occurrence of avoidant personality disorder (Stravynski et al., 1986;
Schneier et al., 1989; Morgenstern et al., 1997; Lecrubier, 1998; Regier
et al., 1998). People with SAD and alcohol dependence are more impaired
across a variety of domains than those with SAD and no alcohol depen-
dence (Buckner et al., 2008).

Patients with SAD and alcohol-related problems cannot benefit from
treatment of SAD if they continue drinking. Opinions vary on whether
these patients need to be treated for alcoholism first or undergo treatment
for SAD and alcohol abuse or dependence at the same time. An integrated,
simultaneously administered treatment for both conditions might be theo-
retically most suitable, but such programs are not always readily available.
Because patients who have achieved abstinence from alcohol can be
engaged much better in psychological interventions for SAD, addressing
alcohol-related problems first is also a logical strategy. The administration
of paroxetine can be useful in the treatment of both SAD and alcoholism
(Randall et al., 2001; Book et al., 2008). In contrast, benzodiazepines should
be avoided in SADpatientswho have a history of alcohol or other substance
abuse or dependence.

Social Anxiety Disorder and Personality Disorders

Personality disorders are farmore likely to accompany the generalized type
than the nongeneralized type of SAD. Avoidant personality disorder is the
most common form of personality disturbance associated with SAD,
followed by other DSM Cluster C personality disorders–obsessive-
compulsive and dependent (e.g., Alnaes and Torgersen, 1988; Turner
et al., 1991; Lampe et al., 2003; Grant et al., 2005b). Much less often, SAD
patients have DSM Cluster B personality disorders such as histrionic,
borderline, and antisocial. This is understandable, because SAD may be
conceived of as an antithesis of the externalizing, risk-taking behaviors and
histrionic behavioral style: whereas histrionic persons seek attention, SAD
patients prefer anonymity andwould do anything not to be noticed and not
to be in the center of attention.

Patients with SAD are more likely to exhibit insecurity, lack of self-
confidence, low self-esteem, extreme sensitivity to criticism, feelings of
inferiority, unassertiveness, shyness, and tendency toward social
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withdrawal. Depending on how prominent and pervasive these
personality traits are, a diagnosis of avoidant personality disorder may be
warranted.

The relationship between avoidant personality disorder and generalized
SAD has attracted much attention because of their substantial overlap.
There appear to be few significant differences between avoidant person-
ality disorder and generalized SAD, with either the former condition being
considered more severe (Herbert et al., 1992; Holt et al., 1992; Turner et al.,
1992; van Velzen et al., 2000; Chambless et al., 2008) or avoidant personality
disorder and generalized SAD representing merely different ways of con-
ceptualizing the same underlying condition (Reich, 2000; Ralevski et al.,
2005). One study has reported that genetic risk factors for these disorders
appear to be identical in women, while different types of life events may
predispose to one or the other condition (Reichborn-Kjennerud et al., 2007).
The rates of avoidant personality disorder among patients with generalized
SADvary significantly (from 22% to 89%) (Schneier et al., 1991; Turner et al.,
1991), which is a consequence of the different diagnostic criteria and var-
ious methodological issues.

Patients with SAD may exhibit traits of other personality disorders.
When their perfectionist tendencies are particularly strong and when they
exhibit a marked preoccupation with control and rigid attitudes as to what
is socially desirable, expected, and allowed, patients may have
an obsessive-compulsive personality disorder. Others are passive, extre-
mely afraid of being rejected or abandonedwith an excessive need to please
others, reluctant to express their own opinion or any disagreement, and
unable to make even simple decisions, thus exhibiting features of depen-
dent personality disorder.

Schizoid personality disorder may be encountered in patients with SAD
who have largely withdrawn from the outside world, possibly because of
the disappointing interactions with other people and fear that such inter-
actions might be harmful. Patients with paranoid personality disorder and
SAD are hypervigilant and suspicious about other people’s intentions,
deeply mistrustful of them, and constantly expecting that others will ridi-
cule them and/or take advantage of them.

The presence of personality disturbance in SAD patients, especially
avoidant personality disorder, generally implies a more chronic course of
SAD and poorer prognosis (e.g., Massion et al., 2002). The presence of
avoidant personality disorder, however, does not necessarily predict the
outcome of treatment of generalized SAD (e.g., Brown EJ et al., 1995).

Social Anxiety Disorder and Other Anxiety Disorders

Social anxiety disorder can co-occur with other anxiety disorders, most
commonly with specific phobias, panic disorder with or without agora-
phobia, and generalized anxiety disorder. The rates of co-occurrence with
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these disorders tend to vary, depending on the nature of the sample,
instruments used in the study, and diagnostic criteria. Approximately a
third of patients with SAD may have a co-occurring panic disorder with
or without agoraphobia, whereas the rates for specific phobias may be
higher.

The relationship between generalized anxiety disorder and SAD is dis-
cussed in Chapter 3. Generalized anxiety disorder may be seen in 33% of
patients with the principal diagnosis of SAD (Turner et al., 1991) and is
significantly related to it (Grant et al., 2005b). In one study, patients with
SAD and co-occurring generalized anxiety disorder were found to have a
more severe illness than patients with SAD and no generalized anxiety
disorder (Mennin et al., 2000). Despite this, the response to cognitive-
behavioral group therapy of SAD was not affected by the presence of
generalized anxiety disorder.

ASSESSMENT

Diagnostic and Conceptual Issues

The diagnosis of SAD can be made on the basis of the same general criteria
used to diagnose other phobic disorders (Table 4—4). As with other phobic
disorders, the clinical significance criterion is themost difficult one because it
is most elusive. This is also the criterion most responsible for drawing the
boundary between ‘‘normal’’ social anxiety and SAD and includes distress
caused by social anxiety and/or effects of social anxiety on functioning.
Usually, the impairment caused by social anxiety affects relationships,
social activities, academic and occupational performance, and/or family
functioning. Sometimes the impairment is more evident in certain areas of
functioning. For example, studentswith a paralyzingphobia of examinations
may give up their studies, but function fairly well in other social situations.

Table 4–4. General Characteristics of Phobic Disorders

1. There is a fear of known objects, situations, activities, or phenomena (‘‘phobic
stimuli’’)

2. Phobic stimuli generally do not pose a realistic threat; if they do, the anxiety
response is irrational or excessive

3. An insight exists that the fear is irrational or excessive

4. Exposure to phobic stimuli elicits an immediate anxiety response, whichmay be in
the form of a (situationally bound) panic attack

5. Behavior is characterized either by avoidance of phobic stimuli or endurance of
phobic stimuli with great distress and/or anxiety

6. There is impaired functioning or significant distress about having the fear
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In DSM-IV-TR, the diagnosis of SAD cannot be made if the anxiety in
social situations is a consequence of other disorders, such as stuttering and
squinting. Likewise, the diagnosis of SAD is not to be made if some symp-
toms often found in SAD–for example, tremor–are a consequence of
another illness, such as Parkinson’s disease. Some of these propositions
are debatable, as it is not clear, for example, why the anxiety of people who
stutter should be attributed only to (fear of) stuttering.

In ICD-10, attention is drawn to the relationship between SAD and an
underlying psychotic disorder. This is relevant for clinical practice, as some
patientswho are labeled ‘‘socially phobic’’ feel anxious because of delusions
of reference (e.g., they are afraid of some people because of a delusional
belief that these people talk about them in a derogatory manner and
ridicule them). The ICD-10 concept of SAD also emphasizes the presence
of somatic symptoms that are relatively characteristic of social anxiety
disorder (e.g., blushing, tremor, sweating).

The diagnosis of SAD is based on information elicited from patients and
clinical observation. Patients should be asked questions relevant to all
phobic situations, and not just those that they mention spontaneously.
When patients with SAD are seen for an assessment, they typically lack
spontaneity and look inhibited, anxious, and/or tense. Sometimes they
shake or blush, and their hands are often clammy. Being interviewed may
seem like amajor effort for them. They often avoid eye contact and seem as if
the end of an interview cannot come soon enough. However, the appearance
and behavior of other patients may be quite different from this stereotype.
For example, some SAD patients may be very talkative and difficult to
interrupt, usually because they have trouble tolerating silence and prefer
talking to the silence-producing tension. Other patients may seem detached,
as they attempt to decrease their discomfort in an interpersonal situation.
This may be interpreted as lack of interest in other people or aloofness.

Althoughmany attempts have beenmade to raise the awareness of SAD
and improve its detection, it is still often overlooked and neglected (e.g.,
Sheeran and Zimmerman, 2002). This seems to be the case particularly
when SAD is overshadowed by depression, alcoholism, or personality
disturbance. Also, it appears that many cases of SAD are dismissed as
‘‘shyness’’ and are not taken seriously.

Indeed, shyness continues to be equated with SAD. The concept of SAD
has been criticized on the grounds that it has ‘‘medicalized’’ or ‘‘patholo-
gized’’ shyness and turned a variant of normal behavior or temperament
into a psychiatric illness (e.g., Wakefield et al., 2005; Lane, 2008). This
criticism ignores a body of research suggesting that there are important
differences between shyness and SAD and that SAD is not merely and not
necessarily, an extreme form of shyness (see Stage Fright, Shyness, and
Social Anxiety Disorder, above). The controversy largely boils down to the
unclear boundary between ‘‘normality’’ and psychopathology and high-
lights the problematic lack of the clear definition of mental disorder.
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Another issue of interest is the proposed spectrum of social anxiety
disorders (Muller et al., 2004). This is similar to obsessive-compulsive
spectrum disorders (see Chapter 6), with the suggestion that besides
SAD, there may be several groups of conditions that overlap with SAD or
are related to it and can be conceptualized dimensionally along several
spectra. These include the spectrum of social discomfort (shyness, nonge-
neralized SAD, generalized SAD, avoidant personality disorder), the spec-
trum of social fears related to body image concerns (general medical
conditions, eating disorders, body dysmorphic disorder, olfactory reference
syndrome, etc.), the spectrum of increased social awareness and need for
social contact (SAD, avoidant personality disorder) versus social deficit
(schizoid personality disorder, autism, and related conditions), the spec-
trum of social inhibition versus disinhibition, and so on. As with similar
proposals for other anxiety disorders, the spectrum concept of social
anxiety disorders and their dimensional assessment require further study;
at present, their clinical usefulness is uncertain.

Assessment Instruments

The Liebowitz Social Anxiety Scale (Liebowitz, 1987) is a clinician-
administered instrument used to measure the severity of SAD in terms of
both the fear and avoidance of performance-type and interactional situa-
tions. Thus, it yields separate scores for fear and avoidance of performance
and social interactional situations. This instrument is useful for monitoring
treatment-related changes in the severity of various aspects of SAD.

The Social Phobia and Anxiety Inventory (Turner et al., 1989) is a self-
report measure of the severity of psychological and somatic symptoms
associated with social situations and avoidance or escape related to social
situations. The instrument also yields a total score. The Social Phobia and
Anxiety Inventory assesses SAD comprehensively and has excellent
psychometric properties, but because of its length and cumbersome
scoring, it is not ideal for routine use.

The Fear Questionnaire (Marks andMathews, 1979), which is also a self-
report instrument, is very simple to administer because it has only five
items on a subscale for SAD (and 5 items each on subscales for agoraphobia
and blood-injection-injury phobia). It can be used to assess the severity of
SAD, but this measure is crude and is entirely based on avoidance behavior.
The Fear Questionnaire is suitable for screening purposes.

Differential Diagnosis

In terms of differential diagnosis, SAD should be distinguished from shy-
ness and ‘‘normal’’ social anxiety, other anxiety disorders (especially agor-
aphobia), body dysmorphic disorder, some types of personality
disturbance (e.g., avoidant personality disorder), depression, and psychotic
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illness (Table 4—5). The differentiation between SAD, shyness, and avoidant
personality disorder is discussed in Clinical Features and Relationship
Between Social Anxiety Disorder and Other Disorders, above.

Other Anxiety Disorders

The differentiation between SAD and some of the other anxiety disorders
may sometimes pose problems. For example, patients with agoraphobia
may have concerns that are similar to worries of patients with SAD: they
may be afraid of crowded places not only because of the possibility of
having a panic attack and of not being able to escape but also because of
the embarrassment and shame they would experience if a panic attack
occurred. Although agoraphobia and SAD may co-occur, it is important
to ascertain whether features of one disorder are, in fact, a part of the other,
as both diagnoses are not warranted in these cases.

The structure of fear in agoraphobia is quite different from that in SAD
(Table 4—6). Patients with agoraphobia are typically concerned about being
helpless and alone in case of a panic attack, whereas patients with SAD are

Table 4–5. Differential Diagnosis of Social Anxiety Disorder

• Shyness, ‘‘normal’’ social anxiety

• Other anxiety disorders (especially agoraphobia)

• Body dysmorphic disorder

• Personality disorders (especially avoidant, schizoid, and
paranoid personality disorders)

• Depression

• Psychotic illness (e.g., schizophrenia, delusional disorder)

Table 4–6. Distinguishing Between Social Anxiety Disorder and Agoraphobia

Characteristics Social Anxiety Disorder Agoraphobia

Main underlying
concerns

Scrutiny and harsh
judgment by others

Having a panic attack in
specific situations

Fear of being alone Generally rare Generally frequent

Fear of large crowds Generally rare Very common

Anonymity seeking Present Usually absent

Type of symptoms in
phobic situations

Blushing, sweating
trembling, muscle spasms

Dizziness,
lightheadedness, choking
feelings

4. Social Anxiety Disorder 169



not at all troubled by being alone because it is the scrutiny by others that is
most troublesome to them. Therefore, situations that provide anonymity
and in which there is no expectation to perform, with low likelihood of
being under scrutiny (e.g., being in crowded places) generally do not
represent a problem for patients with SAD. This is in contrast to small
groups, where SAD patients may be expected to perform and may easily
be observed. Also, when in a phobic situation, patients with SAD tend to
have different physical symptoms from those experienced by patients with
agoraphobia (and panic disorder). The former are more likely to blush,
sweat, tremble, and have dry mouth andmuscle spasms, whereas the latter
are more likely to feel dizzy and lightheaded and have palpitations, chest
pain or discomfort, and choking feelings (Amies et al., 1983; Reich et al.,
1988).

Unlike unexpected panic attacks that occur in panic disorder (without
agoraphobia), panic attacks associated with SAD have an obvious relation-
ship with the feared social situations. Patients with panic disorder may
avoid certain social situations not because they fear that they will be under
scrutiny from others but because they feel embarrassed about the possibi-
lity of experiencing a panic attack in such situations and then having an
urge to escape.

Body Dysmorphic Disorder

Body dysmorphic disorder may sometimes resemble SAD, and the two
conditions may also co-occur. However, the reason for social discomfort
and anxiety in body dysmorphic disorder pertains to the imagined bodily
defect to which other people are expected to respond negatively, andwhich
the person also finds unacceptable and often repugnant.

Depression

Sometimes it is difficult to differentiate between SAD and depression, as
both are characterized by social withdrawal. However, the underlying
reason for social withdrawal is what distinguishes these two conditions:
in depression, social withdrawal is a consequence of the generalized loss of
interest, whereas in SAD (not complicated by depression), social with-
drawal results from active and specific avoidance of social situations. As
already noted, depression and SAD also co-occur frequently.

Psychosis

Patients with SADmay present in a way that is difficult to distinguish from
psychotic illness. In these cases, patients often express fears of other people
and attribute to themmalicious intentions, sometimes worrying about their
own safety. Patients are typically concerned that others are ‘‘singling’’ them
out, paying special attention to them, taking every notice of them, talking
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about them, making derogatory comments, and/or ridiculing them.
Beneath such concerns there may be paranoid (persecutory) delusions,
delusions of reference, delusional misinterpretations, or delusions that
others are able to read one’s mind. These phenomena suggest a delusional
disorder with a strong paranoid component or paranoid schizophrenia.
Interestingly, social anxiety and persecutory ideation have been reported
to have much in common, with various perceptual abnormalities being the
only distinct predictor of the development of persecutory ideation
(Freeman et al., 2008).

EPIDEMIOLOGY

Highlights of the epidemiology of SAD are presented in Table 4—7. Social
anxiety disorder is a common condition in the community, but the estimate
of its prevalence has been a matter of some controversy. In the United
States, the lifetime prevalence rate of SAD was only 2.7% in the
Epidemiologic Catchment Area Study, based on the DSM-III diagnostic
criteria (Robins and Regier, 1991). The National Comorbidity Survey,
using the DSM-III-R diagnostic criteria, put the lifetime prevalence rate of
SAD at 13.3% (Kessler et al., 1994; Magee et al., 1996), and the National

Table 4–7. Epidemiological Data for Social Anxiety Disorder

• Lifetime prevalence in theUnited States: 2.7% (DSM-III criteria, Epidemiologic
Catchment Area Study), 13.3% (DSM-III-R criteria, National Comorbidity
Survey), 12.1% (DSM-IV criteria, National Comorbidity Survey Replication),
5.0% (DSM-IV criteria, National Epidemiologic Survey onAlcohol andRelated
Conditions)

• Lifetime prevalence in various countries, according to various diagnostic
criteria: 0.5%—16%

• Best-estimate lifetime prevalence rate across the world: 3.6%

• More women than men have SAD in the community (ratio 1.5:1), but the
frequency of women and men with SAD is approximately the same in clinical
samples

• Persons with SAD are more likely to be single, unemployed, in the lower
socioeconomic group, and with lower levels of education

• Age of onset usually in adolescence (mid-teens to the early twenties); mean age
of onset: 15—16 years

• Characteristic help-seeking patterns: most persons with SAD do not seek help
at all; usual period between onset and time of seeking help is more than 10
years, with help often being sought for complications of SAD (e.g., depression,
excessive use of alcohol) or in the context of some important life change; help is
initially sought from psychotherapists, psychologists, and school counselors
rather than from primary care physicians
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Comorbidity Survey Replication, based on the DSM-IV diagnostic criteria,
reported a lifetime prevalence rate of SAD of 12.1% (Kessler et al., 2005;
Ruscio et al., 2008). In the National Comorbidity Survey, one third of
individuals with SAD in the community had a phobia of public speaking,
another third had a fear of at least one other social situation, and the
remaining third had fears of multiple social situations (Magee et al.,
1996). According to both the National Comorbidity Survey and National
Comorbidity Survey Replication, SAD is one of the most common psychia-
tric disorders, after major depressive disorder, alcohol abuse, and specific
phobia. This underscores the public health importance of SAD.

The striking difference in prevalence rates in the United States between
the Epidemiologic Catchment Area Study and the two epidemiological
studies conducted later reflects different diagnostic criteria, different
instruments used to diagnose SAD, and different research methodology.
Also, there is an issue of the threshold at which the diagnosis of SAD is
made. One study addressed this problem by counting as ‘‘positive’’ only
those cases of psychiatric disorders that were deemed clinically significant
(Narrow et al., 2002). With this approach, a 1-year prevalence rate for SAD
was estimated to be 3.2%, down from the 7.4% rate that was reported in the
National Comorbidity Survey (corrected lifetime prevalence rates were not
reported). Another study conducted in the United States, National
Epidemiologic Survey on Alcohol and Related Conditions, which used
the DSM-IV criteria, estimated that the lifetime prevalence rate of SAD
was 5.0% (Grant et al., 2005b). Thus, the ‘‘true’’ frequency with which
SAD is encountered in the community remains to be established, but
regardless of the figures, there is a broad agreement that SAD is a
common condition.

The variability of prevalence rates of SAD is even larger when results of
epidemiological studies conducted in different countries are compared.
The lifetime prevalence rates range from 0.5% in Korea (Lee et al., 1990) to
16% in Switzerland (Wacker et al., 1992). The best-estimate lifetime preva-
lence rate for SAD across epidemiological studies published between 1980
and 2004 and conducted in various countries was 3.6% (Somers et al., 2006).
The striking differences in prevalence rates can be accounted for by the
different diagnostic criteria, different diagnostic instruments used in dif-
ferent studies, and cultural differences in the presentation of SAD. Not only
are there important differences between Western and Eastern cultures in
the concept of SAD (see Cultural Variants of Social Anxiety Disorder,
above), but there may also be differences between ethnic groups and
various countries within Western cultures.

There are more women than men (the approximate ratio of 1.5:1) with
SAD in the community (Bourdon et al., 1988; Schneier et al., 1992; Somers
et al., 2006). In samples of patients with SAD, however, the number of
women and men tends to be the same, and sometimes there are
even more men than women in clinical settings (e.g., Boyd et al.,
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1990; Degonda and Angst, 1993). This difference may result from several
factors. First, women may endure SAD without seeking help or may adapt
to it more easily, because features of SAD are not as incompatible with
traditional social roles and expectations for women as they are with the
corresponding roles and expectations for men (e.g., a requirement to be
assertive). In otherwords, a failure to fulfill traditional social roles andmeet
traditional social expectations may be a strong motivating factor for men
with SAD to seek professional help. Second, the prevalence of SAD among
men in the community may be underestimated because SAD is often
hidden behind its complications, especially alcohol abuse. Finally, men
may have a greater tendency to have amore severe form of SAD, prompting
them to seek help more readily than women.

People with SAD tend to be single, marry less often, and have fewer
social contacts and fewer friends than comparable groups without SAD
(Schneier et al., 1992; Wittchen et al., 1999). They are also more likely to
remain living with their parents well into their adulthood. As a result of the
handicapping effects of SAD on their ability to attend school, look for jobs,
maintain employment, and advance in their careers, people with SAD are
more likely to have lower education, feel frustrated about their professional
achievements, be unemployed and financially dependent, rely on social
support and welfare agencies, and be in the lower socioeconomic group
(Schneier et al., 1992; Wittchen et al., 1999). Their work productivity is often
decreased and work performance impaired (Wittchen et al., 2000b).

Itmaybedifficult topreciselydetermine the onset of SAD, especially in the
generalized type. As already noted in Clinical Features (above),
nongeneralized and generalized forms of SAD may differ in terms of the
age and mode of onset. A sudden onset of SAD may be a consequence of a
panic attack in a social situation (‘‘post-panic SAD’’), and SAD that starts
suddenly also occurs later than SAD that starts more gradually (Kristensen
et al., 2008). The typical onset of SAD is in adolescence, with the mean age of
onset being between 15 and 16 years (Schneier et al., 1992; Grant et al., 2005b).
It is unusual for SAD to first manifest itself after the age of 25 (Schneier et al.,
1992; Magee et al., 1996). Because SAD starts so early in life, it affects
adversely the development of children and adolescents. Their academic
performance may be well below their intellectual level, they do not develop
adequate interpersonal and social skills, their interactions with peers are
quite limited, and they often have problems in intimate relationships.

Most people with SAD (72%—87%) do not seek professional help and
receive no treatment (Magee et al., 1996; Grant et al., 2005b). When they do
seek help, the time lag between onset of the disorder and onset of treatment
is often longer than 10 years, so that the treatment usually commences
when patients are in their late twenties or thirties. It has been estimated
that the mean age at first treatment for SAD is 27.2 years (Grant et al.,
2005b). There are many reasons for this delay: people with SAD often feel
embarrassed about their fears and are reluctant to disclose them. They may
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also ‘‘adapt’’ themselves to their fears and accept to a certain extent limita-
tions imposed by SAD. Some believe that SAD is a part of their personality
and that nothing can be done about it.

When SAD sufferers seek professional help, more often than not they do
this because of complications of SAD (e.g., depression, excessive use of
alcohol) or in the context of some important life change. For example, a new
job that demands assertiveness and effective interpersonal communication
makes it very difficult for the person with a hidden SAD to continue
avoiding certain social activities. Unlike patients with panic disorder and
generalized anxiety disorder, those with SAD are more likely to initially
seek help from psychotherapists, psychologists, and school counselors than
from primary care physicians (Wittchen et al., 1999).

COURSE AND PROGNOSIS

Most patients with generalized SAD have a chronic course, with few, if any,
fluctuations in its intensity, creating an impression that it is a lifelong
condition. The course of nongeneralized SAD may show some variations,
related to the frequency with which patients have to be in social situations
and their ability to avoid such situations.

Data on the duration of SAD confirm the chronicity of this condition. In
two studies, 9%—15% of patients had the illness for most of their lives;
almost one third of patients suffered from SAD for at least 15 years, and
the remainder had SAD for at least 6 years (Heimberg et al., 1990a; Schneier
et al., 1992). A median duration of SADwas estimated to be 25 years in one
study (DeWit et al., 1999), whereas another study reported the mean dura-
tion of 16.3 years (Grant et al., 2005b).

As already noted, the prognosis of generalized SAD is worse than that of
nongeneralized SAD. This is largely a consequence of the difference in
severity between these subtypes. Factors suggesting a poor prognosis of
SAD (Table 4—8) include an onset in childhood and longer duration of SAD,

Table 4–8. Factors Suggesting a Poor Prognosis of Social

Anxiety Disorder

Onset in childhood (before age 7—11 years)

Longer duration

Greater initial severity, greater number of symptoms

Co-occurring psychiatric disorders

Presence of depression

Presence of health problems

Lower education level
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greater initial severity with greater number of symptoms, presence of other
psychiatric disorders, especially depression, various health problems, and
lower education (Davidson et al., 1993a; DeWit et al., 1999).

Independent functioning may be very difficult for patients with severe
SAD, as they perceive every novel social situation as highly distressing. The
impairment and disability associated with SAD can be quite severe (e.g.,
Stein MB and Kean, 2000), as noted in Epidemiology (above). It has been
reported that SAD patients may be as impaired as those with debilitating
medical conditions, such as multiple sclerosis and chronic renal failure
(Antony et al., 1998).

Do patients with SAD ever recover? It appears that some do, but they are
a minority (e.g., Reich et al., 1994; Chartier et al., 1998). Still, recovery may
occur after many years of the continuing presence of illness; one study has
reported that about one half of patients recovered after 25 years of SAD
(DeWit et al., 1999).

ETIOLOGY AND PATHOGENESIS

Many etiological factors contribute to the development of SAD. No etiolo-
gical model can explain by itself all the cases and all the manifestations of
this condition. It appears that there are several biological and psychological
pathways that lead to SAD. Themodels reviewed below shed some light on
these pathways.

BIOLOGICAL MODELS

Genetic Factors

Social anxiety disorder may run in some families. It has been found more
often among first-degree relatives of patients with SAD than among first-
degree relatives of patients with panic disorder and control subjects
without mental disorder (Reich and Yates, 1988; Fyer et al., 1993, 1995;
Mannuzza et al., 1995; Stein MB et al., 1998a). The genetic component
seems to be stronger in the generalized type of SAD (see Clinical
Features, above).

Results of twin studies of shyness and social anxiety have been conflicting
(Torgersen, 1983; Kendler et al., 1992c; Skre et al., 1993). One twin study
estimated the contribution of genetic factors to the development of SAD at
40%—60% (Kendler et al., 1999), while another twin study among female
adolescents estimated the heritability of SAD at 28% (Nelson et al., 2000).

Although family and twin studies suggest that there is a heritable com-
ponent in SAD, nongenetic patterns of transmission of social fears within
certain families (e.g., through modeling) can play an important role. A large
part of what is inherited in SAD may be a nonspecific, general vulnerability
to anxiety disorders (Andrews et al., 1990) or depression (Nelson et al., 2000).
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Neuroanatomy and Pathophysiological Mechanisms

Little is known about brain structures and pathophysiological mechanisms
involved specifically in the pathogenesis of SAD. Research has yet to deter-
mine whether there are any neurobiological differences between the gen-
eralized and nongeneralized forms of SAD and which pathophysiological
mechanisms play a role in the pathogenesis of SAD, as opposed to being
just the correlates of SAD.

Neuroimaging Studies

Functional magnetic resonance imaging studies have examined responses to
human facial expressions (either photographic or schematic) and to other
people’s comments inpatientswith SAD. Several brain regions, especially the
amygdala, medial prefrontal cortex, and anterior cingulate, seem to be
involved in these responses (e.g., Birbaumer et al., 1998; Stein MB et al.,
2002a; Amir et al., 2005; Straube et al., 2005; Phan et al., 2006; Blair et al.,
2008a; Evans et al., 2008). The types of stimuli that elicited increased activity
(especially in the amygdala) varied fromone study to another: althoughmost
human facial expressions were negative (e.g., angry, contemptuous, fearful,
ordisgusting), somewereneutral orpositive (e.g., happy), suggesting that the
processing of facial expression in SAD may not be altered only for negative,
social anxiety-inducing facial expressions. In contrast, only negative com-
ments referring to patients with SAD produced increased responses in one
functional magnetic resonance imaging study (Blair et al., 2008b).

Neurotransmitter Systems

The serotonin, noradrenaline, gamma-aminobutyric acid (GABA), and
dopamine neurotransmitter systems have been implicated in the pathogen-
esis of SAD. However, data pointing to abnormalities in these systems have
been inconsistent. Hypotheses about the involvement of dopamine and
serotonin systems have been partly derived from findings of the efficacy
in SAD of classical, irreversiblemonoamine oxidase inhibitors and selective
serotonin reuptake inhibitors, respectively.

Patients with prominent performance-type social anxiety may have an
underlying noradrenaline dysfunction so that they are either hypersensi-
tive to normal noradrenergic stimulation or they exhibit central and per-
ipheral noradrenergic hyperactivity. This hypothesis is supported by the
symptoms (palpitations, tremor, sweating, blushing) that typically occur in
performance situations and by the efficacy of b-adrenergic blockers in the
treatment of the performance/nongeneralized type of SAD.

The central dopamine deficiency hypothesis in generalized SAD
(Liebowitz et al., 1987) is of some interest, as the classical, irreversible
monoamine oxidase inhibitors are presumed to prevent degradation of
dopamine. The convincing efficacy of these medications in generalized

176 Anxiety Disorders in Adults



SAD is rather unique among the anxiety disorders. Furthermore, a sub-
stantial number of patients with Parkinson’s disease, which is character-
ized by dopamine deficiency, do have SAD prior to the onset of Parkinson’s
disease (Stein MB et al., 1990a). Patients with Tourette’s disorder, by con-
trast, were observed to develop SAD following treatment with haloperidol,
a dopamine antagonist (Mikkelson et al., 1981). The dopamine deficiency
hypothesis has also received further support (e.g., Schneier et al., 2000).

Biological ‘‘Preparedness’’ for Social Anxiety (Preparedness

Conditioning Theories)

Humans may be biologically ‘‘prepared’’ to fear certain stimuli in the
environment, with this ‘‘preparedness’’ having a survival value and con-
tributing to the preservation of the species (Seligman, 1971; McNally, 1987).
Studies have shown that people are very sensitive to facial expressions of
others and are afraid of angry and threatening faces, but only if these facial
expressions are directed at them (Öhman, 1986). People respond to such
facial expressions in a way that helps them adjust to various interpersonal
situations and decrease danger implied by these expressions. If the person
is too sensitive to these facial and other interpersonal and social stimuli so
that the fear response appears automatically even when there is no real
threat, or if the fear response is excessive, the person may develop SAD.
This perspective on SAD is interesting in view of the poor eye contact
exhibited by many patients with SAD and their strong fear of being
observed.

PSYCHOBIOLOGICAL MODEL—BEHAVIORAL INHIBITION

The behavioral inhibition to the unfamiliar (Kagan et al., 1984, 1987, 1988)
was conceptualized as a temporally stable component of inborn tempera-
ment that represents a biological basis for shyness. As such, behavioral
inhibition has been conceived of as one of the major factors in the patho-
genesis of anxiety disorders in general and SAD in particular.

Manifestations of behavioral inhibition to the unfamiliar are observable
during the first year of life: children of that age have difficulty sleeping in
unfamiliar surroundings and often exhibit irritability in novel situations.
By 2 years of age, such children tend to avoid contacts with unfamiliar
people, places, and objects, and prefer to cling to their mothers (or other
main caregivers). They respond to novel situations with fear, cessation of
exploratory and playful activity, and somatic symptoms that are similar to
those seen in anxious adults upon exposure to the feared stimuli. This
behavioral and physiological pattern at age 2 is predictive of behavioral
inhibition at age 7.

In the course of further development, these children often exhibit
extreme caution in a range of situations, appear introverted and shy, find
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themselves at the periphery of social activities, and are likely to become
even more isolated. They seem physiologically ‘‘overprepared’’ for danger,
as their heart rate is elevated at rest, with further disproportionate increase
in heart rate upon exposure to evenmild stressors. These children also tend
to have elevated blood levels of cortisol and catecholamines.

Behavioral inhibition does not have a unique relationship with SAD, but
it is most consistently linked with SAD (e.g., Mick and Telch, 1998; Cooper
and Eke, 1999) and, to a somewhat lesser degree, with panic disorder and
agoraphobia (e.g., Rosenbaum et al., 1988). In comparison with uninhibited
children, those with behavioral inhibition seem to have a higher risk of
developing phobic disorders, including SAD (Kagan et al., 1988). When
parents of children with andwithout behavioral inhibition were compared,
the former were more likely to have SAD or other anxiety disorders, and
more often reported anxiety-related problems and anxiety disorders in
their own childhood (Rosenbaum et al., 1991). In comparison with children
of normal or depressed parents, many more children of parents with panic
disorder were behaviorally inhibited (Rosenbaum et al., 1988).

PSYCHOLOGICAL MODELS

Behavioral and Cognitive Approaches

Aversive Conditioning Model

Traumatic conditioning may play some role in the development of SAD,
especially the nongeneralized subtype (Stemberger et al., 1995). For
example, a sudden blushing or loss of voice during a performance may
lead to the perception of a particular social situation as being embarrassing,
humiliating, and therefore dangerous. According to one estimate, more
than one half of patients may be able to identify an unpleasant incident
that preceded the onset of SAD (e.g., Öst and Hugdahl, 1981). It appears
that such a traumatic incident precipitates SAD in the context of a specific
predisposition, for example, if the person is excessively shy or carries
relevant genetic vulnerability. Without a specific predisposition, aversive
(traumatic) experiences are rarely sufficient for the development of SAD,
especially its generalized subtype. According to this model, SAD is pri-
marily maintained by the avoidance of relevant social situations, in a
fashion similar to the maintenance of other phobias through avoidance.

Cognitive Models

According to cognitive models, patients with SAD generally underestimate
their social performance, overestimate the probability of poor performance
or other adverse social outcome, and overestimate dire consequences of
such an outcome (Beck et al., 1985; Lucock and Salkovskis, 1988; Rapee and
Lim, 1992). Also, patients overestimate the likelihood of the occurrence of
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anxiety symptoms, their visibility, and attention paid to them by others,
which leads them to believe that they come across ‘‘negatively’’ to others.

Two similar cognitive models of SAD have been formulated (Clark and
Wells, 1995; Rapee and Heimberg, 1997) (Figure 4—5). They are based on the
idea that the fundamental issue in SAD is the fear of negative evaluation by
others and that SAD results from the expectation that one will be evaluated
negatively in social situations. This expectation is regarded as a conse-
quence of certain assumptions and beliefs that SAD patients have about
themselves, others, and social situations (Table 4—9), which then lead to
appraisals of social situations as threatening. Such assumptions, beliefs,
and appraisals are maintained through avoidance of social situations, use
of various safety behaviors, and biases in information processing.

Several biases in information processing may be somewhat specific for
SAD (Table 4—10). A particularly salient aspect of information processing in
SAD appears to be a combination of decreased attention to external social
and interpersonal information with increased focusing on oneself. Largely
as a result of the latter, patients with SAD become preoccupied with their
physical symptoms and believe that these symptoms are ‘‘responsible’’ for
how they appear to other people. In other words, because they blush or
tremble, patients assume that others see them as a failure. This assumption
is then difficult to disconfirm because patients generally pay much less

Assumptions and beliefs about oneself,
others, and social performance

Appraisals of social situations as threatening

Expectation that one will be evaluated
negatively in social situations

Social anxiety disorder

Avoidance

Safety behaviors

Information-processing biases

Figure 4–5. Cognitive model of social anxiety disorder.

4. Social Anxiety Disorder 179



attention to external social information, and they particularly tend to dis-
regard any positive feedback about themselves. The disconfirmation is also
made difficult by the inherent ambiguity of social interactions so that
patients can never be completely sure how they are perceived by others.
Another potential consequence of preoccupationwith oneself is neglect and
undermining of the actual social performance (e.g., Woody, 1996). In
this case, one’s fears about poor performance may to some extent be
validated.

Another cognitive mechanism in SAD involves expectations of anxiety,
discomfort, and physical symptoms in social situations. These expectations
make it more likely for anxiety, discomfort, and physical symptoms to
indeed occur in such situations, thereby strengthening the fear and driving
patients to continue avoiding social situations.

Social Skills Deficits Model

A lack of social skills may be observed in SAD patients who report a
long-standing lack of understanding of some very basic and simple
rules of social communication and interaction (e.g., not knowing what
the sequence of steps is when purchasing or ordering something).
These patients usually did not have adequate opportunities to learn
social skills or have felt extremely inhibited in their exploratory beha-
vior since early childhood.

Table 4–9. Typical Assumptions of Patients With Social Anxiety Disorder

Assumptions About Oneself

• Negative, social situation-specific beliefs about oneself (e.g., ‘‘I am stupid,’’
‘‘I am weak,’’ ‘‘I am worthless,’’ ‘‘I am boring’’)

• Beliefs about oneself in social interactions and as an object of social evaluation
(e.g., ‘‘If I have to give a talk and appear anxious, I will humiliate myself,’’ ‘‘If
I don’t do it right, they will laugh at me’’)

Assumptions About Others

• Others pay close attention to one’s appearance, behavior, and/or performance

• Others have knowledge of one’s thoughts and/or feelings

• Others are likely to be harsh and judgmental and quick to reject anyone who
makes mistakes or appears inept

Assumptions About Social Performance

• Standards of social performance must be strictly adhered to in order to avoid
disappointment, humiliation, or rejection

• Social performance must be of a high, perfectionist standard to minimize the
possibility of making a mistake
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Many patients with SAD do not have a genuine social skills deficit, and
their anxiety may only interfere with the use of their social skills. The social
awkwardness and ineptness of some SAD patients may be more a result of
their need to make a certain impression on others, coupled with their inse-
curity and doubt about being able to do so. This proposition is at the core of
the self-presentation theory of social anxiety (Schlenker and Leary, 1982).

Psychodynamic Approaches

A comprehensive psychoanalytic/psychodynamic account of SAD is
lacking, mainly because SAD tends to be regarded by psychoanalysts as

Table 4–10. Information Processing Bias in Social Anxiety Disorder

Attention bias Increased self-focused attention, heightened ‘‘public self-
consciousness’’ (Fenigstein et al., 1975; Hope andHeimberg, 1988;
Mellings and Alden, 2000)

Decreased attention to external social situation or information
(Chen et al., 2002)

Interpretation
bias

Interpretation of physical symptoms as an indication that one
appears negatively to others, e.g., as anxious, insecure, or
weak (McEwan and Devins, 1983; Amir et al., 1998; Mansell
and Clark, 1999; Mulkens et al., 1999; Mellings and Alden,
2000; Roth et al., 2001; Wells and Papageorgiou, 2001)

Tendency to be more rigid when interpreting one’s own anxiety
symptoms than when interpreting the same symptoms in others
(Amir et al., 1998; Roth et al., 2001)

Interpretation of ambiguous, self-relevant social situations and
events as negative (Amir et al., 1998; Stopa and Clark, 2000)

Catastrophic interpretation of mildly negative, but quite
innocuous, self-relevant social situations and events (Stopa and
Clark, 2000)

Biased
self-imagery

Tendency to perceive oneself negatively from an ‘‘observer’s
perspective’’ rather than watching oneself ‘‘with one’s own eyes’’
(Clark and Wells, 1995; Hackmann et al., 1998; Wells and
Papageorgiou, 1999)

Memory bias Defective memory for certain aspects of social situations,
interpersonal information, or interactions (Kimble and Zehr,
1982; Hope et al., 1990; Mellings and Alden, 2000)

Memory bias for socially threatening information (Amir et al.,
2000)

Biased
appraisal

Negative expectations from accomplishment and future success
(e.g., social success will lead tomore social demand and pressure;
Wallace and Alden, 1997)
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part of a character organization and not a psychopathological entity per se.
Certain psychoanalytic views, however, may be relevant for clinical
practice.

Some psychoanalysts relate SAD to the feeling of shame and fear of
superego. The feeling of shame and anticipation of humiliation may be a
consequence of the projection of harsh, critical, or punitive parental intro-
jects onto others, with the consequent expectation that others treat patients
harshly (Gabbard, 1992). The presumed underlying conflict is between a
need to compete, achieve, and succeed on one hand, and the fear of success
on the other. The success is feared because it is unconsciously equated with
‘‘Oedipal victory’’ and the consequent punishment. In other words, the
person is not ‘‘allowed’’ to compete and succeed. Unable to resolve this
conflict and striving to avoid the feeling of shame, the person withdraws
from social interactions, thereby developing SAD.

Another psychodynamic perspective on SAD invokes problems in the
process of separation-individuation, usually as a result of serious distur-
bances in attachment and early object relations (Gabbard, 1992; Cloitre and
Shear, 1995). In this case, the presumed conflict is between striving toward
independence and self-affirmation on one hand, and fears of the loss of
love, rejection, and abandonment by primary objects (parents), on the other,
as a punishment for such independence. Personswho develop SAD give up
their pursuit of independence and withdraw from social interactions to
appease the primary objects.

In the psychoanalytic literature, SAD has also been related to exhibitio-
nistic urges or narcissistic need to make a ‘‘perfect’’ impression of oneself.
A fear of being unable to make such an impression leads the person to
anticipate narcissistic injury; to avoid this injury, the person withdraws
from social interactions. This account can help explain narcissistic traits in
some SAD patients.

Role of Developmental and Childhood Factors

Patients with SAD have an increased tendency to perceive their par-
ents as overprotective and rejecting (e.g., Lieb et al., 2000). If parents
are indeed overprotective, critical, harsh, and/or rejecting, that may
contribute to the patients’ sense of insecurity and inability to rely on
themselves in social interactions. Although such a perception of par-
ents is not specific for SAD, it may help account for the development
of SAD in children who are predisposed to it genetically or through
behavioral inhibition.

TREATMENT

Despite greater attention paid to SAD over the past several decades, there is
evidence that it continues to be undertreated or treated inadequately
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(Wittchen et al., 1999; Lecrubier et al., 2000), and that paradoxically, indi-
viduals with the most fears of social situations are least likely to receive
treatment for SAD (Ruscio et al., 2008).

The treatment of some forms of nongeneralized, performance-type
SAD may be relatively simple and result in quick improvement, even if
only temporarily. Treatment of the generalized subtype of SAD, by
contrast, tends to be challenging. It is in many ways akin to the
treatment of personality disturbance because of the negative effects
that SAD has on virtually all aspects of personality development. The
analogy with treatment of personality disorders also means that more
often than not, the treatment lasts longer, with its outcome in many
cases being precarious.

Several effective treatment modalities are available for both nongener-
alized and generalized SAD. They include pharmacotherapy and various
forms of cognitive-behavioral therapy (CBT). Supportive and psychody-
namic psychotherapy can also be helpful to patients with generalized SAD.
A combination of pharmacological and psychological treatment may be
used as well.

Comparisons of efficacy between medications and CBT for general-
ized SAD have found different patterns of treatment response,
depending on the duration of treatment. In the short term-treatment,
pharmacotherapy and CBT have been either equally efficacious (Otto
et al., 2000; Furmark et al., 2002; Davidson et al., 2004b), or medica-
tions have been somewhat superior to CBT (Heimberg et al., 1998) and
worked faster. In long-term treatment, however, relapses may be more
frequent with pharmacotherapy and treatment gains are maintained
longer with CBT (Liebowitz et al., 1999).

PHARMACOLOGICAL TREATMENT

There are several specific aspects of the pharmacological treatment of SAD
(Table 4—11). First, pharmacological interventions for generalized SAD are
quite different from those for the nongeneralized subtype. In the latter,
pharmacotherapy is distinctly used for fear of performance-type situations,
particularly when the feared situations are occasional and for the most part
predictable. Second, generalized SAD is unique among the anxiety
disorders in terms of the classical irreversible monoamine oxidase inhibi-
tors being consistently effective in its treatment and tricyclic antidepres-
sants showing no efficacy. Finally, benzodiazepines are not well suited for
long-term treatment of SAD because there is a higher risk of alcohol and
other substance abuse (including benzodiazepines) in patients with SAD
than in patients with other anxiety disorders. Therefore, great caution
should be exercised when benzodiazepines are administered for prolonged
periods of time to these patients.
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Pharmacotherapy of Nongeneralized Social Anxiety Disorder

(Performance Anxiety)

The goal of pharmacological treatment of nongeneralized SAD is a substan-
tial decrease in or disappearance of specific physical symptoms that patients
find unpleasant or distressing during a particular task or performance. Most
commonly, such symptoms are a manifestation of hyperactivity of the
sympathetic nervous system: tremor, palpitations, tachycardia, and
sweating. Hence, the use of b-adrenergic blockers has been popular for
this purpose, and there is some empirical support for it (e.g., Brantigan
et al., 1982; Neftel et al., 1982; Hartley et al., 1983). In one survey of musi-
cians, 27% admitted to occasionally using b-blockers before giving a perfor-
mance, and 96% believed that these medications were helpful (Fishbein
et al., 1988). The use of b-adrenergic blockers for fear of performance-type
situations is largely based on the assumption that anxiety occurs as a con-
sequence of experiencing certain physical symptoms. Propranolol (10—40
mg) can be taken 30—60 minutes prior to a performance situation (e.g.,
giving a lecture or playing at a concert). Some patients take atenolol
(50—100 mg), a more selective b-blocker. Issues surrounding the use of
b-blockers (e.g., precautions and contraindications) are discussed in
Chapter 3.

The alternative pharmacological treatment of nongeneralized SAD,
especially if b-adrenergic blockers are contraindicated, is an as-needed
(prn) use of benzodiazepines prior to a performance situation. Usually, a
short-acting benzodiazepine (e.g., alprazolam, lorazepam) is taken for that
purpose. When benzodiazepines are administered in this context, there are
two important issues. First, benzodiazepines may be sedating, may impair
movement coordination, and may interfere with the process of

Table 4–11. Aspects of Pharmacological Treatment Specific for Social

Anxiety Disorder

• The pharmacological approach depends on whether the patient has a
nongeneralized or generalized type of SAD

• In relation to other anxiety disorders, classical irreversiblemonoamine oxidase
inhibitors have a unique, convincingly demonstrated efficacy in treating
generalized SAD

• Unlike in panic disorder, generalized anxiety disorder, obsessive-compulsive
disorder, and posttraumatic stress disorder, no tricyclic antidepressant
showed efficacy in the treatment of generalized SAD

• Great caution should be exercised if benzodiazepines are administered on a
long-term basis to patients with SAD, as there is a higher risk for alcohol and
other substance abuse (including benzodiazepines) in these patients than in
patients with other anxiety disorders
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remembering material learned after the medication has been taken, which
in turn could adversely affect performance. Second, benzodiazepines may
have a disinhibiting effect on some individuals, which could also interfere
with their performance.

Pharmacotherapy of Generalized Social Anxiety Disorder

Because of the chronic nature of the disorder, relentless anxiety, fre-
quent presence of issues rooted in personality, frequent co-occurrence
with other psychiatric disorders, and substantial disability, pharmaco-
logical treatment of generalized SAD is much more complex than that
of nongeneralized SAD. Psychological intervention is often needed in
addition to pharmacotherapy. The goal of pharmacological treatment
of generalized SAD is to substantially decrease symptoms and beha-
viors associated with this disorder. In practical terms, the goals of
treatment are to help patients feel less distressed in a range of socially
difficult situations, decrease or eliminate symptoms of autonomic
hyperarousal upon exposure to these situations, and minimize or elim-
inate socially driven avoidance. All of these changes lead to an
improvement in overall functioning.

On the whole, pharmacological treatment has been moderately suc-
cessful in achieving these goals; usually a long-term administration of
medications is required. Although pharmacological treatment does not
address the underlying pervasive, negative self-perception and fear of
negative evaluation by others, it may help patients perceive themselves
more favorably by improving their performance, strengthening a sense of
security in social situations, and boosting their self-confidence.
Pharmacotherapy may also be useful in terms of helping patients react
with certain indifference to their otherwise distressing thoughts about
how they appear to others.

Pharmacotherapy is usually indicated for the more severe and disabling
forms of generalized SAD. It may also be useful for patients with co-
occurring depression or other psychiatric conditions and for those who
have a preponderance of distressing somatic symptoms of anxiety in var-
ious social situations.

The following medications have shown efficacy in the treatment of
generalized SAD: selective serotonin reuptake inhibitors (SSRIs), ven-
lafaxine (in its extended-release [XR] formulation), classical irreversible
monoamine oxidase inhibitors (MAOIs), and benzodiazepines. There
are some differences in efficacy between these agents, but the choice of
medication is usually made on the basis of tolerability and other
pharmacological properties. Because of their more favorable side
effect profile, no need for a tyramine-free diet, and fewer interactions
with other medications, SSRIs and venlafaxine XR are preferred over
classical MAOIs (Table 4—12).
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Antidepressants in Treatment of Generalized Social

Anxiety Disorder

Selective Serotonin Reuptake Inhibitors

Of the SSRIs, evidence of efficacy in generalized SAD exists for paroxetine
(Stein MB et al., 1998b; Allgulander, 1999, 2004b; Baldwin et al., 1999;
Liebowitz et al., 2002, 2005a; Lepola et al., 2004), sertraline (Katzelnick et
al., 1995; Blomhoff et al., 2001; Van Ameringen et al., 2001; Liebowitz et al.,
2003), escitalopram (Lader et al., 2004; Kasper et al., 2005), fluvoxamine
(van Vliet et al., 1994; Stein MB et al., 1999b; Davidson et al., 2004c;
Westenberg et al., 2004; Asakura et al., 2007), and citalopram (Furmark
et al., 2005). The results for fluoxetine were mixed: while it was more
efficacious than placebo in one study (Davidson et al., 2004b), in two other
controlled studies it did not show efficacy (Kobak et al., 2002; Clark et al.,
2003). Response rates to SSRIs in these trials ranged from 40% to 72%.
When escitalopram (20 mg/day) and paroxetine (20 mg/day) were com-
pared in a controlled study, escitalopram showed some advantage, but
this could be due to a relatively lower dose of paroxetine (Lader et al.,
2004). In similar comparison studies, paroxetine and venlafaxine XR were
equally efficacious (Allgulander et al., 2004b; Liebowitz et al., 2005a). In
two small, controlled studies, paroxetine had beneficial effects on both
SAD and co-occurring alcohol use problems (Randall et al., 2001; Book et
al., 2008).

As in the treatment of panic disorder and generalized anxiety disorder,
benzodiazepines are often used initially and on a short-term basis in con-
junction with SSRIs or venlafaxine XR to treat generalized SAD. The goals
of this combination are to achieve a faster response and better tolerability of
SSRIs and venlafaxine XR. Although it is apparently popular, such practice

Table 4–12. Choice of Medication in Treatment of Generalized

Social Anxiety Disorder

Rank Medication

First-line a. SSRIs (especially paroxetine, sertraline, escitalopram,
and fluvoxamine)

b. SSRI +BDZ (short term)

Second-line a. Venlafaxine XR

b. Venlafaxine XR+BDZ (short term)

Third-line Classical, irreversible MAOIs

Fourth-line BDZs (clonazepam), with caution

SSRI, selective serotonin reuptake inhibitor; BDZ, benzodiazepine; Venlafaxine
XR, venlafaxine extended-release; MAOIs, monoamine oxidase inhibitors.
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has been underinvestigated. When paroxetine in combination with clona-
zepam was compared with paroxetine plus placebo in patients with gen-
eralized SAD, this combination did not show a faster response but was
associated with better outcome (Seedat and Stein, 2004).

The initial dosage of an SSRI is the same as in the treatment of depres-
sion, unless there is a co-occurring panic disorder or presence of severe
physical symptoms of anxiety. Some patients with generalized SAD need
higher doses of SSRIs (Table 4—13). More than 25% of patients who did not
respond after 8 weeks of treatment with paroxetine, responded after 12
weeks (Stein DJ et al., 2002b). This suggests that the longer treatment with
an SSRI might bring about a response (with the optimal duration of a trial
with an SSRI perhaps being around 12 weeks). Issues related to the use of
SSRIs in general, and in the anxiety disorders in particular, are discussed in
more detail in Chapter 2.

Venlafaxine Extended Release

Several controlled studies (Allgulander et al., 2004b; Rickels et al., 2004;
Liebowitz et al., 2005a, 2005b) have demonstrated efficacy of venlafaxine
XR, a serotonin and noradrenaline reuptake inhibitor, for generalized SAD.
Response rates ranged from 44% to 69%. Venlafaxine XR also proved to be
superior to placebo during a long-term (6-month) study (Stein MB et al.,
2005), with improvement unlikely to occur in patients who have not
responded by the first 12 weeks of treatment. When compared with parox-
etine (20—50 mg/day), venlafaxine XR (75—225 mg/day) was equally

Table 4–13. Medication Dosages Efficacious for Treatment of

Generalized Social Anxiety Disorder

Medication Dose Range

Selective Serotonin Reuptake Inhibitors

Paroxetine 20—50 mg/day

Sertraline 50—200 mg/day

Escitalopram 10—20 mg/day

Fluvoxamine 100—300 mg/day

Citalopram 20—40 mg/day

Venlafaxine Extended-Release 75—225 mg/day

Classical, Irreversible Monoamine Oxidase Inhibitors

Phenelzine 45—90 mg/day

Benzodiazepines

Clonazepam 1.5—8 mg/day
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efficacious for generalized SAD and showed a somewhat faster onset of
therapeutic effect (Allgulander et al., 2004b; Liebowitz et al., 2005a). The
more frequent side effects and higher dropout rates in the first week of
treatment prompted a suggestion to initially use low doses, e.g., 37.5 mg/
day (Stein MB et al., 2005). The noradrenaline reuptake blockade of venla-
faxine XR may not be essential for efficacy in the treatment of generalized
SAD, because its lower and higher doses were equally efficacious (SteinMB
et al., 2005). Side effects of venlafaxine XR and issues surrounding its use
are discussed in more detail in Chapter 2.

Classical Irreversible Monoamine Oxidase Inhibitors

The efficacy of phenelzine, a classical, irreversible and nonselective MAOI,
in the treatment of SAD has been established by several studies (Gelernter
et al., 1991; Liebowitz et al., 1992; Versiani et al., 1992; Heimberg et al., 1998).
Phenelzine is regarded by many as the most powerful pharmacological
agent for SAD; it was more efficacious than benzodiazepines (Gelernter
et al., 1991) and a b-blocker (Liebowitz et al., 1992), and in some aspects
even superior to CBT (Gelernter et al., 1991; Heimberg et al., 1998). In one
study, as many as 91% of SAD patients were classified as responders to
phenelzine (Versiani et al., 1992). A substantial number of patients improve
significantly after 8—12 weeks of treatment, and efficacy is maintained over
prolonged periods of time. Tranylcypromine, another classical MAOI, may
also be effective in treating patients with generalized SAD (Versiani et al.,
1988), but controlled studies are lacking.

The use of classical MAOIs is limited by their unfavorable side-effect
profile (hypotension, insomnia, agitation, weight gain, sexual dysfunction),
significant interactions with numerous medications (various sympathomi-
metic amines and dextromethorphan that are contained in many cold and
cough over-the-counter medicines, adrenaline, psychostimulants, opioid
analgesics, anesthetics, isoproterenol), and need to avoid all food that
contains tyramine (e.g., many types of cheese) to prevent an abrupt and
large increase in blood pressure.When switching a patient’s treatment from
an SSRI to a classical MAOI or vice versa, a washout period must be strictly
observed (at least 2 weeks for all SSRIs except for fluoxetine, in which case
the washout should last at least 5 weeks). Under no circumstances should
an SSRI be combined with a classical MAOI because of the risk of serotonin
syndrome.

Considering that phenelzine is efficacious in both generalized SAD and
atypical depression (see Relationship Between Social Anxiety Disorder and
Other Disorders, above), it might be a pharmacological treatment of choice
when atypical depression co-occurs with generalized SAD.

Benzodiazepines As already noted, benzodiazepines can be used very cau-
tiously as the pharmacological monotherapy for long-term treatment of
generalized SAD. These medications may be administered in the absence
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of a co-occurring depression and history of alcohol or other substance
abuse, but even then, their use requires careful and ongoing monitoring.
Clonazepam is the only benzodiazepine for which efficacy in SAD has been
demonstrated (Davidson et al., 1993b). The doses of clonazepam efficacious
in the treatment of generalized SAD may be somewhat higher than those
used in the treatment of panic disorder (Table 4—13). Issues related to long-
term use of benzodiazepines are discussed in more detail in Chapter 2.

Long-Term Pharmacological Treatment

Generalized SAD is a chronic condition that requires long-term treatment.
Although the optimal duration of pharmacotherapy has not been estab-
lished, it should probably last for at least 1—2 years following remission,
with the goal of maintaining treatment gains and decreasing the likelihood
of relapse. Placebo-controlled, relapse-prevention studies have demon-
strated efficacy over 24-week treatment following a response to acute
treatment with paroxetine (Stein DJ et al., 2002c), sertraline (Walker et al.,
2000), escitalopram (Montgomery et al., 2005), and venlafaxine XR (Stein
MB et al., 2005). In other trials, long-term efficacy in generalized SAD has
been found for sertraline (Blomhoff et al., 2001), escitalopram (Lader et al.,
2004), and phenelzine (Versiani et al., 1992). Long-term treatment of gen-
eralized SAD with benzodiazepines is not optimal, but in some, carefully
selected cases, it may be beneficial. Other issues in long-term
pharmacotherapy are similar to those in long-term pharmacotherapy of
panic disorder and are discussed in Chapter 2.

As with other anxiety disorders, discontinuation of medication for gen-
eralized SAD is associated with an increased risk of relapse; addition of a
psychological treatment, especially CBT, might decrease this risk. A med-
ication should be discontinued gradually and carefully.

Pharmacotherapy of Treatment-Resistant Generalized Social

Anxiety Disorder

Opinions differ in terms of what constitutes an adequate pharmacological
trial in generalized SAD. In light of the available evidence (e.g., Stein DJ
et al., 2002b), such a trial would probably comprise about 12 weeks of
treatment with a medication administered in its maximum recommended
or tolerated dose.

Treatment resistance has not been well defined for generalized SAD.
While all patients for whom pharmacotherapy is contemplated should be
treated with at least one SSRI and then venlafaxine XR (unless contra-
indicated), a good proportion may be unwilling to take a classical MAOI.
In other patients, long-term treatment with a benzodiazepine is unsuitable.
Therefore, the stage of treatment resistance may be reached without expo-
sure to classical MAOIs and benzodiazepines. Cognitive-behavioral
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therapy and several medications, administered as monotherapy, can be
considered as options for patients with generalized SAD who have had
no response at all to the first-, second-, and perhaps third- and fourth-line
pharmacotherapy (Table 4—14). These include moclobemide, gabapentin,
several other anticonvulsants, mirtazapine, and olanzapine. Because there
are no guidelines that would assist in making a choice between various
options for treatment-resistant patients, a physician has to rely on clinical
judgment and consideration of individual patient circumstances.

Moclobemide, a reversible and selective MAO-A inhibitor, initially
showed promise for treatment of generalized SAD (e.g., Versiani et al.,
1992). The drug is better tolerated than classical MAOIs and its use is not
associated with other problems (e.g., a need to have a tyramine-free diet)
that make classical MAOIs troublesome in routine clinical practice.
However, results of later efficacy studies were inconsistent. While some
studies showed superiority of moclobemide over placebo (IMCTGMSP,
1997; Stein DJ et al., 2002a), others did not confirm efficacy of moclobemide
for generalized SAD (Noyes et al., 1997; Schneier et al., 1998). This has
diminished the initial expectation that moclobemide might be an adequate
substitute for classical MAOIs. If moclobemide is effective in short-term
treatment, it might also work over the long term (24—36 weeks), as sug-
gested by the results of two studies (Versiani et al., 1992; Stein DJ et al.,
2002a). The dose of moclobemide for SAD is 300—600 mg/day.

Table 4–14. Pharmacological Options for Treatment-Resistant Generalized

Social Anxiety Disorder

Lack of Response to First-, Second-, and Perhaps Third- and Fourth-Line
Pharmacotherapy

Monotherapy options
Moclobemide
Anticonvulsants

Gabapentin
Pregabalin
Tiagabine
Topiramate
Levetiracetam

Mirtazapine
Olanzapine

Partial Response to First-, Second-, Third-, or Fourth-Line Pharmacotherapy

Continue treatment for several months
Augmentation strategies
SSRI + buspirone

SSRI, selective serotonin reuptake inhibitor.
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The anticonvulsant gabapentin (600—3600 mg/day) offers some promise
in the treatment of generalized SAD, as its efficacy has been demonstrated
in one controlled study (Pande et al., 1999). Pregabalin was also efficacious
in one controlled study (Pande et al., 2004), but it is not clear whether this
agent may be as useful for generalized SAD as it appears to be for general-
ized anxiety disorder (see Chapter 3). The efficacy of several other antic-
onvulsants–topiramate, levetiracetam, and tiagabine–has been reported
in a preliminary way. Mirtazapine, a noradrenergic and specific seroto-
nergic antidepressant, has also demonstrated efficacy in one controlled
study (Muehlbacher et al., 2005). The second-generation antipsychotic
olanzapine was superior to placebo in a very small, pilot study.

If the patient responds only with some improvement to an adequate trial
of one of the standard pharmacological agents for generalized SAD, further
improvement may be observed with continued pharmacological treatment
or with the addition of CBT. The other strategy (Table 4—14) is to augment a
primary agent with another medication, but this has hardly been studied.
Good outcome has been reported when buspirone was added to patients
partially responsive to an SSRI (Van Ameringen et al., 1996).

PSYCHOLOGICAL TREATMENT

Various techniques of CBT have been successfully used in SAD. Social skills
training is a form of psychological therapy related to CBTand used to treat
some patients with SAD. Psychodynamic psychotherapies also play a role
in the treatment of SAD, but there is little empirical support for their use.

Cognitive-Behavioral Therapy

Cognitive-behavioral therapy for SAD can be delivered in a group or
individual format and is available in three main forms: exposure-based
therapy, cognitive therapy, and a combination of exposure and cognitive
techniques. The recommendations summarized in Table 4—15 are based on
research findings and clinical experience. Thus, exposure-based therapy
has been most consistently efficacious and should be included in any
treatment package for SAD. Cognitive therapy can be added with the goal
of directly changing social anxiety-relevant appraisals and beliefs. If the
patient has a marked deficit in social skills, it is reasonable to also use social
skills training, usually before commencing CBT.

Exposure-Based Therapy

Exposure to feared social situations in the treatment of SAD is based on the
same principles as those of exposure-based treatments for other anxiety
disorders (see Chapters 2 and 5). Exposure is conducted gradually, in
accordance with the hierarchy of phobic situations, so that patients first
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conduct exposure to the least anxiety-provoking situations. They move up
the hierarchy of phobic situations as soon as they have habituated them-
selves to the previously practiced situation and have been able to remain in
the situation without feeling too anxious. The outcome of exposure-based
therapy depends largely on patients’ motivation and persistence with the
homework, self-directed exposure between sessions with the therapist.
There are also some specific aspects of exposure in SAD (Table 4—16).

First, in-session exposure is often helpful to prepare patients for self-
directed exposure in vivo. These exposure exercises involve role-playing
with the therapist, whereby the therapist takes on a role of the person with
whom the patient feels anxious and/or has difficulty interacting. The
simulation of the real-life social situation allows the therapist to observe
patients’ behavior firsthand. The therapist can then give feedback to

Table 4–15. Indications for Use and/or Goals of Treatment for Various

Techniques of Cognitive-Behavioral Therapy (CBT) and Social Skills

Training in Social Anxiety Disorder

Indications for Use and/or Goals of Treatment Technique(s)

Technique that should always be used, because of
its efficacy, as part of any CBT program

Exposure

Technique that should be used with the goal of
directly making relevant cognitive changes

Cognitive therapy

Technique that may be used if there is a marked
deficit in social skills

Social skills training

Multiple treatment goals and/or enhancement of
treatment effects

Exposure+ cognitive therapy

Exposure+ social skills
training

Exposure+ cognitive
therapy + social skills training

Table 4–16. Aspects of Exposure-Based Therapy that are Relatively Specific for

Social Anxiety Disorder

• In-session (therapist-assisted) exposure usually needs to be used before in vivo
(self-directed) exposure

• Role-playing by the therapist is very helpful

• In vivo (self-directed) exposure should be gradual

• Exposure should well reflect the reality of social situations, which are often
unpredictable and not under patients’ control

• More exposure sessions may be needed for successful outcome
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patients and discuss with them all the relevant aspects of that situation.
This is also an opportunity for patients to talk about their feelings and
thoughts during the exposure. Some of these thoughts may be challenged
by the therapist, who thereby adds a cognitive technique.

Second, conducting exposure-based therapy is more difficult in SAD
than in agoraphobia or specific phobias because of the dynamic nature
and unpredictability of many social situations; neither the therapist nor
the patients have much control over them. This unpredictability is particu-
larly anxiety-provoking to SAD patients and calls for a more spontaneous
approach when devising specific exposure tasks. For example, patients
should plan to attend a meeting as part of their exposure, regardless of
whom they might see there, whether they might be called to participate
actively in the discussion, how long the meeting would last, and what else
might happen. The rationale is to conduct exposure in a way that reflects
well patients’ encounters with real-life social situations.

Exposure-based therapy for SAD has demonstrated efficacy (e.g., Butler
et al., 1984; Turner et al., 1994; Mersch, 1995; Salaberria and Echeburua,
1998; Hofmann et al., 2004), but further treatment gainsmight bemadewith
the addition of cognitive techniques (see below). Improvement that occurs
in the course of exposure treatment tends to be maintained over periods of
up to 18 months (e.g., Butler et al., 1984; Mersch, 1995; Salaberria and
Echeburua, 1998). Some data (e.g., Scholing and Emmelkamp, 1996) sug-
gest that successful exposure therapy for SAD may require more sessions
(up to 16), but the number of sessions needed to bring about a significant
improvement varies from one patient to another. In addition to habituation
and extinction that are usually implicated as the main mechanisms of
change during exposure-based therapy, exposure may work by bringing
about relevant cognitive changes (e.g., Mattick and Peters, 1988;
Newman et al., 1994; Mersch, 1995; Salaberria and Echeburua, 1998;
Hofmann, 2004).

Cognitive Therapy

Cognitive therapy is based on the cognitivemodel of SAD (see Etiology and
Pathogenesis, above), which emphasizes the key role of faulty appraisals of
oneself (as weak, inadequate, etc.), others (as powerful, negative assessors
of the patient), and social interactions and situations (as being inherently
dangerous). Therefore, the goal of cognitive therapy is to correct these
appraisals and replace them with more accurate alternatives. Cognitive
therapy may also aim to change some of the patients’ core beliefs and
self-concepts. Its main components are identification of the underlying
appraisals and beliefs, challenging of their validity, and their replacement
with realistic alternatives.

Identification of appraisals and beliefs proceeds by asking patients
to imagine typical social situations that they are afraid of and then to
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verbalize or record the thoughts that occur in their mind as they
contemplate entering a social situation or as they find themselves in
one. More detailed information about appraisals and beliefs can be
obtained through patients’ diaries, and this information is also useful
for understanding what SAD patients are really afraid of (Table 4—17).
It is also important for the therapist to have a good grasp of various
expectations, predictions, and concerns that patients may have about
themselves and others. Patients’ grossly unrealistic expectations and
anticipation of catastrophic consequences of their performance or other
behaviors in social situations should be the focus of treatment.

The core aspect of cognitive therapy is challenging the validity of
patients’ appraisals and beliefs. This can be done in various ways
(Table 4—18): by listing the evidence in support of and against appraisals
and beliefs (and in support of and against everything that they imply), by
identifying cognitive errors that patients are making (e.g., catastrophizing,
mind-reading, personalization, ‘‘all-or-nothing’’ thinking [Butler andWells,
1995]), by conducting behavioral experiments, and, sometimes, by using
paradoxical interventions. The goal of the challenging exercises is for
patients to understand the basis of their irrational thinking, which would
then make it possible for them to change it.

The final component of cognitive therapy is introducing and exploring
alternative, more rational ways through which patients might perceive
themselves and others and understand social situations more realistically.
Alternative interpretations, views, and understanding should be subjected
to validation in the same way that dysfunctional appraisals and beliefs are.

Table 4–17. Typical Appraisals and Beliefs of Patients With Social Anxiety

Disorder

Assumptions of What Patients Might Do or What Might Happen to Them

• ‘‘I will embarrass myself’’
• ‘‘I won’t know what I’m doing’’
• ‘‘I will talk nonsense’’
• ‘‘I will lose control’’
• ‘‘I will start shaking’’
• ‘‘I will blush’’
• ‘‘I will lose my voice’’
• ‘‘I won’t be able to say what I wanted’’

Assumptions of How Others Will Respond or What Others Might Think

• ‘‘Everyone will laugh at me’’
• ‘‘They will think I am stupid’’
• ‘‘They will think I am a fool’’
• ‘‘They will see that I am anxious’’
• ‘‘They will think something is seriously wrong with me’’

194 Anxiety Disorders in Adults



Table 4–18. Procedures Used to Challenge Validity of Appraisals and Beliefs in

Social Anxiety Disorder

Procedures Components or Examples of the

Procedures

Listing the evidence in support of and
against appraisals and beliefs (and in
support of and against everything that
they imply)

Questions that patients need to ask:

— How do I know that they will laugh at
me?

— Why do I think that I will embarrass
myself?

— What will happen if I do come across
as awkward?

Identifying and challenging cognitive
errors:

• Catastrophizing
• Mind-reading
• Personalization
• ‘‘All-or-nothing’’ thinking

Questions that patients need to ask:

—What will happen if I make amistake?

— How do others know how I feel?

— Why do I think that it all has to do
with me?

— What will happen if I don’t do it the
right way? Will I lose it completely?

Behavioral experiments Asking for directions and finding out
that no one is giving the patient a
‘‘strange look’’

Paradoxical procedures Being deliberately clumsy and realizing
that nothing catastrophic happens as a
result

Table 4–19. Example of Replacing Dysfunctional Appraisals and Beliefs in Social

Anxiety Disorder with Realistic, ‘‘Normalizing’’ Alternatives

Previous Assumption Alternatives

I will look stupid because • There is no ‘‘correct’’ way of asking for tickets
I don’t know how to ask to
buy tickets correctly

• Even if I ask in a way that is unusual, I will still
get the tickets

• If I worry too much about how I look to others,
I may not get things done

• Looking clumsy or inexperienced is not the same
as looking stupid

• I can live with the thought that I may look stupid
to some, because I know I am not stupid

• Iwill notworry about peoplewho judge others on
the basis of their behavior in ordinary or trivial
situations

• I will not worry too much about how I appear to
others
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Only if the alternatives pass this test and patients are satisfied with their
validity will they be fully accepted. An example of this part of cognitive
therapy is given in Table 4—19.

There is generally less evidence of efficacy of ‘‘pure’’ cognitive therapy for
SAD. It mainly comes from one study in which individually delivered cog-
nitive therapy based on the model of SAD postulated by Clark and Wells
(1995) was significantly more efficacious than both fluoxetine plus self-expo-
sure and placebo plus self-exposure (Clark et al., 2003). Other treatment
strategies closely related to cognitive therapy have also been successfully
used in SAD–for example, rational-emotive therapy (Mersch, 1995).

Combined Exposure and Cognitive Techniques

Although exposure-based therapy has proved valuable and essential for
the treatment of SAD, it does not address directly the underlying dysfunc-
tional beliefs, patients’ self-perception, appraisals, and issues such as fear of
negative evaluation. Likewise, pure cognitive therapy may be less suc-
cessful than exposure in reducing avoidance of social situations.
Therefore, it appears logical to combine behavioral (exposure-based) and
cognitive treatment approaches–a strategy first espoused by Butler et al.
(1984) and subsequently supported by reports of the superiority of the
combined treatment over exposure alone (Mattick and Peters, 1988;
Mattick et al., 1989).

Another view, derived mainly from meta-analytic studies, stipulates that
addingcognitivetherapytoexposure-basedtherapyforSADdoesnotproduce
resultsbetter than thoseofexposure therapyalone(e.g.,FeskeandChambless,
1995;Taylor,1996).Also,ifthecognitivechangeproducedbyexposuretherapyis
sufficient,usingcognitivetherapymightbesuperfluous.

On balance, a combined (cognitive-behavioral) approach to the treat-
ment of SAD is reasonable, appears complementary, and is widely used in
clinical practice. Gains with CBTare maintained over prolonged periods of
time (e.g., Turner et al., 1995).

Group Therapy

Cognitive-behavioral therapy for SAD may be conducted in a group set-
ting, as it offers some advantages over individual treatment. These advan-
tages include simulation of various social situations, greater opportunities
for social exposure and different forms of role-play, support from other
members of the group, learning through observation of other group mem-
bers, the giving and receiving of feedback about social performance, and
modification of one’s own attitudes and views as a result of direct partici-
pation in observed interactions.

Group therapy may also have some disadvantages. For example, many
patients with SAD initially find groups intimidating. In group therapy,
there is less opportunity for individual members to work through their
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own, relatively specific problems. Some patients may not be suitable for
group therapy programs because their personality characteristics (e.g.,
argumentativeness, hostility) might have an adverse effect on group
dynamics. A compromise solution for some patients may be to offer them
individual therapy first (which might focus on building social skills or on
the more personal, specific issues), and then enroll them in a group.

A decision as to whether to use individual or group treatment in SAD
should be based on the specific circumstances of each patient. With regard
to cognitive therapy, individual treatment was somewhat superior to the
group one (Stangier et al., 2003). One meta-analysis has found that indivi-
dual treatments for SAD, irrespective of treatment type, are more effica-
cious and have lower attrition rates than group treatments (Aderka, 2009).

Cognitive-behavioral group therapy for SAD, as developed by
Heimberg and colleagues, is a highly structured treatment program, con-
sisting of 12 sessions held once aweek and conducted by two therapists in a
group of six patients. This treatment package incorporates most of the
ingredients of cognitive therapy and exposure therapy discussed above
for SAD and has established itself as the standard psychological treatment
of SAD. It was also found to be efficacious (Heimberg et al., 1990a, 1993,
1998). Furthermore, significant clinical improvement was reported to per-
sist for 5 years following cessation of cognitive-behavioral group therapy
(Heimberg et al., 1993).

Social Skills Training

Social skills training is derived from the social skills deficits model of SAD
and based on the assumption that SAD patients have a basic deficiency in
social skills (see Etiology and Pathogenesis, above). A ‘‘true’’ deficit in social
skills does not characterize all patients with SAD, but those who are grossly
socially inept may benefit from social skills training (Trower et al., 1978).

Social skills training is usedwith the purpose of helping patients acquire
skills that would be useful in various social situations. There are several
components of a typical social skills training program:

1. Providing patients with information on what constitutes
successful and effective social behavior

2. Giving instructions to patients on how to learn verbal and
nonverbal communication skills

3. Role-playing and modeling, so that the therapist first shows to
patients how to negotiate a specific situation, subsequently
asking patients to do the same

4. Giving corrective feedback to patients on how they performed
5. Patients practicing a particular skill in the presence of the therapist

(rehearsal)
6. Patients practicing the same skill in real-life situations (homework)
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Most social skills, particularly basic and advanced communication skills,
can be learned using this sequential approach. If an emphasis is on learning
assertive behavior (i.e., how to say ‘‘no,’’ how to deal with authority figures,
or how to be more effective in a leadership role), the program is sometimes
referred to as ‘‘assertiveness training.’’ It can be conducted in both an
individual and group format.

While social skills training has been useful in terms of alleviating some
manifestations of SAD and improving certain aspects of patients’ func-
tioning, it has often been insufficient to significantly decrease avoidance
behavior and modify patients’ core fears and beliefs (e.g., Marzillier et al.,
1976; Trower et al., 1978; Stravynski et al., 1982). Research findings have
been inconsistent: while there is some evidence that efficacy of social skills
training may be comparable to that of exposure and cognitive therapy
(Mersch et al., 1989, 1991; Wlazlo et al., 1990), other reports suggest that
social skills trainingmay not bemore efficacious than placebo or that it may
fail to maintain treatment gains over time (Juster and Heimberg, 1995;
Taylor, 1996). Consequently, the role of social skills training in the treatment
armamentarium for SAD remains somewhat unclear. Perhaps it can opti-
mally be used in conjunction with CBT or some of its techniques; this is
suggested by a study in which group CBT augmented with social skills
training produced substantially better results than group CBT alone
(Herbert et al., 2005).

Psychodynamic Psychotherapy

The aim of psychodynamic psychotherapy in SAD is to uncover and work
through the specific, underlying conflicts and issues. There is no single type
of unconscious conflict that characterizes all or most patients with SAD, as
this condition may have different developmental antecedents (see Etiology
and Pathogenesis, above). The conflicts are uncovered andworked through
primarily by means of transference and interpretation. The relatively spe-
cific issues in the course of the psychodynamic psychotherapy of SAD
include addressing patients’ expectations to be judged negatively and
harshly by the therapist, mistrust toward the therapist, patients’ feelings
of shame for wanting to succeed or win, and various narcissistic problems,
such as pursuit of perfection and needs for praise and admiration.

COMBINED TREATMENTS

As with other anxiety disorders, combining medications and CBT for SAD
seems to be common in clinical practice. It is unclear, however, how these
treatment modalities should be optimally combined–for example, what
the sequence of their administration should be. One form of treatment is
usually started first, and then another treatment is added, particularly if
there has been an insufficient response to the initial treatment or if the goal
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is to enhance the response to the initial treatment by adding another one.
Issues arising in the course of combining pharmacotherapy and CBT are
discussed in Chapter 2.

There have been few studies examining the efficacy of combined treat-
ments in SAD. Their results generally suggest that in the short term, efficacy
of combined treatment (sertraline plus exposure or fluoxetine plus group
CBT) is comparable to that of CBT alone (exposure or group CBT) or
pharmacotherapy alone (sertraline or fluoxetine) (Blomhoff et al., 2001;
Davidson et al., 2004b). In a study by Blomhoff et al. (2001), however,
exposure alone was not superior to placebo, whereas treatments with
sertraline plus exposure and sertraline alone were more efficacious than
placebo. In an extension of this study, patients treated with exposure alone
continued to improve after cessation of treatment, whereas those treated
with sertraline exhibited a tendency toward deterioration (Haug et al.,
2003). The authors concluded that in the long term, exposure alone was
more efficacious than a combination of exposure and sertraline, a finding
similar to the long-term effects of combined pharmacotherapy and CBT in
panic disorder (see Chapter 2).

Perhaps the effects of combined treatment depend on the type of med-
ication and version of CBT that is used. This is suggested by the finding that
after short-term treatment and at follow-up, phenelzine plus self-exposure
fared somewhat better than alprazolam plus self-exposure and that it was
also superior to placebo plus self-exposure and group CBTalone (Gelernter
et al., 1991).When individual cognitive therapywas compared to fluoxetine
plus self-exposure and placebo plus self-exposure, it was superior to both
(Clark et al., 2003).

These discrepant and inconclusive findings call for more research, with
the hope that such researchwould also reflect more accurately the reality of
clinical practice.

Administration of a fear extinction enhancer D-cycloserine before expo-
sure therapy sessions may be a novel, potentially promising way of com-
bining pharmacotherapy and exposure-based treatment. Two controlled
studies have reported this combination to be efficacious in the treatment
of SAD (Hofmann et al., 2006; Guastella et al., 2008). Augmentation of
exposure therapy with D-cycloserine is discussed in more detail in
Chapter 5.

OUTLOOK FOR THE FUTURE

Social anxiety disorder is still often considered to be just another term for
‘‘toomuch’’ shyness. There is little appreciation that SAD and shyness differ
in more than degree of severity. Therefore, the concept of SAD will be
useful to the extent that it is clearly delineated from shyness and other
forms of normal social anxiety, and further efforts need to be made to draw
a practical, not only academic, demarcation line between SAD and shyness.
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This task is closely related to the way mental disorder in general will be
defined–a task of gigantic proportions, but great significance for the
profession.

While the construct validity of SAD remains to be established, just like
the validity of most psychiatric diagnoses, the imperative of clinical prac-
tice is to take seriously people with SAD. This is because they are often
impaired in various areas of functioning and because SAD may represent
only a tip of the iceberg of the overall psychopathology. Thus, there is a
need to promote awareness of the seriousness of SAD, so that it would be
taken accordingly, diagnosed promptly, and treated early. Doing so does
not run a risk of ‘‘pathologizing’’ something normal, and it would prevent
complications (especially alcohol and other substance use disorders and
depression) and reduce disability associated with SAD.

A research agenda for SAD includes a need to ascertain whether there
are any specific neurobiological underpinnings of SAD (e.g., central dopa-
mine deficiency) and whether any of the appraisals, beliefs, and
information-processing aberrations (e.g., increased self-focused attention
along with decreased attention to external information) might be consid-
ered truly unique for SAD.Oneway to achieve this is to compare children at
risk for SAD with those at risk for other anxiety disorders and follow them
prospectively.

Treatment approaches to the generalized SAD are likely to benefit from a
view that this condition is often akin to a personality disorder because of its
pervasive nature and the way it affects personality development.
Therapists cannot afford to ignore the disordered personality matrix of
many patients with SAD, expecting that patterns of personality functioning
will improve as a result of the improvement in manifestations of SAD.
Thus, future treatments of SAD should target its ‘‘surface’’ features as
well as its ‘‘deep-seated’’ personality structure. This will call for greater
flexibility in planning and conducting treatment andmeans that treatments
may need to last longer and that they should not be confined to a single
theoretical model. Likewise, psychotherapy approaches to SAD need to
rely more on those ingredients of CBT packages that further research
identifies as most effective. Within this framework there is room for phar-
macotherapy, especially insofar as it is able to affect the relevant underlying
pathophysiological processes.
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5

Specific Phobias

Specific phobias (also referred to as simple phobias and isolated phobias)
represent a heterogeneous group of disorders characterized by excessive
and/or irrational fear of one of relatively few and usually related objects,
situations, places, phenomena, or activities (phobic stimuli). The phobic
stimuli are either avoided or endured with intense anxiety or discomfort.
People with specific phobias are aware that their fear is unreasonable, but
this does not diminish the intensity of the fear. Rather, they are quite
distressed about being afraid or feel handicapped by their phobia. Specific
phobias are frequently encountered in the general population, but they are
relatively uncommon in the clinical setting. Most phobias have a remarkable
tendency to persist, prompting an assumption that they cannot be easily
extinguished because of their ‘‘purpose’’ to protect against danger.

KEY ISSUES

Specific phobias are deceptively simple, as they are easy to describe and
recognize but often difficult to understand. There are several conceptual
problems and a number of issues associated with specific phobias:

1. Where are the boundaries of specific phobias? How can we
develop better criteria on the basis of which specific phobia could
be distinguished as a psychiatric disorder from fears and
avoidance considered to be within the realm of ‘‘normality?’’

2. How can specific phobias be taken seriously by both the sufferers
and clinicians?

3. In view of the considerable differences between various types of
specific phobias, should they continue to be grouped together?

4. Should specific phobias be grouped on the basis of whether they
are driven by fear or disgust?

5. In view of its unique features, should the blood-injection-injury
type of specific phobia be given a separate psychopathological,
diagnostic, and nosological status?
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6. Considering a significant overlap between situational phobias
and agoraphobia, should they be grouped together, along a
hypothetical situational phobia/agoraphobia spectrum?

7. What is the relationship between specific phobias and other
psychopathology? Are they relatively isolated from other
disorders, both cross-sectionally and longitudinally, or should
they more appropriately be conceptualized as a predisposition to
or a risk factor for some psychiatric conditions?

8. How specific are pathways that lead to specific phobias?
9. Has the dominant treatment model for specific phobias, based on

exposure therapy, exhausted its potential? Is the tendency for
specific phobias to persist adequately addressed by treatments
derived from learning theory?

CLINICAL FEATURES

As with other phobic disorders (agoraphobia and social anxiety dis-
order), main features of specific phobias are excessive, persistent, and
irrational fear of certain phobic stimuli and avoidance of these stimuli as
much as possible. In contrast to agoraphobia and social anxiety disorder,
the nature of phobic stimuli is different; patients with specific phobias
are fearful of certain animals, heights, the sight of blood, flying, and so
on. Also, reasons for the fear of phobic stimuli are usually different from
those for the phobic fear in agoraphobia and social anxiety disorder
(Table 5—1).

One reason has to do with some aspects of the phobic stimulus that may
represent a real danger under certain circumstances. For example, people
can be bitten by venomous snakes, one can fall from a high-rise building,
and planes do crash occasionally. Patients with phobias of snakes,
heights, and flying, however, grossly exaggerate the likelihood of any of
this happening to them.

Another reason for fearing certain phobic stimuli in specific phobias is
related to the reasons given by patients with agoraphobia and by somewith
social anxiety disorder. That is, some patients with a specific phobiamay be
afraid of certain symptoms that they expect upon exposure to a phobic

Table 5–1. Reasons for Fear and Avoidance in Specific Phobias

• Some aspects of the phobic stimuli represent a real threat under certain
circumstances

• Fear of certain symptoms and their anticipated consequences (e.g., loss of
control), which might occur upon exposure to a phobic stimulus

• Phobic stimuli elicit a strong feeling of disgust
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stimulus. They may also be afraid of the anticipated consequences of these
symptoms, for example, loss of control or some somatic catastrophe. Thus,
patients with claustrophobia often worry that theywill not have enough air
andwill then suffocate and die in enclosed places. Patients with a phobia of
having blood drawn are often afraid that they will faint and ‘‘make a scene’’
in corresponding situations.

Yet another reason underlying some specific phobias is a feeling of
disgust. Some patients may be afraid of spiders not so much because they
are potentially dangerous but because they elicit a strong feeling of disgust.
Sometimes it is difficult to ascertain whether the primary emotion is fear or
disgust, or whether both are present.

Two or more reasons for fearing phobic stimuli may be present in
patients with a particular specific phobia. For example, patients may be
afraid of heights both because they might fall and because they might feel
lightheaded and dizzy in high places, and then lose control and fall.
Likewise, a patient with a phobia of having blood drawn may anticipate
feeling disgusted at the sight of blood, fear the pain involved, and be afraid
of fainting. It is important to understand the underlying reasons for any
particular phobia because successful treatment largely depends on this
understanding.

Although persistent fear of phobic stimuli is a feature of specific phobias,
the intensity of fear varies depending on whether patients are in contact or
expect to be in contact with their phobic stimuli. Panic attacks are not rare if
the contact with phobic stimuli cannot be prevented and if patients are
unable to escape situations in which these contacts occur. The phobia will
not represent a clinical problem as long as its sufferers are able to avoid
phobic stimuli without a cost to their functioning. The phobia turns into a
psychiatric disorder only when the fear becomes too distressing, avoidance
is no longer possible, and/or avoidance starts to interfere significantly with
functioning. For example, a person with a long-standing fear of flying and
avoidance of air travel who has recently received a job promotion and is
now expected to make frequent business trips by plane can no longer resort
to avoidance. The person finds it very difficult to cope with the demands of
the new situation and seeks professional help for the phobia.

There are several subtypes of specific phobias that were originally
proposed on the basis of the nature of phobic stimuli. According to
DSM-IV-TR, these subtypes are as follows: phobias of animals, phobias
of stimuli (e.g., water, heights) that occur in the natural environment,
blood-injection-injury phobia, situational phobias, and other types of
phobias (e.g., choking phobia). Besides the differences pertaining to
their object, these subtypes of specific phobias may also be differentiated
on the basis of the usual age of onset, female-to-male ratio, presence of
unexpected panic attacks, dominant underlying themes, problems, or
issues, degree to which a familial component is present, and other
characteristics (Table 5—2).
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Table 5–2. Characteristics of the Subtypes of Specific Phobias

Animal Phobias Natural Environment

Subtype

Blood-Injection-Injury

Phobia

Situational Phobias

Onset Childhood Variable Childhood Adolescence, early 20s

Female-male ratio Women > men Women > men Women¼men Women > men

Presence of unexpected
panic attacks

No No No Yes

Dominant theme,
problem, or issue

Disgust, exaggerated
appraisal of danger

Exaggerated appraisal
of danger

Disgust, concern about
fainting

Fear of physical symptoms
or a panic attack,
exaggerated appraisal of
danger

Familial component Less prominent Less prominent More prominent Less prominent

Unique
pathophysiology

No No Yes No

2
0
4



Phobias of Animals

While the reason for fearing certain animals lies in their dangerousness
(e.g., sharks, lions, crocodiles), many dangerous animals are not objects of
an animal phobia. This is because most people afraid of these animals are
not impaired by such fear (e.g., they simply avoid places where they might
encounter dangerous animals). Indeed, patients with animal phobia are
usually afraid of animals such as snakes, dogs, cats, spiders and other
insects, rats, and mice. Only a minority of these animals is dangerous, so
factors other than danger seem to be more important in determining
whether particular animals will be feared and avoided to the extent char-
acteristic of a phobia. The most important of these factors is a feeling of
disgust elicited by some animals (e.g., Tolin et al., 1997; Lipsitz et al., 2002).
It has been argued that with animals such as spiders, the main underlying
issue is a feeling of disgust rather than a perception of danger, considering
that only 0.1% of all the varieties of spiders are dangerous to humans
(McNally, 2002).

The universal nature of the feeling of disgust probably accounts for the
finding that disgust-relevant animals (e.g., spiders, cockroaches, worms)
are feared to the same or very similar extent in different countries (e.g.,
Davey et al. 1998), even countries where contacts with some of these
animals are unlikely. Animal phobias typically have an onset in childhood
and are more common among women.

Phobia of Elements in the Natural Environment

This is a heterogeneous group of phobias, which includes phobias of
heights (acrophobia), water, storms, and thunder and/or lightning.
It appears that in many patients with phobias from this group, particularly
patients with phobias of heights and water, there is no history of contact or
traumatic experience with the phobic stimuli prior to the onset of the
phobia. This finding suggests that such phobias may have an ‘‘innate,’’
survival-relevant character (see Etiology and Pathogenesis, below).

The age of onset of natural environment phobias varies, but in many
cases it is early. The main underlying theme in this subtype of phobia is the
danger associated with phobic stimuli (Lipsitz et al., 2002). That is, patients
with the phobia of heights are typically afraid of falling off, whereas those
with the water phobia are afraid of drowning.

Blood-Injection-Injury Phobia

This is a unique type of specific phobia. Unlike all other phobias, it is
characterized by a pathophysiological reaction to the phobic stimulus
which has two phases: after initial and short-lasting tachycardia, there is a
parasympathetic activation and vasovagal response, with bradycardia and
hypotension, which very often–in more that 75% of cases–leads to
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fainting (vasovagal syncope). Many patients feel embarrassed about
fainting and sometimes resort to extensive avoidance because of that.
Their health may be jeopardized because they refuse to undergo the neces-
sary medical procedures.

A feeling of disgust (at the sight of blood or needle penetrating a
person’s skin) has been reported as the main underlying problem (Page,
1994; Tolin et al., 1997; Lipsitz et al., 2002). Therefore, blood-injection-injury
phobia appears to be one of the disgust-driven phobias. Blood-injection-
injury phobia has a stronger familial component than other subtypes of
specific phobias (e.g., Marks, 1988; Fyer et al., 1990), and unlike other
subtypes, the proportion of women and men with this phobia is about the
same. Most cases have an onset in childhood.

Situational Phobias

These phobias denote a fear of certain situations. Most common forms of
situational phobias are claustrophobia, fear of flying, and phobia of driving.
This subtype generally has a later onset than others. There is some dis-
agreement as to what the main underlying concern or problem is for
patients with situational phobias; some suggest that it is the fear of physical
symptoms and panic-like sensations (Craske and Sipsas, 1992), while others
report that the main issue for these patients is an expectation of danger in
the situations they are afraid of (Lipsitz et al., 2002). Unexpected panic
attacks seem to occur more often in situational phobias than in other
subtypes of specific phobias (Ehlers et al., 1994; Lipsitz et al., 2002), so
patients’ fear of panic and its symptoms is understandable.

There is an overlap between situational phobias and agoraphobia, and
the two may co-occur; similarities and differences between situational
phobias and agoraphobia are reviewed in Relationship Between Specific
Phobias and Other Disorders (below).

A typical example of the situational phobia is claustrophobia–fear of
small, enclosed places. Being in an elevator is a prototypical claustrophobic
situation, but patients with claustrophobia are often afraid of other places
and situations, such as long tunnels, underground passages, subways,
cellars, caves, mines, and even airplanes. The essence of claustrophobia is
a fear of being confined to a small place from which escape is difficult or
impossible. Patients with claustrophobia typically state that they are afraid
of being ‘‘stuck’’ or ‘‘trapped’’; some have frightening images of being
‘‘buried alive’’ in case of an underground accident. They may also voice a
concern that there would be no one to help them in a claustrophobic
situation. Patients with claustrophobia are often afraid of not having
enough air and of choking in a claustrophobic situation. If they have a
panic attack in such a situation, their respiratory symptoms (shortness of
breath, choking sensations) may be particularly prominent or paid
attention to.
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Fear of flying is a unique type of situational phobia in that there may be
different reasons underlying this fear: (1) confinement, as in claustro-
phobia; (2) being high above the ground, as in fear of heights; (3) possibility
of having a panic attack, as in agoraphobia; and (4) possibility of an accident
(plane crash), as in ‘‘true’’ phobia of flying. Sometimes there is more than
one reason behind the fear of flying in a particular patient.

Fear of driving or travel is another phobia inwhich it is very important to
establish the underlying reason for fear. Patients may be afraid of having a
panic attack while being in a car, train, or other vehicle (in which case, this
fear may be a part of agoraphobia), or they are preoccupied with a possi-
bility of having an accident. This phobia may precede the onset of
agoraphobia.

Other Types of Specific Phobias

Phobia of Choking

This type of phobia is less common and is characterized by the fear of
swallowing. The fear is usually a result of the belief that swallowing food
or drinking fluids may lead to choking and it typically follows accidental
choking on food. In the most severe cases, patients may appear malnour-
ished or become dehydrated because they do not have an adequate intake
of food or fluids. In less severe andmore typical cases, patients have trouble
swallowing large pills, are extremely cautious and slow while eating or
drinking, and may refuse certain types of food because of the concern that
they might choke while trying to swallow it.

Disease Phobia

Disease phobia is characterized by excessive fear of getting a serious, life-
threatening disease. It is directly related to the perception of diseases; the
greater the perception of the disease as dangerous or incurable, the higher
the likelihood that it will become the focus of a phobia. This helps explain
the widespread phobic fear of tuberculosis, syphilis, and other incurable
bacterial infections a century ago, and the frequency of AIDS phobia and
cancer phobia today. Patients with a disease phobia tend to avoid all
situations, people, objects, or other stimuli related to the dreaded disease.
This avoidance is rarely incapacitating but may at times adversely affect
treatment-seeking behavior.

Dental Phobia

Dental phobia usually denotes fear of various dental procedures.
However, it is a heterogeneous condition, and upon detailed analysis, it
may point to one or more of the following underlying problems: (1) fear
of needles, blood, and/or specific dental interventions, which may be
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indistinguishable from the blood-injection-injury phobia (and include
fainting); (2) fear of pain; (3) fear of local anesthesia, which may entail
fear of an allergic reaction and/or fear of losing control; (4) fear of becoming
infected with a disease, such as HIV/AIDS; (5) fear of being confined to the
dentist’s chair, which may be a form of situational phobia or a part of
agoraphobia (in the latter case, there is a prominent fear that a panic
attack might occur while the patient is seated in the dentist’s chair); and
(6) fear of choking during dental intervention.

It is important to understand the nature of the underlying fear and plan
treatment accordingly. The avoidance associated with dental phobia may
lead to a serious neglect of dental health, thereby making later dental
interventions more complicated.

RELATIONSHIP BETWEEN SPECIFIC PHOBIAS AND

OTHER DISORDERS

The overall relationship between specific phobias and other psychiatric
disorders is not clear. Clinical impression suggests that specific phobias are
relatively ‘‘isolated’’ from other psychopathology and that in this regard,
they are different from most other anxiety disorders. Epidemiological stu-
dies contradict this clinical impression, as they report that specific phobias
co-occur frequently with other anxiety disorders (e.g., Magee et al., 1996;
Kessler et al., 2005; Stinson et al., 2007) and also, withmood, personality, and
substance use disorders (e.g., Stinson et al., 2007). The most common co-
occurring disorders are agoraphobia and social anxiety disorder.

Specific phobias are frequently diagnosed as a co-occurring condition
when the principal disorder for which help is being sought is another
anxiety disorder (de Ruiter et al., 1989; Sanderson et al., 1990; Starcevic
et al., 1992b). This suggests that specific phobias may be complicated by
other anxiety disorders, especially since in most cases of co-occurrence,
specific phobias tend to precede the onset of other anxiety disorders.
Alternatively, specific phobias may be overdiagnosed in the context of
another anxiety disorder. A diagnosis of specific phobia co-occurring with
another principal anxiety disorder rarely has significant clinical
implications.

Specific Phobias and Agoraphobia

An important relationship exists between claustrophobia and agoraphobia
(Table 5—3). The situations feared and avoided by patients with claustro-
phobia and agoraphobia (e.g., elevators, tunnels, planes, other enclosed
places) are often very similar and pertain to confinement. Patients may
mention a similar reason for avoidance–fear of certain physical symptoms
or panic attack occurring in the phobic situations. Both claustrophobia and
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agoraphobia are more common in women and have an onset at approxi-
mately the same age (early twenties).

There are also important differences between claustrophobia and
agoraphobia. Patients with agoraphobia typically avoid a wider range
of situations (in addition to those typical of claustrophobia), and they
are more likely to report unsteadiness, dizziness, and fainting feelings
upon exposure to phobic stimuli. In contrast, patients with claustro-
phobia are more troubled by breathing problems, ‘‘air hunger,’’ and
choking-like sensations in claustrophobic situations. Largely as a result
of the different symptoms experienced and/or anticipated, patients
with claustrophobia and agoraphobia have different catastrophic cog-
nitions: claustrophobic patients are more likely to expect and be con-
cerned about suffocation in a phobic situation, whereas those with
agoraphobia more often worry about the possibility of fainting or
losing consciousness.

Claustrophobic fears are sometimes viewed as part of agoraphobia
because the latter is a broader psychopathological entity. Claustrophobia
may sometimes precede the onset of agoraphobia.

Table 5–3. Similarities and Differences Between Claustrophobia

and Agoraphobia

Similarities

Type of situations feared and avoided (confinement-type situations)

Reason for avoidance: fear of certain physical symptoms and/or fear of a panic
attack occurring in the phobic situations

More common in women

Onset at approximately the same age (early 20s)

Differences

Criteria for

Differentiation

Claustrophobia Agoraphobia

Range of situations
avoided

More constricted Wider, including non-
claustrophobic situations

Symptoms upon
exposure to phobic
situations

Breathing difficulties, ‘‘air
hunger,’’ choking-like
sensations

Unsteadiness, dizziness,
fainting feelings

Catastrophic cognitions Choking Fainting, losing
consciousness

Intensity of phobic fear
over time

More constant More often tends to
fluctuate
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Other types of situational phobias may also co-occur with agoraphobia,
and in these cases it is important to ascertain, on the basis of the reason
given for fear and avoidance, whether they should be regarded as part of
agoraphobia or as disorders in their own right. When patients are afraid of
driving, travel, or flying because they are excessively concerned about
accidents and the possibility of having panic attacks (and then not being
able to escape from a car, bus, train, boat, or plane), they qualify for
diagnoses of both specific phobia and agoraphobia. If one of these reasons
for fear and avoidance is muchmore prominent, only one diagnosis should
be given.

The phobia of heights may co-occur with agoraphobia as well. In this
type of phobia, the main underlying problem is fear of falling. This fear is
strengthened by the expectation of having a panic attack in that situation,
which is more characteristic of agoraphobia. Both diagnoses are warranted
if both reasons for fear and avoidance of heights are given; the diagnosis of
agoraphobia is more appropriate if, in addition to heights, there are fears of
other, more typical agoraphobic situations.

ASSESSMENT

Diagnostic and Conceptual Issues

A diagnosis of specific phobia is made on the basis of the criteria used for
diagnosing phobic disorders in general (see Table 4—4). The most difficult
diagnostic criterion is the one pertaining to the impairment in functioning
(or interference with functioning) as a result of a phobia. This criterion also
marks the boundary between normal fears and specific phobia as a psy-
chiatric disorder. For example, while the fear of flying is common and
cannot by itself be considered an illness, refusal of an attractive job by a
person with a severe fear of flying because that job would involve frequent
airplane travel suggests that this person suffers from a phobic disorder.
In clinical practice, it is not always easy to determinewhether functioning is
impaired because of the phobia. Considering the relatively circumscribed
nature of phobic stimuli and greater ease with which they are avoided, the
impairment in specific phobias is usually not as generalized as it is in
agoraphobia and social anxiety disorder; that is, only certain areas of
functioning tend to be affected by specific phobias.

When the person is not clearly impaired by the phobia, a diagnosis can
be made only if he or she is distressed by the fear and/or avoidance. The
wider context of fear and avoidance and the likelihood of exposure to a
phobic stimulus also play a role in determining whether any given fear
qualifies for a diagnosis of specific phobia–and evenwhen the diagnosis is
made, whether it is of real importance. For example, a phobia of snakes is
not clinically significant if the sufferer is unlikely to come in contact with
snakes because of the place where he or she resides, his or her lifestyle,
and/or type of job.
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The diagnostic criteria for specific phobias are essentially the same in
DSM-IV-TR and ICD-10. During the assessment, it is good practice to
inquire whether patients have fears other than those that they report
spontaneously; many patients have fears of several stimuli within the
same subtype of specific phobias. For example, patients with a phobia of
elevators often have phobic fears of many other situations and places from
which escapemight be difficult. Patients may also have fears from different
specific phobia subtypes (e.g., Hofmann et al., 1997; Curtis et al., 1998).
In fact, over 70% of individuals with specific phobias were found to have
multiple fears in one study (Stinson et al., 2007).

In an interview situation, patients with specific phobias usually do not
seem anxious or troubled as long as they do not have to talk about the
objects of their phobias and as long as they do not have to face the phobic
stimuli. When facing these stimuli, patients have typical physiological and
behavioral fear responses, including panic attacks, avoidance, and escape.
This contrast in the patients’ appearance and behavior, depending on
whether they have to face phobic stimuli, may be quite striking.

Counterphobic behavior may suggest presence of a phobic disorder.
It denotes excessive confrontation with danger and sources of fear and its
purpose is to deny any danger and fear.

A diagnosis of specific phobia should not be made if the phobic features
can be better accounted for by another, more broadly conceptualized psy-
chiatric condition, such as obsessive-compulsive disorder, agoraphobia,
posttraumatic stress disorder, social anxiety disorder, separation anxiety
disorder, or even a psychotic disorder.

There are two main issues challenging the concept of specific phobias.
The first is the problem of the boundary between specific phobia and
normality. The current criteria for making this distinction are not always
useful on theoretical grounds and in clinical practice. The second problem
is the heterogeneity of specific phobias, alongwith the possibility that some
subtypes are more related to other anxiety disorders than to other subtypes
within specific phobias. In addition, it remains to be ascertained whether
the differences between disgust-driven and fear-driven phobias are suffi-
cient to require their separate categorization.

Assessment Instruments

Numerous instruments are used to ascertain the presence of various fears
and specific phobias, assess the severity of fear and/or avoidance, and
monitor changes during treatment. The most comprehensive is the Fear
Survey Schedule (Wolpe and Lang, 1964), but because of its length, it is not
particularly suitable for routine use in clinical practice. Several modifica-
tions of the Fear Survey Schedule have been developed since its original
publication.
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Instruments that measure the severity of fear and/or avoidance in cer-
tain types of specific phobia may be more useful in clinical practice.
An example of such an instrument is the commonly used self-report Fear
Questionnaire (Marks and Mathews, 1979), which assesses avoidance
associated with agoraphobia, social anxiety disorder, and blood-injury
phobia. Another instrument that specifically assesses various aspects of
the blood-injection-injury phobia is the Blood-Injection Symptom Scale
(Page et al., 1997).

Differential Diagnosis

The most common disorders for consideration in the differential diagnosis
of specific phobias include agoraphobia, obsessive-compulsive disorder,
and hypochondriasis. The relationship between specific phobias and agor-
aphobia and criteria for making a diagnostic distinction between the two
are presented in Relationship Between Specific Phobias and Other
Disorders (above).

Obsessive-compulsive disorder may sometimes resemble a phobic
disorder, especially when prominent avoidance is part of its clinical pre-
sentation. The differentiation between the two is based mainly on reasons
for fear and avoidance. For example, patients who are afraid of heights
because they might have an urge to jump off probably suffer from obses-
sive-compulsive disorder, not a phobia of heights. The same consideration
applies to patients who are afraid of driving because they have disturbing
images of running off the road, patients who fear needles and all sharp
objects because these could be used to hurt someone, and patients who
have distressing thoughts about contamination and infectious diseases and
therefore avoid using public toilets and payphones. In these cases, patients
are unlikely to have a ‘‘simple’’ driving phobia, blood-injection-injury
phobia, or disease/contamination phobia, respectively.

Hypochondriasis occasionally needs to be differentiated from dis-
ease phobia. While patients with hypochondriasis are usually afraid
that they already have a serious physical disease, patients with disease
phobia fear that they will become a victim of such a disease in the
future. In addition, patients with disease phobia are more likely to
avoid various disease-related situations, activities, and stimuli (e.g.,
hospitals, doctors, conversations about health and illness), whereas
patients with hypochondriasis make numerous visits to doctors,
undergo many investigations, and show much interest in all matters
related to health and illness. Unlike patients with hypochondriasis,
those with disease phobia typically do not seek reassurance (that
they are not ill) and tend to have good insight into the excessive
and/or unreasonable nature of their fears.
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EPIDEMIOLOGY

The main epidemiological data on specific phobias are presented in
Table 5—4. Community surveys suggest that specific phobias are among
the most common psychiatric disorders. The lifetime prevalence figures for
specific phobias in the United States have shown only minor fluctuations
over the years. In the Epidemiologic Catchment Area study, based on the
DSM-III diagnostic criteria, lifetime prevalence was reported to be 11.2%
(Robins and Regier, 1991) or 12.5% (Regier et al., 1988). In the National
Comorbidity Survey, which used the DSM-III-R criteria, the lifetime pre-
valence rate of specific phobias was 11.3% (Kessler et al., 1994; Magee et al.,
1996), and in the National Comorbidity Survey Replication, based on the
DSM-IV diagnostic criteria, a figure reflecting this rate was 12.5% (Kessler
et al., 2005). Another study conducted in the United States, the National
Epidemiologic Survey on Alcohol and Related Conditions, reported a
somewhat lower lifetime prevalence of DSM-IV specific phobias of 9.4%
(Stinson et al., 2007).

Table 5–4. Epidemiological Data for Specific Phobias

• Lifetime prevalence in the United States: 11.2%—12.5% (DSM-III criteria,
Epidemiologic Catchment Area Study), 11.3% (DSM-III-R criteria, National
Comorbidity Survey), 12.5% (DSM-IV criteria, National Comorbidity Survey
Replication), 9.4% (DSM-IV criteria, National Epidemiologic Survey on Alcohol
and Related Conditions)

• Lifetime prevalence in various countries, according to various diagnostic criteria:
0.6%—12.5%

• Best-estimate lifetime prevalence rate across the world: 5.3%

• The frequency of different subtypes of specific phobias appears to vary,
depending on the setting (general vs. clinical population) and cultural and social
factors. For example, animal phobia is the most frequent subtype among adults in
the community but the least common subtype in clinical settings

• Generally more common among women, with a ratio of 2—2.5:1 (except for blood-
injection-injury phobia)

• Usual age of onset depends on the subtype:

— Animal phobias: (early) childhood
— Blood-injection-injury phobia: (later) childhood
— Situational phobias: adolescence, early 20s
— Natural environment subtype: variable

• Help-seeking patterns: very few persons with specific phobias seek professional
help; help may be sought after a change in one’s life circumstances has made
avoidance of phobic stimuli very difficult or impossible; it is not likely for help to
be sought from primary care physicians
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The prevalence rates for specific phobias in the United States are higher
ormuch higher than the corresponding rates in other countries. The lifetime
prevalence rates range from 0.6% in Italy (Faravelli et al., 1989) to 12.5% in
the United States (Regier et al., 1988; Kessler et al., 2005). The best-estimate
lifetime prevalence rate for specific phobias across epidemiological studies
published between 1980 and 2004 and conducted in various countries was
5.3% (Somers et al., 2006). The large differences in prevalence figures are a
consequence of the influence of cultural factors on the patterning of phobias
(e.g., Raguram and Bhide, 1985; Chambers et al., 1986) and methodological
issues, especially different thresholds for the diagnosis of specific phobia
(i.e., levels of impairment or distress needed to make the diagnosis).
Although it appears that specific phobias are common in the community,
the severity of the disorder and its clinical significance seem to vary
substantially.

Animal phobia is the most frequent subtype of specific phobias among
adults in the community (Eaton et al., 1991; Becker et al., 2007; Stinson et al.,
2007). The phobia of heights is also commonly encountered in the general
population, followed by the phobia of flying and claustrophobia in some
studies (e.g., Stinson et al., 2007) and blood phobia in others (e.g., Becker
et al., 2007). Phobias of water and storms are less common in the commu-
nity (Eaton et al., 1991; Stinson et al., 2007).

In adult clinical populations, the most frequent subtype of specific
phobias is situational phobia, followed by the natural environment,
blood-injection-injury, and animal subtypes (American Psychiatric
Association, 2000). Within these subtypes, claustrophobia, phobia of
driving or flying, phobia of heights, and spider phobia are commonly
seen in clinical practice. Dental phobia is not rare in clinical populations.
The differences between the prevalence of various subtypes of specific
phobias in the community and clinical settings are likely due to different
levels of impairment or distress associated with these subtypes. For
example, animal phobias generally seem to lead to less impairment or to
be experienced with less distress, which accounts for lower proportions of
people with animal phobias in clinical populations than in the community.
The same explanation can be invoked for the much lower frequency of
specific phobias than that of agoraphobia and social anxiety disorder in
clinical settings, as opposed to the community.

All subtypes of specific phobias, except for blood-injection-injury phobia,
are more commonly seen among women, with the female-to-male ratio
being approximately 2—2.5:1 (Bourdon et al., 1988; Fredrikson et al., 1996;
Magee et al., 1996; Stinson et al., 2007). The prevalence of blood-injection-
injury phobia is approximately the same in women and men (Agras et al.,
1969; Himle et al., 1989; Fredrikson et al., 1996). Women were also found to
be more likely to have several types of specific phobias at the same time
(Fredrikson et al., 1996). A greater prevalence of phobic fears among women
is usually considered a consequence of social and cultural factors; that is, the
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expression of fear tends to be more socially acceptable in women than it is in
men, and there are fewer expectations from women to perform fearlessly.

The age of onset of specific phobias depends on the subtype. Phobias of
animals and blood-injection-injury phobia usually appear in childhood,
while the situational phobias occur later, in adolescence or early 20s (Öst,
1987b; Himle et al., 1989; Starcevic and Bogojevic, 1997; Lipsitz et al., 2002;
Becker et al., 2007). The mean ages of onset for various types of specific
phobias were reported in one study to be as follows: for animal phobia,
7 years; for blood-injection-injury phobia, 9 years; for dental phobia,
12 years; and for claustrophobia, 20 years (Öst, 1987b). The age of onset of
phobias encompassed by the natural environment subtype appears to vary.

It has been estimated that less than 1% of all persons with specific
phobias seek treatment (Agras et al., 1969; Regier et al., 1990). More recent
data put this figure slightly higher, at 8% (Stinson et al., 2007). Persons with
specific phobias seem unlikely to seek professional help from primary care
physicians and may be more prone to contacting clinical psychologists or
other mental health professionals for this purpose.

COURSE AND PROGNOSIS

The course of specific phobias ranges from spontaneous remission to chroni-
city. Some children with specific phobias seem to grow out of their phobia
and experience remissionwithout any treatment. In fact, many childrenwith
specific phobias develop no psychopathology in adulthood (Biederman
et al., 2007). On the other hand, the condition seems to be characterized by
remarkable longitudinal stability, as adults with specific phobias usually
have histories of specific phobias in childhood (Gregory et al., 2007). Indeed,
it has been consistently reported that specific phobias have a chronic, unre-
mitting course (e.g., Becker et al., 2007; Stinson et al., 2007).

It is not clear whether any particular type of phobia is more likely to
disappear spontaneously, but it has been speculated that this may be the
case more with phobias of animals, darkness, thunder, and water. One
study showed that practically all persons with specific phobias younger
than 20 were improved at follow-up, whereas improvement was reported
by less than one half of adults with specific phobias (Agras et al., 1972). If a
phobia in adults has continuously been present from childhood, its sponta-
neous disappearance is uncommon and may occur in only 20% of cases.

The course of specific phobias may depend on the mode of onset, pre-
sence of avoidance, and the nature of the main underlying emotion. Thus,
phobias that appeared after traumatic events may be more chronic than
phobias that developed as a result of the transmission of information or
observational learning (see Etiology and Pathogenesis, below). The most
persistent course may be seen in those phobias that were apparently not
learned (e.g., some cases of phobia of heights, water, or spiders); the fact
that it is difficult for these phobias to be extinguishedmay suggest that they

5. Specific Phobias 215



have survival value. As for the effects of avoidance on the course of specific
phobias, the longer the avoidance of phobic stimuli, the more likely it is for
the phobia to be maintained for long periods of time. Disgust-driven
phobias (e.g., many cases of blood-injection-injury phobia and spider
phobia) may be more difficult to extinguish and more likely to have a
chronic course.

The course of specific phobias may be less likely to be complicated by
conditions such as depression or substance use disorder than the course of
mostotheranxietydisorders.Specificphobiasprecedeotheranxietydisorders
more often and their presencemay be considered a risk factor for developing
otheranxietydisorders.Somesituationalphobias(particularlyclaustrophobia
and phobia of driving or traveling)may predispose to agoraphobia.

Although specific phobias in adults often have a chronic course and are
unlikely to disappear without treatment, their prognosis may generally be
better than that of other anxiety disorders. This is controversial, however,
because estimates of impairment related to specific phobias do vary, and
some studies suggest that specific phobias may be associated with substan-
tial disability (Becker et al., 2007; Stinson et al., 2007).

ETIOLOGY AND PATHOGENESIS

Specific phobias are a heterogeneous group of disorders unlikely to have
common etiology and pathogenesis. Moreover, there are often several
etiological and pathogenetic factors operating within the same type of
phobia. For example, phobias of certain animals may be innate, have a
hereditary component, or appear as a result of traumatic experience, obser-
vational learning, and/or transmission of relevant information.

BIOLOGICAL MODELS

Genetic Factors

One family study (Fyer et al., 1990) has found that the first-degree relatives
of patients with specific phobia have a three times higher risk for specific
phobia than the first-degree relatives of control subjects without any psy-
chiatric disorder. However, this tendency for specific phobias to run in
families may be more a consequence of shared environment (and interac-
tions among various family members) than a consequence of hereditary
transmission, as suggested by the results of twin studies (Kendler et al.,
1992c; Skre et al., 1993). There is some indication that blood-injection-injury
phobia has a stronger hereditary component than other types of specific
phobias (e.g., Marks, 1988; Fyer et al., 1990).

Neurobiological Factors

Relatively few neuroimaging studies have been conducted in patients with
specific phobias and it is not possible to draw definite conclusions about
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cerebral structures and pathophysiological mechanisms that may be
involved. Most studies used functional magnetic resonance imaging in
patients with spider phobia and reported an increased activation in the
amygdala and insula in response to the relevant stimuli (e.g., Straube et al.,
2006; Goossens et al., 2007). This change disappeared after exposure
therapy (Goossens et al., 2007). In patients with blood-injection-injury
phobia, one neuroimaging study found a decreased medial prefrontal
cortex activity in response to the corresponding stimuli (Hermann
et al., 2007).

Nonassociative Theory

Although this theory (Menzies and Clarke, 1995) has emerged from psy-
chological studies of etiological factors in specific phobias, it implicitly
suggests some biological mechanism in the causation of certain types of
specific phobias. The theory proposes that these phobias are not learned but
are inborn and its central tenet is that at least some phobias are not acquired
through associative learning. That is, for a phobia to occur, it is not neces-
sary that the association bemade between the initially neutral stimulus and
perception of danger. This link is presumed to be automatic, that is, innate.
What is there to support this theory?

In many instances of phobias, there is no recollection or report of a
traumatic or any other contact with the phobic stimulus before the
onset of phobia; patients with such phobias or their parents typically
state that the phobia has ‘‘always’’ been present or that it has existed
from the very first, nontraumatic contact with the stimulus. This pat-
tern was observed in some instances of water phobia, phobia of
heights, and spider phobia (Menzies and Clarke, 1993a, 1993b, 1995),
but was extended to other types of fear, such as ‘‘stranger anxiety’’ and
separation anxiety in infants, and fears of pain, strong noise, and
sudden loss of physical balance. The underlying hypothesis invokes
the concepts of natural selection, survival, and preservation of the
species, assuming that our ancestors developed fears of naturally
occurring dangers; these fears were then incorporated into a human
genetic code and became part of the transgenerationally transmitted
genetic material. As a result, the human infant is innately equipped to
protect itself from dangers, and therefore avoids potentially dangerous
stimuli without previously being in contact with them.

Although humans are ‘‘prepared’’ to fear and avoid stimuli such as
water, heights, and the like, most do not develop a phobia because of
habituation, that is, repeated nontraumatic exposure to the potentially
phobic stimuli. Those who develop phobias as adults do so because of
incomplete habituation, because their fears have been reinforced by their
parents, or as a result of ‘‘dishabituation’’ in the context of stress (Menzies
and Clarke, 1995).
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PSYCHOLOGICAL MODELS

There are two main psychological models of the origin of specific phobias:
the first encompasses various accounts derived from learning theory,
whereas the second is the psychoanalytic account of phobias. The first
model has been much more useful for clinical practice. The psychoanalytic
model is included for historical reasons and has limited clinical relevance.

Models Derived From Learning Theory

Stated very broadly, all models of specific phobias derived from learning
theory postulate that phobic manifestations are a consequence of learning.
Another characteristic common to thesemodels is a distinction between the
factors that give rise to phobias and factors that are responsible for their
maintenance. Phobic fears can be acquired through classical (traumatic)
conditioning, vicariously (by observing emotional reactions and behavior
of others), and by transmission of relevant information (Rachman, 1991).
Phobias are maintained through avoidance by means of operant (instru-
mental) conditioning.

Classical (Pavlovian, Aversive, Traumatic) Conditioning

This is the oldest learning-theory account of the development of phobias.
In essence, it conceptualizes phobia as a conditioned reflex. This was
demonstrated through the case of ‘‘little Albert’’ by Watson and Rayner
(1920). Albert was an 11-month-old boy who developed a phobia of white
rats (initially a neutral, not an anxiety-provoking stimulus) after he had
been repeatedly exposed to a white rat together with a loud noise (an
aversive, unconditioned stimulus). Because the loud noise elicited an
automatic, unconditioned fear response, its pairing with exposure to a
white rat made Albert learn to fear white rats through association of the
two. This fear then became a conditioned fear response to a newly
conditioned stimulus (white rat). Albert not only showed fear every
time he saw a white rat (without hearing a loud noise at the same time)
but also had a fear reaction to other objects that resembled white rats,
such as white rabbits and white fur coats. The latter phenomenon came to
be known as the generalization of the phobic stimuli.

Many people develop phobias after classical conditioning, which is often
traumatic in nature. A typical example is a phobia of dogs that develops
after a dog attack. Likewise, a person who was stuck in an elevator may
develop a phobia of elevators, and the person who had a sudden panic
attackwhile drivingmay develop a phobia of driving. Phobias that occur as
a result of traumatic conditioning tend to have an abrupt onset and are
usually more severe; unlike phobias that appear through other mechan-
isms, these phobias occur at any age.
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As demonstrated by one study among people who had had a traumatic
experience with dogs, the number of those who did and did not develop a
phobia of dogs was approximately the same (DiNardo et al., 1988). This
suggests that other factors (e.g., genetic vulnerability, aspects of personality
such as neuroticism, negative appraisals of the traumatic situation and/or
of one’s skills of coping with such a situation) may also contribute to the
development of phobias.

Preparedness ‘‘Variant’’ of the Conditioning Theory

Proponents of the classical conditioning model had difficulty explaining
the fact that out of the vast pool of potential phobic stimuli, only relatively
few become the focus of phobias. In an attempt to overcome this limitation,
Seligman (1971) suggested that phobic stimuli were not subject to random
selection in the process of conditioning: humans are ‘‘prepared’’ to fear
certain objects and/or situations because these stimuli indicated physical
danger and a threat to survival to our ancestors (even though they do not
necessarily represent such a threat today). Because phobias have a survival
value, they are difficult to extinguish. This is the essence of the preparedness
theory of fear acquisition. Its main tenets, however, have not been supported
(e.g., McNally, 1987).

Vicarious (Observational) Learning

Phobias may be acquired through observation of another person’s fearful
behavior in a particular situation and the corresponding nonverbal cues.
This is particularly common with children, who can learn from their par-
ents to be afraid of certain animals or situations. Although parents do not
tell their children that they have particular fears, children observe that their
parents are afraid and adopt the same fear and fear-related behavior (e.g.,
avoidance) through imitation of or identification with their parents.
Phobias that develop through this mechanism are usually less severe and
are more easily subject to extinction than phobias acquired through trau-
matic conditioning.

Learning Through Transmission of Relevant Information

Phobias may also develop through direct transmission of information
about the dangerousness of certain objects, situations, or phenomena. For
example, many children are not afraid of dogs before their parents tell
them that dogs are dangerous. Phobias that develop in this way tend to
be less severe than phobias acquired through traumatic conditioning. The
fear can be relatively easily dismissed with the acquisition of new infor-
mation and maturation.
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Operant (Instrumental) Conditioning

As already noted, operant conditioning explains the maintenance of pho-
bias. According to a two-factor theory (Mowrer, 1960), fear initially develops
as a result of classical conditioning; in the second phase, fear is temporarily
reduced or eliminated by avoidance of the feared stimulus, and the phobia
is thereby maintained (operant conditioning). That is, the fear motivates a
person to look for means to reduce fear, and every behavior (e.g., avoid-
ance) that succeeds in reducing fear is reinforced. However, phobic fear can
persist even in the absence of avoidance behavior. In these cases, factors that
perpetuate phobic fear include secondary gain, cognitive biases, and spe-
cific meaning or significance attached to the phobic stimuli.

Cognitive Factors in the Etiology and Pathogenesis of Specific Phobias

Similar to other anxiety disorders, specific phobias have been found to be
associated with biases in information processing, particularly biases in
attention and reasoning. Certain beliefs about phobic stimuli (e.g., beliefs
about their dangerousness as a consequence of the exaggerated perception
of threat) and beliefs that phobic individuals have about themselves (e.g.,
beliefs that they are not capable of coping with anxiety when facing their
phobic stimuli) may play an important role in maintaining phobias (e.g.,
Thorpe and Salkovskis, 1995). It is important to identify these beliefs and
challenge them in the course of treatment.

Psychoanalytic Approaches

The main tenet of the psychoanalytic theory of phobias is that there is some
fundamental anxiety behind every fear. Therefore, the therapist’s task is to
uncover this fundamental anxiety and the associated intrapsychic conflicts;
without such an uncovering, the understanding of phobias is only super-
ficial. Moreover, if the conflicts are not resolved, the treatment may lead to a
replacement of one type of phobia with another (‘‘symptom substitution’’), a
claim that has generally not been supported by studies and clinical practice.

Freud (1909/1955a) illustrated the psychoanalytic approach to phobias
with the case of ‘‘little Hans.’’ Freud proposed that Hans, who was frigh-
tened of horses, had, in fact, castration anxiety and was afraid of his father
because of the unconscious sexual longings for his mother. Thus, the unre-
solved Oedipal conflict was behind Hans’ phobia of horses. Freud also
postulated specific defense mechanisms–displacement, symbolization,
and avoidance–that are used by people with phobia, with the goal of
defending the ego against the unacceptable sexual urges. Displacement
refers to transfer of the conflictual material to a neutral object, which has
no obvious relationship with the conflict but becomes a focus of the phobia.
The true nature of the person’s anxiety is disguised through displacement.
The underlying issues are less concealed by the use of symbolization,
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because some aspects of the phobic object or situation symbolize the ori-
ginal conflict.

Post-Freudian psychoanalysis considered some phobias to be related to
conflicts originating from different developmental stages (e.g., pre-
Oedipal) or to reflect superego anxiety. However, the original idea–that
there is something ‘‘more fundamental’’ behind every phobia–has
remained, despite the general lack of support for it. This idea has
hindered, rather than fostered, further development of the psychoanalytic
theory of phobia. Not surprisingly, patients with specific phobias as their
main or sole problem are unlikely to be treated by psychoanalysts or
psychodynamically oriented psychotherapists.

TREATMENT

It is practically impossible to treat specific phobias without some form of
exposure. This is why behavior therapy has such an important role in
treatment. Even Freud considered exposure necessary in the treatment of
phobias, but exposure therapy has never been integrated with psychoana-
lysis or psychodynamic therapy.

The treatment of specific phobias to some extent depends on the type of
phobia. It relies verymuch on patients’ motivation, as patientsmay bemore
tempted than those with other disorders to give up treatment and return to
their previous pattern of avoidance and phobia-constricted lifestyles. The
main goals of treatment are alleviation of fear, disappearance of avoidance,
and the consequent improvement in functioning.

BEHAVIORAL TREATMENTS

Main behavior therapy techniques for specific phobias have been sys-
tematic desensitization and exposure-based treatments (Table 5—5).

Table 5–5. Characteristics of Systematic Desensitization and Exposure-Based

Treatments Used in Specific Phobias

Behavioral

Techniques

Nature of Exposure Rate of

Exposure

Use of

Relaxation

Systematic
desensitization

Imaginal Gradual Yes

Standard exposure In vivo, sometimes
combined with imaginal,
rarely imaginal alone

Gradual No

Flooding In vivo Massive No

Implosion therapy Imaginal Massive No
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Exposure in vivo appears to produce better results than imaginal and other
exposure (e.g., Marks et al., 1971; Bourque and Ladouceur, 1980; Wolitzky-
Taylor et al., 2008). Modifications of exposure-based treatments have been
developed for use in certain types of phobias and/or for patients who
cannot comply with the requirements of standard exposure. After the
course of behavior therapy, treatment gains may be maintained, especially
if patients continue to practice self-exposure. Long-term outcome of beha-
vior therapy is less certain, as there may be a relatively high risk of relapse
in specific phobias.

Systematic Desensitization

This technique, introduced by Wolpe (1958), was the first efficacious beha-
vioral technique but is rarely used today. It consists of imaginal exposure to
the phobic stimulus (i.e., active visualization of the phobic stimulus) while
the patient is undergoing progressivemuscle relaxation. Exposure is simul-
taneously combined with relaxation because of the presumed mechanism
of reciprocal inhibition: fear-induced hyperactivity of the sympathetic ner-
vous system is inhibited by activation of the parasympathetic nervous
system through muscle relaxation. The repeated coupling of imaginal
exposure and muscle relaxation leads to counterconditioning, so that the
phobic stimulus elicits progressively less fear.

Systematic desensitization uses a hierarchy of phobic stimuli (see
Chapter 2, Exposure-Based Therapy for Agoraphobia). The treatment
starts with imaginal exposure to the phobic stimulus (or an aspect of the
phobic stimulus) that is anticipated to produce the least amount of anxiety,
and this exposure continues until the anxiety subsides substantially. The
treatment then proceeds with imaginal exposure to the stimuli (or certain
aspects of the stimuli) that are anticipated to elicit progressively more
anxiety. This gradual approach to exposure, with the prior construction of
a hierarchy of phobic stimuli, has been incorporated into various exposure-
based treatments.

Exposure-Based Treatments

The type of exposure therapy used most commonly in the treatment of
specific phobias is gradual exposure in vivo. It is performed in a manner
very similar to that used in the treatment of agoraphobia and described in
more detail in Chapter 2. Imaginal exposure sometimes precedes exposure
in vivo or is conducted at the same time as exposure in vivo. Progressive
muscle relaxation is usually not used during exposure in vivo, unless
patients develop severe physical symptoms. Patients are exposed to var-
ious components of phobic stimuli in the gradual, hierarchy-based
sequence. For example, patients with a dog phobia can be exposed to
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tapes of barking dogs and/or slides and videos inwhich dogs are presented
in situations of increasing threat.

Exposure therapy is often combined with modeling, which requires the
therapist to demonstrate to the patient how tomake contact with the phobic
stimulus (e.g., a spider) and then ask the patient to do the same. This
procedure is often referred to as ‘‘therapist-directed exposure.’’

There has been a tendency to shorten exposure-based treatment without
sacrificing its efficacy. For example, a single prolonged session (2—3 hours)
of therapist-directed exposure, whether conducted individually (Öst, 1989)
or in a group setting (Öst, 1996), was found to be as efficacious as self-
exposure conducted over a longer period (Hellström and Öst, 1995).
However, one meta-analysis has reported that multiple sessions of expo-
sure therapy yield better results than one session, especially in the long run
(Wolitzky-Taylor et al., 2008).

Massive, ungraded exposure therapy can be conducted in vivo (flooding)
or through imagination (implosion therapy). Patients undergo exposure to
the phobic stimulus (or aspect of the phobic stimulus) that elicits high levels
of anxiety, usually in the presence of the therapist. These forms of exposure
therapy are relatively rarely used because they tend to be poorly tolerated.

Avoidance prevents the person from learning that the phobic stimuli
need not be feared because the anticipated, harmful outcomes do not occur.
Exposure to the phobic stimuli is essential for habituation and other
changes to take place, with the goal of extinguishing phobic fear and
eliminating phobic avoidance (see Chapter 2 for discussion of mechanisms
of change in the course of exposure therapy).

Modifications of Exposure Therapy for Specific Phobias

Exposure-based treatment has been modified for certain types of specific
phobias. For example, in blood-injection-injury phobia, patients often fear
fainting during exposure as much as they fear the actual phobic stimulus.
To minimize the possibility of fainting during exposure, ‘‘applied tension’’
has been used: it requires patients to induce muscle tension during expo-
sure because fainting is incompatible with the physiological correlates of
tension (Öst and Sterner, 1987).

If the main underlying emotion is disgust rather than fear, treatment
with exposure may not be sufficient because it takes longer for disgust to
diminish (Smits et al., 2002; Olatunji et al., 2007). Adding other techniques
(e.g., cognitive therapy) may be necessary in these cases.

Interoceptive exposure (described in Chapter 2) can be efficacious in
treating claustrophobia (e.g., Booth and Rachman, 1992) because it targets
fears of the anxiety symptoms (e.g., shortness of breath, dizziness, palpita-
tions) that are often prominent in this type of phobia.

Virtual reality exposure therapy has been efficacious for phobias of
flying (e.g., Rothbaum et al., 2000) and heights (e.g., Emmelkamp et al.,
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2002), but this modification of exposure therapy needs further testing of
efficacy and technical refinement to improve its delivery. Virtual reality
exposure therapy might be a suitable option for patients who are reluctant
to engage in exposure in vivo.

COGNITIVE THERAPY

Cognitive therapy techniques have been used less often to treat specific
phobias than other anxiety disorders, perhaps because exposure-based
treatment is so convincingly effective. Cognitive therapy may be more
suitable for certain types of specific phobias, particularly those in which
there is a prominent fear of anxiety symptoms. When used alone, cognitive
therapy may be beneficial in treatment of claustrophobia (e.g., Booth and
Rachman, 1992), and perhaps dental phobia (e.g., De Jongh et al., 1995).
When added to exposure in vivo for claustrophobia, it may improve treat-
ment outcome (Craske et al., 1995).

OTHER FORMS OF PSYCHOLOGICAL TREATMENT

Although exposure therapy is quite efficacious in the treatment of specific
phobias (with response rates of up to 80%—90%), some patients find it too
demanding, fail to maintain motivation for treatment, and/or are unable to
complete the course of therapy. It is estimated that as many as 25%—50% of
patients drop out of behavioral treatment of specific phobias (e.g.,
Prochaska, 1991). For patients who fail behavior therapy or are not suffi-
ciently motivated for it, exploring other treatment options is worthwhile.
These include supportive psychotherapy, hypnotherapy, eye movement
desensitization and reprocessing (described in Chapter 7), and psychody-
namic psychotherapy.

Supportive psychotherapy entails use of nonspecific measures to
improve coping (e.g., provision of support and encouragement) as well as
some nonsystematic use of the elements of exposure therapy. Results of
hypnotherapy in the treatment of dental phobia have beenmixed. A poten-
tial drawback of hypnotherapy is a tendency for treatment gains not to be
maintained over time. The efficacy of eye movement desensitization and
reprocessing in comparison with exposure in vivo has been questioned, but
it may suit some patients with specific phobias.

As already noted, psychoanalysis and psychodynamic psychotherapy
are rarely used in the treatment of specific phobias. The goal of these
therapies is to uncover the underlying, unconscious problems and resolve
the corresponding intrapsychic conflicts. Not only is there lack of evidence
that these psychotherapies are efficacious for specific phobias, but they also
do not appear to be a rational treatment choice for a relatively circum-
scribed problem for which brief, well-focused, and effective treatments
exist.
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PHARMACOLOGICAL AND COMBINED TREATMENT

Pharmacotherapy alone is not the treatment of choice for specific phobias. It
may be used if patients cannot tolerate exposure-based treatments, if they
are not motivated for behavioral therapy or other types of psychological
therapy, or if these forms of treatment are not available. Pharmacotherapy
may be useful in the treatment of patients with specific phobias who also
have panic attacks. Medications with a fast onset of action, such as benzo-
diazepines, may be used on an as-needed basis, usually before patients
come in contact with the phobic stimulus. For example, patients with a
phobia of flying can take a benzodiazepine before going to the airport or
before boarding the plane. However, when used in this fashion, medica-
tions are not to be taken frequently (e.g., several times during an episode of
being in contact with the phobic stimulus or every time before exposure). In
addition, patients should bear in mind that effects of such pharma-
cotherapy are only short term.

Even when combined with behavioral therapy, benzodiazepines may
not be particularly useful and fail to have long-term effects. Many behavior
therapists advise against this combination, for reasons discussed elsewhere
in this volume (see Chapter 2). However, benzodiazepines may be admi-
nistered very cautiously during the initial phases of exposure treatment,
with the goal of alleviating anxiety and facilitating exposure.

A novel way of combining behavioral therapy and medication in the
treatment of specific phobias is through administration of D-cycloserine
(DCS) 1—4 hours before exposure therapy sessions. Unlike benzodiazepines
and antidepressants that have direct anxiolytic effects, DCS does not affect
symptoms of anxiety and acts as a partial agonist at the N-methyl-D-
aspartate (NMDA) glutamatergic receptor, which is believed to be critically
involved in associative learning and memory. By doing so, DCS is thought
to accelerate emotional learning and enhance the extinction of fear, which
occurs during exposure therapy. Therefore, DCS may improve exposure
therapy by both making it work faster and making it more effective. One
controlled study found a combination of DCS and exposure therapy to be
more efficacious than placebo combined with exposure for the phobia of
heights (Ressler et al., 2004); another study, however, did not show super-
iority of this combination in treating spider phobia (Guastella et al., 2007).
There is a need for more research that would not only ascertain the useful-
ness of this combination strategy but also clarify practical issues such as the
optimal dose of DCS and the timing of its administration (i.e., how long
before exposure).

OUTLOOK FOR THE FUTURE

While specific phobias are common in the general population, they are
relatively rarely encountered in clinical settings. One way of interpreting
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this discrepancy is to assume that specific phobias represent a minor form
of psychopathology, because most sufferers can apparently live without
seeking help for it. The other interpretation is that people with specific
phobias may feel embarrassed to seek help or that there are other impedi-
ments to their treatment. Regardless of the interpretation, there is a need to
change the conceptualization of specific phobias.

One task here is to ‘‘legitimize’’ specific phobias by tightening the
boundarywith normal fears. Perhaps this can be done by using a diagnostic
designation only for cases with severe phobic fear, extensive avoidance, and
evidence of substantial distress or impairment caused by fear and/or avoid-
ance. The other task is making an effort toward eliminating trivialization of
the suffering and impaired functioning of people with specific phobias.
A successful completion of these tasks would make it possible for both the
sufferers and clinicians to take specific phobias seriously. And if they are
taken seriously, they will no longer be relatively neglected by researchers.

Addressing the heterogeneity within specific phobias should receive
priority because various types of phobias differ too much to be classified
together. Understanding better the psychopathology and pathogenesis of
various phobias would illuminate the relationships between them. Efforts
to do this are already under way, for example, through research aimed at
elucidating the role of disgust in some types of phobias. The putative
dichotomy between disgust-driven and fear-driven phobias is not the
only one; all distinctions that seem conceptually and clinically meaningful
should be considered.

Exposure-based treatments for specific phobias are generally effective,
but they need to become more accessible to sufferers. This implies greater
use of the computer, Internet, and other modern technology. Treatments
should also be adapted with the goal of improving compliance and mini-
mizing dropout rates. Tendencies to shorten the therapy and pressure for
treatments to bemore cost-effective need to be balanced against evidence of
efficacy of ultrabrief treatments and needs of many patients for a slower
pace and greater attention to detail throughout treatment. Maintaining
treatment gains is particularly important for phobias that are not likely to
abate without treatment, and in these cases greater emphasis should be
placed on ensuring the long-term benefit of exposure therapy and pre-
venting relapse. Finally, exposure therapy needs to be modified for
phobias that are more resistant to treatment; it remains to be ascertained
whether adding cognitive or other techniques or pharmacotherapy in these
situations would result in greater improvement.
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6

Obsessive-Compulsive Disorder

As its name implies, the main characteristics of obsessive-compulsive
disorder (OCD) are obsessions and/or compulsions. Different types of
obsessions and compulsions make OCD a heterogeneous condition. Also,
OCD exists on a continuum from mild cases to those with extremely
severe and incapacitating manifestations generally not seen in other
anxiety disorders. Clinical manifestations of OCD are striking and leave
few people who observe them unimpressed. This is arguably due to the
seriousness with which persons with OCD take their own obsessions and
compulsions along with concurrent realization that these same obsessions
and compulsions are senseless and should be gotten rid of. Indeed, there
are few other examples in psychopathology where insight and deficiency
of insight stand together, andwhere espousing and fighting the absurd are
so intertwined. For all these reasons, OCD is often portrayed as a puzzling
or intriguing disorder; in addition, it often represents a treatment
challenge.

KEY ISSUES

Obsessive-compulsive disorder is probably the least controversial condition
within the anxiety disorders because its clinical features are well described
and relatively easily recognized and because hardly anyone doubts its
existence as a psychopathological entity. What is controversial about OCD,
however, is where it belongs and how it should be classified. This is a
consequence of a number of features of OCD that make it look different
from other anxiety disorders and of the close relationship that OCD haswith
some conditions outside of the realm of anxiety disorders. Listed below are a
number of key questions about OCD.

1. In view of its different clinical features and the vastly different
severity of these features, should OCD be considered a unitary
condition or divided into subtypes?
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2. If OCD is to be divided into subtypes, on the basis of what criteria
should it be done? Types of obsessions and compulsions, reasons
for performing compulsions, severity of illness, degree of insight,
age of onset, or something else?

3. Should neutralizing responses other than compulsions be given a
more prominent role in the description and conceptualization of
OCD?

4. How does insight contribute to the conceptualization of OCD?
5. What are the core features of OCD? Is OCD primarily an affective

disorder, is it characterized by a primary disturbance in thinking,
or is it essentially a disorder of repetitive behaviors?

6. Is OCD an anxiety disorder or should it be classified as one of the
obsessive-compulsive spectrum disorders?

7. Why is there a discrepancy between the advances in
understanding of the neurobiological underpinnings of OCD and
unsatisfactory effectiveness of biological treatments for OCD?
How can specific anti-obsessional drugs be developed?

8. How can the cognitive and behavioral models of OCD be more
effectively integrated with cognitive and behavioral treatments?

9. Considering a poor or partial response to treatment of many OCD
patients, what is the way for results of treatment, both
pharmacological and psychological, to be improved?

CLINICAL FEATURES

Typical clinical features of OCD include obsessions and overt (behavioral)
compulsions. In addition to overt compulsions, patients with OCD may
exhibit a range of other behaviors (e.g., avoidance and reassurance seeking)
as well as use covert (mental, cognitive) compulsions in response to obses-
sions. All these behaviors and mental compulsions that appear in response
to obsessions have been encompassed by the term neutralization. The pur-
pose of neutralization is to alleviate anxiety or distress, ‘‘undo’’ obsessions,
and/or prevent harm associated with obsessions. Thus, it would perhaps
be more accurate to rename OCD as ‘‘obsessive-neutralizing disorder.’’ The
components of OCD are schematically presented in Figure 6—1.

Obsessions

Obsessions are usually definedas recurrent thoughts, impulses, and/or images
that are experienced as uncontrollable. Also, they are not just excessive
worries about real-life problems, and they cause marked anxiety or distress,
so that a person feels compelled to ‘‘do something’’ with them, for example,
attempt to ignore, suppress, or neutralize them or resist them in some
other way. The other reason for this urge to do something with obsessions
is that they are usually, though not invariably, experienced by the person
as alien, intrusive, strange, ‘‘crazy,’’ senseless, or inappropriate (ego-dystonic
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obsessions). The person experiencing ego-dystonic obsessions is regarded as
having good insight. Poor insight is exhibited by individuals who do not
experience and recognize obsessions as unacceptable, senseless, or unreason-
able (ego-syntonic obsessions). In such cases, it should be ascertainedwhether
beliefs related to these phenomena are overvalued ideas or even delusions.
The characteristics of obsessions are summarized in Table 6—1.

Obsessions

• Causing anxiety or distress and/or

• Experienced as alien and/or harm-portending

↓

Neutralization

• Alleviating anxiety or distress and/or

• “Undoing” obsessions and/or 

• Preventing harm associated with obsessions

↓ ↓

BEHAVIORAL MENTAL (COGNITIVE)

1. Overt compulsions (rituals) 1. Covert (mental, cognitive) compulsions
    (rituals)2. Avoidance

3. Reassurance seeking

Figure 6–1. Components of obsessive-compulsive disorder.

Table 6–1. Characteristics of Obsessions

• Thoughts, impulses, and/or images

• Recurrent

• Uncontrollable

• Not just excessive worries about real-life problems

• Cause marked anxiety or distress

• Usually (though not invariably) experienced or recognized by the person as
alien, intrusive, strange, ‘‘crazy,’’ senseless, or inappropriate (‘‘ego-dystonic’’)
and portending harm

• The person feels compelled to ‘‘do something’’ with obsessions–attempt to
ignore, suppress, or neutralize them or resist them in some other way–to
achieve one or more of the following goals:

1. Alleviate anxiety or distress
2. ‘‘Undo’’ obsessions because of their alien or ‘‘dangerous’’ nature
3. Prevent harm associated with obsessions
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It is important to distinguish between obsessions, normal intrusive
thoughts, mental compulsions, worries (such as those found in generalized
anxiety disorder), ruminations (e.g., ruminations encountered in depressed
persons), other types of intrusive thoughts (e.g., trauma-related intrusions
in posttraumatic stress disorder), overvalued ideas (e.g., those seen in
hypochondriasis, body dysmorphic disorder, or anorexia nervosa), and
delusions (as part of a psychotic illness). These phenomena are often
repetitive; some are experienced as intrusive, uncontrollable, and/or dis-
tressing whereas others are associated with an urge to do something in
response to their content or as a result of the way in which they are
experienced. The features of other phenomena that distinguish them from
obsessions are shown in Table 6—2.

Compulsions

Compulsions are defined as repetitive behaviors (overt compulsions) or unob-
servable mental acts (covert, mental, or cognitive compulsions) that are
performed in response to an obsession and often according to strict rules;
the purpose of compulsions is to alleviate anxiety or distress, ‘‘undo’’ obses-
sions, and/or prevent harm associated with obsessions. Although compul-
sions usually produce some relief, they have to be performed over and over
again because this relief does not last very long. Over time, the person may
start believing that a dreaded event has not happened because he or she is
performing the compulsion. In such cases, the personmay adopt a belief that
a failure to perform a compulsion would have disastrous consequences, and
this belief may then become themain reason for performing the compulsion.

Patients with OCD typically report that they feel driven to perform
compulsions, but this urge is subjective and patients do not really ‘‘have’’
to perform them. Stated otherwise, unlike obsessions that are intrusive and
thus not a product of free will, compulsions are initiated and performed
voluntarily and are under patients’ control (although on casual inspection it
may not seem like that). The term ritual is often used interchangeably with
compulsion, but more precisely, the ritual refers to a stereotyped act
(whether overt or covert) that is performed in accordance with strict and
rigid rules. Characteristics of compulsions are summarized in Table 6—3.

A distinction should be made between ‘‘classical,’’ obsession-driven
compulsions and compulsions driven by the ‘‘sensory phenomena’’ (‘‘not-
just-right experiences’’ and sense of incompleteness; Miguel et al., 2000;
Coles et al., 2003), sometimes referred to as ‘‘impulsions’’ (Shapiro and
Shapiro, 1992), and impulsive behavior (Table 6—4).

Mental (covert) compulsions are frequently encountered among patients
with OCD, but they may be difficult to recognize because they are unobser-
vable, ‘‘invisible’’ mental acts; hence, the term covert compulsions. Examples
include silent counting in a certain way, performing of other operations with
numbers, imagining a particular situation, repeating a thought a certain
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Table 6–2. Distinguishing Between Obsessions and Related Phenomena

Normal Intrusive Thoughts

• Not interpreted in a harm-portending or catastrophic way (i.e., not assuming
that theymake certain fearful events more likely or suggesting something very
negative about the person experiencing them) and no particular meaning is
attached to them (e.g., that the person is responsible for having these thoughts
and for any consequences that may arise from them should he or she fail to
take action to neutralize them)

• No attempt to ignore, suppress, or neutralize them; usually not resisted

Mental Compulsions

• Initiated voluntarily and, thus, under the person’s control

• Occur in response to obsessions, with the purpose of alleviating anxiety or
distress caused by obsessions, ‘‘undoing’’ obsessions, and/or preventing
harm

Pathological Worry

• Content pertains to real-life problems, without reference to something
abhorrent or shameful and one’s personal responsibility for worrying; usually
future-oriented

• Not experienced as alien, ‘‘crazy,’’ senseless, or inappropriate

Depressive Ruminations

• Content pertains to themes of loss or personal failure; usually past-oriented

• Not experienced as alien, ‘‘crazy,’’ senseless, or inappropriate

• No attempt to ignore, suppress, or neutralize them; usually not resisted

Trauma-Related Intrusions (as in posttraumatic stress disorder)

• Monothematic and highly specific: content pertains to a particular traumatic
event

• Not experienced as alien, ‘‘crazy,’’ senseless, or inappropriate
Overvalued Ideas

• Held with relatively strong conviction, but can be shakable

• Not held on the basis of delusional evidence (explanation for having these
ideas may be plausible)

• Not experienced as alien, ‘‘crazy,’’ senseless, or inappropriate

• No attempt to ignore, suppress, or neutralize them; usually not resisted

Delusions

• Fixed, unshakable beliefs, without the person experiencing uncertainty and
doubt about their validity

• Often held on the basis of delusional evidence (explanation for having
delusions is not plausible and suggests loss of reality testing)

• Not experienced as alien, ‘‘crazy,’’ senseless, or inappropriate

• No attempt to ignore, suppress, or neutralize them; usually not resisted
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number of times, recalling the ‘‘right’’ thought, andpraying. If patients do not
mention spontaneously that they performmental compulsions, it is useful to
ask how they cope with a particular obsession (which they previously had
volunteered to reveal) orwhat they do to alleviate their distress about having
such an obsession. The common feature of mental compulsions is their
purpose to alleviate obsession-induced anxiety or distress, ‘‘undo’’ obsession,
and/or prevent harm by nonbehavioral means.

As is the case with overt compulsions, it is important to understand the
purpose of covert compulsions by asking patients why they are performing
them. Prevention of harm in the future is a common reason for the use of
covert compulsions. For example, a patient with an obsession that her
parents would die every time she saw vehicle license plates with digits
that added up to an even number ‘‘had’’ to look for license plates where the
corresponding sum was an odd number. The purpose of this concealed
compulsive activity was to ‘‘prevent’’ her parents’ death.

Table 6–3. Characteristics of Compulsions

• Overt behaviors or unobservable mental acts (covert compulsions, mental
compulsions, cognitive compulsions) that the person feels driven to perform
in response to an obsession and often according to strict rules

• Repetitive

• The purpose of compulsions is one or more of the following:

1. Alleviation of anxiety or distress caused by obsession (but compulsions are
performed excessively and repeatedly without achieving this goal in the
long run)

2. ‘‘Undoing’’ of obsession (although compulsions cannot realistically do that)

3. Prevention of harm associated with the obsession (although compulsions
cannot realistically do that)

Table 6–4. Distinguishing Between Compulsions, ‘‘Impulsions,’’ and

Impulsive Acts

‘‘Impulsions’’ (compulsions driven by ‘‘not-just-right experiences’’ and sense of
incompleteness)
• Occur in response to a sensation or an urge (not in response to a clear-cut

obsession)

• Performed with the purpose of achieving a sense of completion, relief, or
satisfaction and until the person feels ‘‘just right’’ or satisfied

Impulsive Acts

• Performed in response to an urge or tension

• Performed to provide relief, pleasure, or gratification (reward-seeking
behaviors)
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Avoidance

Avoidance is commonly used for coping with some obsessions, as it is for
coping with phobic fears; this is achieved through a temporary alleviation
of anxiety. Unlike compulsions, avoidance cannot ‘‘undo’’ an obsession and
except in relatively few circumstances (e.g., avoidance of driving for fear of
having an urge to drive the car off the road), it is not bestowed with the
power of preventing some dreadful event in the future. Therefore, avoid-
ance is often used as a first-line response to obsessions that are not experi-
enced as threatening to the extent that further measures need to be taken
against them, at least initially. For example, a regular churchgoing patient
with an obsession involving an image of him shouting blasphemous sen-
tences in church avoided church services. When he had to attend a service
and could not resort to avoidance, he was compelled to come up with other
means of coping with his obsession and developed a covert compulsion.

Reassurance Seeking

Reassurance seeking is also a commonly used measure against obsessions
and serves the purpose of alleviating anxiety, albeit temporarily. Like avoid-
ance, it cannot prevent harm, and is often used in a way analogous to that in
which avoidance is used. However, obtaining reassurance may ‘‘undo’’ the
reassurance-related obsession, at least temporarily.Another difference is that
reassurance seeking depends on someone else–the person willing to pro-
vide reassurance–whereas avoidance is independent of others.

Reassurance seeking is often related to checking compulsions and may
be resorted to instead of checking or alternatively with checking. Whereas
checking can be both past- and future-oriented and thus used in a variety of
situations and serve different purposes (see Pathological Doubt, Checking,
and Reassurance Seeking, below), reassurance seeking is more restricted in
its scope and effects in that it is mainly past-oriented (i.e., reassurance is
sought about something that has or has not occurred in the past, for
example, whether the patient hit a pedestrian while driving or whether
he or she was infected with HIV).

Insight

As already noted, a realization by patients with OCD that their obsessions
are alien, intrusive, strange, ‘‘crazy,’’ senseless, irrational, or inappropriate
is referred to as ‘‘insight.’’ Only patients who have good insight will have a
need to ignore, suppress, neutralize, or resist their obsessions. Patients with
OCD who do not experience their obsessions as alien, ‘‘crazy,’’ senseless,
irrational, or inappropriate and therefore do not resist them, and who have
certain beliefs attached to their obsessions or compulsions, may, in fact,
exhibit overvalued ideas in addition to obsessions (see Table 6—2). For
example, a patient with obsessions about someone breaking into his
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house who believed that he had to check the locks on the doors and
windows in a certain sequence to ensure that his home would not be
broken into did not resist checking at all. He could be characterized
as having poor insight. He acknowledged, however, that his belief was
‘‘unusual,’’ while not finding it unreasonable or senseless, because he
thought that his checking compulsion actually prevented burglary.
Labeling this clinical presentation as poor-insight OCD does not refer to
any OCD-related beliefs that may be held with varying degrees of insight.

It is now widely accepted that the presence of insight in OCD is a
matter of degree, with some OCD patients having very good insight on
one side of the continuum, and others, at the other extreme, having no
insight at all (Insel and Akiskal, 1986; Kozak and Foa, 1994). This dis-
tribution of insight in OCD patients has been highlighted by a study that
found excellent insight in 48% of patients, good insight in 21.5%, mod-
erate insight in 15.5%, poor insight in 10%, and no insight in 5%
(Marazziti et al., 2002).

While the continuum conceptualization of insight takes into account the
multidimensional nature of the construct of insight, it does not resolve the
conceptual problem of OCD with poor insight. For example, do OCD
patients with poor insight represent a distinct subgroup that differs from
OCD patients with good insight in respects other than insight? Some
studies (e.g., Marazziti et al., 2002) have reported that this is not the case,
whereas others suggest that OCD with poor insight is more likely to be
associated with certain types of obsessions and compulsions–for example,
hoarding (Frost et al., 1996). Moreover, does OCDwith poor insight predict
a response to treatment? Again, the answers are equivocal: while hoarding
(as a typical representative of poor-insight OCD) generally implies a poorer
response to treatment (e.g., Black et al., 1998; Winsberg et al., 1999), no
relationship between the degree of insight and treatment outcome was
reported in another study (Eisen et al., 2001). Clinical experience does
suggest, however, that the treatment of poor-insight patients tends to be
more complex, often requiring modifications to standard treatment of
OCD. Finally, is OCD with poor insight associated with psychotic illness?
While OCD patients with co-occurring psychotic illness often have poor
insight with regard to OCD, poor-insight OCD is not necessarily associated
with psychosis nor with any history of psychotic symptoms (e.g., Marazziti
et al., 2002). These issues need to be resolved to clarify the role of insight in
qualifying OCD.

Types of Obsessions and Compulsions

The most common types of obsessions and compulsions are listed in
Table 6—5. Patients with OCD usually have both obsessions and compul-
sions, although one or the other component of OCD may predominate at
any point in time, giving an impression that a person is experiencing
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obsessions only or exhibiting only compulsions. In fact, OCD with ‘‘pure’’
obsessions (without compulsions) and OCD with ‘‘pure’’ compulsions
(without obsessions) seem to be rare, with the frequency of the former
being 8.5% and frequency of the latter being 0.5% in one sample of OCD
patients (Foa and Kozak, 1995).

The themes of obsessions and the types of compulsions may vary over
time, a pattern reported by 60% of OCD patients in one long-term, follow-
up study (Skoog and Skoog, 1999). Sometimes these changing obsessions
and compulsions appear to be related; for example, there seemed to be an
underlying theme of perfectionism in a patient who presented with
doubting obsessions and indecisiveness at one time, and repetitive rituals
of rearranging objects so that they would ‘‘look right’’ at another time.
Studies have shown that over time, adult patients tend to maintain symp-
toms within the same subtype, that is, with similar obsessions and/or
compulsions (Mataix-Cols et al., 2002a; Rufer et al., 2005).

Multiple obsessions and compulsions are very common (Table 6—5).
Some patients with this presentation may seem to have only one type of
obsession and/or compulsion because that is the most troubling one to
them; they do not mention spontaneously other obsessions or compulsions
if they are not asked about them.

Attempts have been made to classify obsessions and compulsions in
several groups on the basis of their theme or content and other
characteristics. Phenomenological or symptom subtypes of OCD have
been proposed, with these subtypes also having in common other
features and distinct patterns of response to treatment. There has

Table 6–5. Common Types of Obsessions and Compulsions

Obsessions Frequency*

(%)

Compulsions Frequency*

(%)

Multiple
obsessions

72 Checking 61

Contamination 50 Multiple compulsions 58

Pathological
doubt

42 Washing, cleaning 50

Somatic 33 Counting 36

Need for
symmetry

32 Need to ask or confess 34

Aggressive 31 Need for symmetry or
precision, rearranging
objects

28

Sexual 24 Hoarding 18

*Frequency data are from Rasmussen and Eisen (1992).
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been a mixed support for these attempts at classification, partly
because many OCD patients have obsessions and compulsions from
various putative subtypes and also because the underlying psycho-
pathological mechanisms are often the same regardless of the subtype.
Still, various types of obsessions and compulsions seem to be asso-
ciated with certain specific features (Table 6—6). The most common
obsessions and compulsions are described and their relative specifi-
cities reviewed in the text below.

Contamination, Washing, and Cleaning

Contamination obsessions are among the most frequent in patients with
OCD. Their main underlying theme is a fear of being contaminated through
germs, dirt, bodily secretions and excretions, or in some other way.
Contamination fears may be connected with fears of certain diseases, par-
ticularly infectious illnesses, because of the way they spread. These fears
may also be related to a strong feeling of disgust about human secretions
and excretions or potentially contaminated objects.

Patients with contamination obsessions are preoccupied with distres-
sing and frightening thoughts or images of being infected or dirty as a result
of having been in contact with supposedly contaminated objects or people.
Because of these obsessions, patients become hypervigilant about any
possibility of contamination and may first attempt to avoid and prevent
every contact with the perceived sources of contamination. Thus, they may
try to open the doorknob with gloves on their hands or by using elbows
rather than hands; other examples are placing a handkerchief over a pay
phone while using it or avoiding a handshake. Patients may involve other
people in their ‘‘preventative measures,’’ for example, by asking them to
first wash their hands when they come for a visit or by requesting that their
children follow a strict code of hygiene.

If patients feel that they have inadvertently been in contact with the
contaminated object or person, theywill feel evenmore distress, often because
of an underlying assumption ‘‘once in contact, always in contact.’’ The urge to
wash or clean serves the purpose of ‘‘getting rid’’ of the contaminating
material, but this material may spread and always ‘‘remain around.’’ Many
patients are very distressed about this uncertainty of the extent of contamina-
tion and have the corresponding doubts (‘‘what else might be contami-
nated?’’). The ultimate goal of washing or cleaning is to prevent harm, that
is, not becoming sick through contamination or preventing an illness from
spreading. This is a ‘‘classic’’ contamination-decontamination type of OCD
(Feinstein et al., 2003) in which contamination obsessions are associated with
harm (e.g., becoming sick or spreading an illness), and washing or cleaning
compulsions serve the purpose of preventing that harm (in addition to alle-
viating distress or anxiety). Thewashing and cleaning compulsions need to be
performed for as long as patients feel contaminatedor dirty, and thismay take
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Table 6–6. Characteristics Associated With Various Types of Obsessions and

Compulsions

Types of Obsessions and Compulsions Characteristics

Contamination obsessions, washing and
cleaning compulsions

— Excessive fear of diseases

— Extreme washing can lead to dermatitis

— Washing and cleaning compulsions are
usually performed with the purpose of
preventing harm

— Washing and cleaning compulsions may also
be performed to reduce distress about feeling
contaminated, and these are usually related to
excessive feeling of disgust

Doubting obsessions, checking, and
reassurance seeking

— Perhaps ‘‘generic’’ features of OCD (present
in various types of obsessions and
compulsions)

— Often associatedwith inflated responsibility
for potentially catastrophic outcomes,
exaggerated appraisal of harm, intolerance
of uncertainty, and memory distrust

Symmetry, ordering, and arranging
obsessions and compulsions (including
touching, tapping, counting, and repeating)

— Compulsions are usually driven by
‘‘sensory phenomena’’ (‘‘not-just-right
experiences’’ and sense of incompleteness)

— Related to perfectionist tendencies or
obsessions

— Often associated with ‘‘obsessional
slowness’’

— Often experienced as ego-syntonic

— Early onset

— Frequent co-occurrence with Tourette’s
disorder and chronic tic disorder

— Treatment outcome less favorable

Sexual, aggressive, and religious obsessions
and compulsions

— Main underlying theme: fear of losing
control over one’s behavior and thus
revealing a shameful or abhorrent content
of obsessions

— Overt compulsions less likely (and hence
the frequent but erroneous term ‘‘pure
obsessions’’)

— Often associated with the relatively specific
appraisals of and/or beliefs about obsessions

Hoarding — Often performed automatically (without a
clear purpose)

— Associated with poor insight, more
personality disturbance (including
schizotypal personality disorder), and
greater severity of OCD

— Tends to respond poorly to standard
treatments for OCD and to have poorer
prognosis

— Separate psychopathological entity from
OCD?
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a very long time (e.g., several hours). Episodes of washing may also be
relatively brief, but have to be repeated many times throughout the day.

In another ‘‘type’’ of OCDwith contamination obsessions and washing or
cleaning compulsions, there is mainly a discomfort or distress about feeling
contaminated or not clean (Feinstein et al., 2003). Patients then engage in
excessive cleaning orwashing to reduce the feeling of contamination and not
to prevent any particular contamination-related harm. These patients seem
to have strong feelings of disgust (Tsao and McKay, 2004).

To ensure getting clean, some patients use strong and obviously inap-
propriate cleaning devices while washing their hands, such as detergents or
bleach; others rub their hands or other body parts somuch that they damage
the skin, sometimes creating severe lesions and causing dermatitis. In the
latter case, it is important to ascertainwhetherwashing compulsions have an
additional purpose, for example, self-punishment for imagined or real
wrongdoing. Sometimes washing has a symbolic meaning, as an expression
of the need to atone for aggressive, sexually unacceptable, or other inap-
propriate acts, or to ‘‘undo’’ such acts, regardless of whether these have been
committed in fantasy or reality. Harsh and very concrete washing and
cleaning rituals (e.g., cleaning completely, until the skin starts bleeding)
often indicate the presence of a significant underlying psychopathology,
such as severe personality disturbance or even psychosis.

Although washing and cleaning compulsions are usually related to
contamination obsessions, they may subsequently run their own course
or be unrelated to such obsessions even from the onset of OCD. Thus,
patients may develop a compulsion to wash a certain number of times not
necessarily because that would cleanse them from germs but because that
number has a special significance for them and patients fear the conse-
quences of not only washing less but also of washing more. Magical
thinking is the basis for such ritualized compulsions, and compulsions
then serve the purpose of preventing a dreaded, noncontamination-related
catastrophe.

Pathological Doubt (Doubting Obsessions), Checking, and
Reassurance Seeking

Checking compulsions are often associated not onlywith pathological doubt
and doubting obsessions but alsowith a range of otherOCDphenomena. For
example, patients with contamination fears commonly check whether their
surroundings have been contaminated. Likewise, pathological doubt is com-
monly present in patients with other manifestations of OCD. These patients
are rarely sure about anything and it is easy for a seed of doubt to be planted
in their mind, regardless of whether their primary concern is contamination,
sexual obsessions, or something else. Thus, pathological doubt and checking
compulsions can be considered to be ‘‘generic’’ features of OCD, which
characterize a variety of its putative subtypes.
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In very broad terms, obsessional self-doubt pertains to a person’s recur-
rent and tormenting feeling that something about him or her is ‘‘not right.’’
This feeling may refer to various aspects of the person’s personality, beha-
vior, thinking, physical appearance, or health. Self-doubt is often associated
with uncertainty as to whether the person has done something or not. This
uncertainty and inflated sense of responsibility often lead to checking
compulsions. They may serve several purposes: alleviating distress or
anxiety, ‘‘making sure’’ that there is no reason for further doubting, abol-
ishing uncertainty, and reassuring oneself that one will not be held respon-
sible in case of an accident or othermishap. The latter is particularly evident
when checking is future-oriented. For example, if a burglary occurs after
the person has checked five times that all the doors and windows are
locked, the expectation is that the person will be less likely to hold himself
or herself responsible; likewise, in case of fire, the person who has made
sure that all the electrical and gas appliances have been turned off and
unplugged would feel safe in that he or she has not made the fire more
likely. When performed ritualistically and driven by magical thinking,
future-oriented checking compulsions serve the purpose of preventing
future harm or ‘‘undoing’’ the corresponding obsession.

Checking compulsions that aremore past-oriented are related to excessive
reassurance seeking and serve the purpose of alleviating anxiety and dimin-
ishing the burden of responsibility for something that patients suspect they
have or have not done. Sometimes, this checking and reassurance have the
effect of temporarily ‘‘undoing’’ the underlying obsession. For example,
patients who are uncertain in a quasi-delusional way as to whether they
have committed a crime will constantly check and/or ask for reassurance
that they did not do that. They are relievedwhen they find out or are told that
nothing dreadful happened and may feel that the underlying obsessional
doubt has been abolished; however, these effects of checking and reassurance
do not last very long. Another example of pathological doubt, intolerance of
uncertainty, reassurance seeking, and checking compulsions can be found
among some patients with somatic obsessions and hypochondriasis, as their
doubts and uncertainty pertain to their health.

Like washing and cleaning compulsions, checking compulsions may
become increasingly complex over time so that they must be performed
in a certain, strictly specified way and/or a certain number of times.
Because of the prominent magical thinking behind such checking, any
deviation from the rules of the ritual is then believed to have some dreaded
consequence. This makes the patient feel evenmore responsible for precise,
ritualistic performance of the compulsion.

Checking compulsions have been associated with several abnormal-
ities in the domain of appraisals, beliefs, and other cognitive phe-
nomena and processes (see Etiology and Pathogenesis, below). These
include inflated responsibility for potentially catastrophic outcomes
(Salkovskis, 1985), exaggerated appraisal of harm (Rachman, 2002),
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intolerance of uncertainty (Tolin et al., 2003), and memory distrust (van
den Hout and Kindt, 2003a).

Need for Symmetry, Rearranging Objects, and Perfectionism (Symmetry,
Ordering, and Arranging Obsessions and Compulsions)

The dominant clinical manifestation of some patients with OCD is a preoc-
cupation with rearranging objects so that they follow a certain pattern,
usually a symmetrical or balancing one (for example, balancing the shape
and color of objects). The compulsion to rearrange objects occurs in response
to an obsession about objects having to be arranged in a certain pattern, order,
or sequence. This compulsion is usually preceded by discomfort and tension
about objects not being arranged in the ‘‘right’’ way and is therefore per-
formed with the purpose of alleviating discomfort and tension (Rasmussen
and Eisen, 1991). Typically, patients state that they have an urge to move
objects not because they attempt to prevent some harm but because the way
in which objects are arranged ‘‘just doesn’t feel right’’ or creates a sense of
incompleteness (Summerfeldt, 2004). In other words, their compulsions are
driven by ‘‘sensory phenomena’’ (‘‘not-just-right experiences’’ and sense of
incompleteness; Miguel et al., 2000; Coles et al., 2003). Accordingly, patients
continue moving and rearranging objects until they are arranged in a way
that ‘‘feels right.’’ Therefore, these compulsions often resemble ‘‘impulsions’’
or may be indistinguishable from them (see Compulsions, above). A related
type of compulsion is doing something (typically touching, tapping, or
counting) or repeating one’s movements in a specific pattern.

It is often difficult to understand what constitutes a pattern that is ‘‘just
right.’’ One possibility is that it reflects a peculiar and highly idiosyncratic
tendency towardperfectionismorobsessions related toperfectionism. This is
supported by clinical observations that, like perfection, finding the ‘‘right’’
pattern is very hard, with patients spending a lot of time trying to find one
with which they would be satisfied. When this type of compulsion is com-
bined with pathological doubt and checking, it may be almost impossible to
complete tasks. Patients then appear extremely slow, a phenomenon referred
to as ‘‘primary obsessional slowness’’ (Rachman and Hodgson, 1980).

Patients with symmetry, ordering, and arranging obsessions and com-
pulsions tend to experience their obsessions and compulsions as more ego-
syntonic (Eisen et al., 2006) and seek help less often (Mayerovitch et al.,
2003). The onset of OCD is usually earlier in these patients (e.g., Mataix-
Cols et al., 1999; Rosario-Campos et al., 2001). This is the type of OCD that
more frequently co-occurs with Tourette’s disorder and chronic tic disorder
(Baer, 1994; Leckman et al., 1994; Miguel et al., 1995; Mataix-Cols et al.,
1999). The primary obsessional slowness has been associated with poor
response to both pharmacotherapy and behavior therapy, and the presence
of symmetry, ordering, and arranging obsessions and compulsions gener-
ally indicates a less favorable treatment outcome (e.g., Starcevic and
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Brakoulias, 2008). Less often, when compulsions of rearranging objects are
connected through magical thinking with some imagined catastrophic out-
come, they are performed with the purpose of preventing harm. This is
done in a ritualized manner and a strictly specified sequence for fear of
harmful consequences if the compulsion is performed incorrectly. In these
situations, patients also have an inflated sense of responsibility for pre-
venting the feared catastrophe.

Sexual, Aggressive, and Religious Obsessions and Compulsions

Sexual and aggressive obsessions are probably the most unpleasant and
most frightening of all obsessions. Patients with these obsessions are
usually afraid that they might behave in a sexually inappropriate manner
or hurt and even kill their family members, friends, co-workers, or mere
bystanders. Patients with sexual obsessions are typically concerned that
they might become sexually disinhibited, behave in a sexually ‘‘perverted’’
manner and have sex with a family member or someone outside marriage,
or have a sexual relationship not consistent with their sexual orientation.
The feared aggressive behavior might be only verbal, so that patients are
concerned that they might swear at someone or shout. Sometimes, patients
are obsessively preoccupied with thoughts or images of harming or killing
themselves.

The main theme underlying sexual and aggressive obsessions is a
fear of losing control over one’s behavior; a possibility of losing control
makes sexual and aggressive obsessions even more distressing. Since
patients are plagued by doubt as to whether they will remain in
control, they often take measures to prevent the dreaded sexual or
aggressive act. They usually do so by avoiding people with whom
they might have a sexual encounter or by removing from their home
all objects that could be used as weapons (typically all sharp objects
such as knives and scissors). These patients are less likely to exhibit
overt compulsions but may respond to their obsessions with covert
compulsions (serving the purpose of preventing harm, that is, loss of
control). Therefore, the term pure obsessions, often used to refer to this
type of OCD, is not a correct designation.

It is even more troublesome when patients have sexual or aggressive
obsessions that they have already committed a crime (e.g., robbed a
bank, killed someone, or sexually molested a child), had an extramar-
ital affair, or behaved otherwise in a sexually inappropriate manner.
These patients repeatedly ask for reassurance that this did not happen
or check whether it did happen. In more severe cases, patients are
plagued by guilt and a need to be punished and may confess their
‘‘wrongdoing’’ to their close friend or turn themselves in to the police,
admitting their crime. This type of obsession may be associated with
beliefs that seem delusional in quality.
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Because of the abhorrent nature of sexual and aggressive obsessions and
the fact that themes of most of them are socially unacceptable, patients with
these obsessions often feel guilty for having them. The guilt can also drive
patients to come up with compulsions (usually covert) that would ‘‘undo’’
obsessions: this elimination of obsessions liberates patients from guilt, albeit
temporarily. For example, a patient with an obsession about exposing himself
sexually developed a mental compulsion that consisted of imagining himself
dead; his understanding of this compulsion was as follows: ‘‘If I am dead, I
can’t have these terrible thoughts. Therefore, such thoughts do not exist.’’

Religious obsessions are related to sexual and aggressive obsessions in
that they are usually embarrassing or shameful and embody the notion of
the threatened loss of control. Patients with religious obsessions are often
concerned that they might utter something blasphemous in public situa-
tions and places of worship or during religious ceremonies. The reasons for
having these obsessions may or may not pertain to the person’s attitudes
toward religion and related matters. Compulsions that appear in response
to religious obsessions often serve the purpose of ‘‘undoing’’ these obses-
sions and thereby preventing harm. Such compulsions are not necessarily
religious in nature.

Religious compulsionsmay be difficult to recognize when they resemble
sanctioned religious rituals. A clinician should have good understanding of
the religious beliefs and rituals to be able to separate what is ‘‘normal’’ from
what is a manifestation of OCD. Religious compulsions are usually exces-
sive, often far above and beyond everything that institutionalized religions
prescribe; also, they tend to be performed inways that are unusual, even for
the most devout worshipers. Religious compulsions are performed for
various reasons: their purpose may be to alleviate distress as well as
‘‘undo’’ the underlying obsession and prevent the imagined harm.

The cognitive model of OCD has shed some light on aggressive, sexual,
and religious obsessions (see Etiology and Pathogenesis, below). These
obsessions have been associated with appraisals or beliefs that intrusive
thoughts are important and with catastrophic appraisals of a failure to
control such thoughts (Freeston et al., 1996; Obsessive Compulsive
Cognitions Working Group, 1997). In addition, aggressive, sexual, and
religious obsessions may be even more distressing if they are associated
with beliefs that having unacceptable or immoral thoughts is morally
wrong or that having some thoughts increases the likelihood that certain
frightening events will occur (Shafran et al., 1996).

Hoarding

Hoarding is characterized by excessive collection and storage of objects that
do not have any market or personal (sentimental or otherwise) value.
Persons who hoard are usually unable to discard such objects. As with
many other manifestations of OCD, hoarding is encountered on a spectrum
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from verymild to extreme, when the person seems completely preoccupied
with the hoarding activity. In themost severe cases, there is no room to store
anymore objects and the home of the affected person is extremely unkempt.

Hoarding is an unusual compulsion in that it is often not preceded by or
associated with corresponding obsessions. Also, the act of hoarding does
not bring about an obvious decrease in anxiety and discomfort, although
attempts to prevent hoarding are usually met with resistance. Unlike some
other compulsions, hoarding rarely seems to have a symbolic meaning and
is not performedwith the purpose of averting some catastrophe. The reason
for hoarding can sometimes be found in the belief that the collected items
will have value in the future or be important in some other way (e.g., in case
of shortages). However, many patients who hoard are unable to explain
why they do it, other than stating that they ‘‘just have to do it.’’ Therefore,
hoarding often appears to be an automatic activity.

Hoarding is usually accompanied by poor insight (Frost et al., 2000;
Samuels et al., 2007) and, therefore, patients do not tend to resist it and are
generally lessmotivated for treatment.Hoarding is commonly associatedwith
personality disturbance, including schizotypal personality disorder, and
greater overall severity of OCD (Frost et al., 2000; Samuels et al., 2007).

Hoarding is a less frequent manifestation of OCD and may also be seen
in persons with obsessive-compulsive personality disorder and other con-
ditions (e.g., some psychotic and ‘‘organic’’ mental disorders). It is not
always easy to determine whether hoarding is a part of OCD or
obsessive-compulsive personality disorder. In OCD, there are usually
other obsessions and/or compulsions and hoarding directly interferes
with functioning, whereas hoarding as part of obsessive-compulsive per-
sonality disorder does not contribute significantly to the overall impair-
ment associated with that condition.

Hoarding in OCD appears to have unfavorable treatment implications as it
tends to respond poorly to selective serotonin reuptake inhibitors, clomipra-
mine, various forms of cognitive-behavior therapy, and combinations of these
treatments (e.g., Starcevic and Brakoulias, 2008). Animal models have shown
that the dopaminergic system may play an important role in hoarding (Stein
DJ et al., 1999), which supports augmentation of a selective serotonin reuptake
inhibitor or clomipramine with antipsychotic drugs (acting as dopamine
receptor antagonists) in the treatment of OCD patients with hoarding.

The status of hoarding in the classification of mental disorders remains
uncertain. It is recognized that hoarding differs in important ways from
most other manifestations of OCD, but the proposed options for its con-
ceptualization and classification are somewhat divergent. While in some
instances, hoardingmay be a symptom subtype of OCD, in others it may be
a separate syndrome, which could be classified as one of the putative
obsessive-compulsive spectrum disorders (Pertusa et al., 2008). Other
research has not found evidence of a specific relationship between hoarding
and OCD, calling into question the notion that hoarding is a specific
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manifestation of OCD and suggesting that hoarding should be regarded
more broadly, as a set of behaviors that appears in conjunction with OCD
and other disorders (Abramowitz et al., 2008).

RELATIONSHIP BETWEEN OBSESSIVE-COMPULSIVE

DISORDER AND OTHER DISORDERS

Obsessive-compulsive disorder tends to co-occur or be associated with
several other disorders. The relationship with depression and psychotic
illness is particularly important because of the implications for clinical
practice. In addition, OCD may co-occur with tic disorders, personality
disturbance, and several other anxiety disorders. The concept
of obsessive-compulsive spectrum disorders was proposed to emphasize
the similarities between OCD and a number of other conditions. Clinical
implications of the relationship between OCD and other disorders are
summarized in Table 6—7.

Obsessive-Compulsive Disorder and Depression

Obsessive-compulsive disorder and depression commonly occur together.
One study showed that 67% of patientswithOCDhad a lifetime diagnosis of
major depression, whereas 31% were currently depressed (Rasmussen and
Eisen, 1988). Inmost patients, depression seems to follow OCD, perhaps as a
result of the demoralizing effects of long-lasting OCD. Consequently,
patients with an early onset and chronic course of OCD may be more likely
to develop depression.

The relationship between OCD and depression may be quite complex.
Obsessions and compulsions may becomemore or less prominent during a
major depressive episode. Depressive ruminations sometimes resemble
obsessions, and it is important to distinguish between the two (Table 6—2).
Co-occurringmajor depression does not necessarily have a negative impact
on the pharmacotherapy (Denys et al., 2003a) and behavior therapy (Foa
et al., 1984; Basoglu et al., 1988; O’Sullivan et al., 1991) of OCD. A more
severe depression, however, is likely to interfere with behavior therapy of
OCD (Foa et al., 1981, 1983; Keijsers et al., 1994; Abramowitz et al., 2000).

Obsessive-Compulsive Disorder and Psychotic Illness

An important relationship exists between OCD and psychotic illness. This
link appears particularly strong in adolescents who initially present with
OCD or an OCD-like picture but then go on to develop a psychosis. It comes
as no surprise, then, that it was believed that OCD might be a prodrome of
schizophrenia; however, comparisons with the general population and long-
itudinal studies have shown that people with OCD do not have a higher risk
than others of developing schizophrenia (Goodwin et al., 1969; Black, 1974).
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Table 6–7. Clinical Implications of the Relationship Between Obsessive-

Compulsive Disorder and Other Disorders

Obsessive-Compulsive Disorder and Depression

• Depression often co-occurs with OCD

• Depressive ruminations should be distinguished from obsessions

• Features of OCD may become more or less prominent during an episode of
depression

• Co-occurring depression does not necessarily have a negative impact on the
outcome of treatment of OCD; a more severe depression is likely to interfere
with behavior therapy of OCD

• When OCD patients treated only with behavior therapy or cognitive-
behavioral therapy become depressed, adding an antidepressant should be
considered

Obsessive-Compulsive Disorder and Psychotic Illness

• Some patients with OCD eventually develop psychosis or already have an
underlying psychotic illness

• It is important to identify OCD patients who have an underlying psychotic
illness or who are prone to developing one (some patients with poor insight
and complex or bizarre obsessions and/or compulsions?)

• Beliefs related to OCD, overvalued ideas, and delusions need to be
distinguished

• It is important to distinguish between ‘‘delusional OCD’’ or ‘‘obsessive-
compulsive psychosis’’ on one hand, and OCD that co-occurs with
schizophrenia and schizotypal personality disorder on the other; the former
may have better prognosis than the latter

Obsessive-Compulsive Disorder and Tic Disorders

• Some patients with OCD have a tic disorder and a sizable proportion
of patients with tic disorders also have OCD or obsessions and compulsions

• Clinicians should look for tic disorders especially in OCD patients with
symmetry, ordering, and arranging obsessions and compulsions and in
those with hoarding because they are more likely to have tic disorders

• Patients with OCD and Tourette’s disorder have more family members with
both OCD and Tourette’s disorder, and an earlier onset of OCD

• OCD patients with a co-occurring Tourette’s disorder are more likely to
respond to a combination of a selective serotonin reuptake inhibitor or
clomipramine and antipsychotic medication

Obsessive-Compulsive Disorder and Personality Disturbance
• Although there is some overlap between OCD and obsessive-compulsive

personality disorder, the relationship between them is not unique

• Presence of severe personality disturbance, especially schizotypal
personality disorder, suggests poorer prognosis and poorer response to
treatment
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Patients with psychosis-related OCD (‘‘delusional OCD’’ or ‘‘obsessive-
compulsive psychosis’’) may have poor insight, that is, they may not think
that their obsessions and/or compulsions are irrational. Some types of
obsessions and compulsions have a strong ‘‘flavor’’ of psychosis, especially
when they seem too complex or bizarre. Obsessive-compulsive disorder
may be accompanied by delusional beliefs related, at least initially, to the
obsessions and/or compulsions. For example, a patient with obsessions
about having committed a crime developed a delusional belief that he is
guilty and repeatedly requested to be punished.

In one study, psychotic symptoms were found in 14% of OCD patients;
almost one half of these patients had delusional OCD whereas the
remainder received diagnoses of schizophrenia, schizotypal personality
disorder, and delusional disorder (Eisen and Rasmussen, 1993). A distinc-
tion between delusional OCD on one hand and OCD that co-occurs with
psychotic disorders and schizotypal personality disorder on the other may
be important because the former may have a better prognosis than the
latter. Co-occurring schizotypal personality disorder (believed to be related
to schizophrenia) was clearly identified as indicating poor prognosis in
OCD (Jenike et al., 1986; Minichiello et al., 1987; Baer et al., 1992; Ravizza
et al., 1995; Moritz et al., 2004; Catapano et al., 2006). Schizophrenia
co-occurring with OCD also appears to be associated with a generally
poorer response to treatment of OCD.

Obsessions and compulsionsmay be seen among patients with a primary
diagnosis of schizophrenia. The proportion of these patients varies, with
8%—41% of schizophrenic patients having symptoms of OCD or meeting
the diagnostic criteria for OCD (Fenton and McGlashan, 1986; Eisen et al.,
1997). When these patients were compared with schizophrenic patients who
had no obsessions and compulsions, they were more likely to have a more
chronic course and greater impairment (Fenton andMcGlashan, 1986). It has
been suggested that OCD co-occurring with schizophrenia
(‘‘schizo-obsessive disorder,’’ Zohar, 1997) may be a distinct subtype of
schizophrenia with unique clinical characteristics (Rajkumar et al., 2008).

Obsessive-Compulsive Disorder and Tic Disorders

Tic disorders and OCD have an interesting relationship. The focus has been
mainly on Tourette’s disorder, a condition with prominent motor and vocal
tics. There is a similarity between OCD and Tourette’s disorder in that both
are characterized by repetitive behavior; tics in Tourette’s disorder are invo-
luntary only to a certain degree and are often performed to provide relief and
until patients ‘‘feel right’’ (Leckman et al., 1994). There are several other
important aspects of the relationship between OCD and Tourette’s disorder.

First, OCD occurs in a significant proportion of patients with Tourette’s
disorder; symptoms ofOCDand/or a full-blownOCDhave been reported in
30%—40% of patients with Tourette’s disorder (Leckman et al., 1993).
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Conversely, 20% of OCD patients had a lifetime history of multiple tics, and
5%—10% of OCD patients had a lifetime history of Tourette’s disorder
(Leckman et al., 1994). Second, OCD patients with Tourette’s disorder have
more family members with both OCD and Tourette’s disorder and an earlier
onset of OCD (Pauls et al., 1995). Third, OCD patients with symmetry
obsessions and compulsions involving ordering, arranging, and hoarding
are more likely to have Tourette’s disorder (Baer, 1994; Leckman et al., 1994;
Miguel et al., 1995; Mataix-Cols et al., 1999). Finally, OCD patients with
Tourette’s disorder are more likely to respond to a combination of a selective
serotonin reuptake inhibitor or clomipramine and antipsychotic medication.

Obsessive-Compulsive Disorder and Personality Disturbance

Obsessive-compulsive disorder was considered to have a unique relation-
ship with obsessive-compulsive personality disorder. It was believed that
obsessive-compulsive personality disorder predisposes to OCD, that per-
sonality attributes associated with OCD are invariably those of obsessive-
compulsive personality disorder, and/or that in comparison with
obsessive-compulsive personality disorder, OCD is just a more severe
variant of the same underlying psychopathology. These beliefs about the
relationship between OCD and obsessive-compulsive personality disorder
have not been confirmed. In fact, one study found obsessive-compulsive
personality disorder in a small number (6%) of OCD patients, whereas
dependent and histrionic personality disorders were more common (Baer
et al., 1990).

Nevertheless, the relationship between OCD and obsessive-compulsive
personality disorder remains important, especially considering some over-
lapping features such as perfectionist tendencies, pathological indecisive-
ness, hoarding behavior, and preoccupation with control. Developmental
pathways to OCD and obsessive-compulsive personality disorder may to
some extent be common to both, but then they diverge (see Etiology and
Pathogenesis, below).

The presence of severe personality disturbance is associated with poorer
prognosis and a less favorable outcome of treatment of OCD. As already
noted, this has been clearly shown for schizotypal personality disorder.

Obsessive-Compulsive Disorder and Anxiety Disorders

Obsessive-compulsive disorder co-occurs less frequently with anxiety dis-
orders than with depression and the co-occurrence with anxiety disorders
seems to have fewer implications for clinical practice than that with depres-
sion. Among patients with the principal diagnosis of OCD, the lifetime
rates of specific phobia, social anxiety disorder, and panic disorder have
been reported to be 22%, 18%, and 12%, respectively (Rasmussen and Eisen,
1988). The frequency of current OCD in patients with panic disorder was

6. Obsessive-Compulsive Disorder 247



17% (Breier et al., 1986). This co-occurrence of OCD with several other
anxiety disorders suggests that there may be a common diathesis among
some individuals to develop OCD and/or another anxiety disorder.

Obsessive-Compulsive Spectrum Disorders

The concept of obsessive-compulsive spectrum disorders (Hollander, 1993;
Hollander and Wong, 1995) arose from observations of certain similarities
between OCD and other disorders. These similarities pertain to some
aspects of clinical presentation (e.g., intrusive thoughts, irresistible urges
to perform certain acts, repetitive behaviors), patterns of co-occurrence
with other disorders, age of onset, course, family history of OCD or dis-
orders related to OCD, neurobiological underpinnings, and treatment
response (especially a favorable response to selective serotonin reuptake
inhibitors). The conditions that are usually subsumed under obsessive-
compulsive spectrum disorders include a preoccupation with appearance
and/or with presumed body defect (body dysmorphic disorder), fears
and/or beliefs of having a serious illness (hypochondriasis), some eating
disorders (e.g., anorexia nervosa), impulse control disorders (e.g., tricho-
tillomania), ‘‘behavioral addictions’’ (e.g., ‘‘sexual addiction,’’ compulsive
buying, ‘‘Internet addiction’’), neurological disorders with repetitive beha-
viors (e.g., Tourette’s disorder), some personality disorders (e.g., obsessive-
compulsive personality disorder), and others (Table 6—8).

A lack of ability to delay or inhibit repetitive behaviors (Hollander
and Benzaquen, 1997) has been proposed as the key common feature of
the very diverse conditions postulated to constitute obsessive-
compulsive spectrum disorders. These disorders can be conceptualized
to lie on a continuum from compulsivity (or overestimation of harm
and risk avoidance) to impulsivity (or underestimation of harm and
risk-taking). Some research findings along with a view that OCD is not
an anxiety disorder (see Diagnostic and Conceptual Issues, below)
have led to a proposal to remove OCD from the group of anxiety
disorders and to create obsessive-compulsive spectrum disorders as a
nosologically separate group. The proposed criteria for membership in
this group are listed in Table 6—9.

The concept of obsessive-compulsive spectrum disorders has not been
accepted by all and is still being debated. It has been criticized on grounds
that there are important differences between the conditions included in the
spectrum and betweenOCD and some of these conditions and that many of
the spectrum disorders have a broader relationship with anxiety and
depressive disorders in general, rather than with OCD in particular (e.g.,
Rasmussen, 1994; Crino, 1999). If the group of obsessive-compulsive spec-
trum disorders is introduced, it is not clear what it will encompass. A
consensus seems to be emerging, however, that the spectrum should be
kept relatively narrow and that it should probably not include autism,
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Table 6-8. Disorders Often Included in the Obsessive-Compulsive Spectrum

Disorders

Somatoform Disorders (as per DSM-IV-TR)
Body dysmorphic disorder
Hypochondriasis
Somatization disorder

Eating Disorders

Anorexia nervosa
Bulimia nervosa
Binge eating disorder

Impulse Control Disorders (including ‘‘behavioral addictions’’)

Trichotillomania
Onychophagia (nail-biting)
Pathological gambling
Kleptomania
Compulsive buying
Pyromania
Intermittent explosive disorder
‘‘Internet addiction’’

Sexual Disorders

Nonparaphilic compulsive sexual behaviors (‘‘sexual addiction,’’ ‘‘sexual
compulsions,’’ ‘‘hypersexuality’’)
Paraphilias

Neuropsychiatric Disorders: Tic Disorders and Other Movement Disorders

Tourette’s disorder
Sydenham’s chorea

Pervasive Developmental Disorders

Autistic disorder
Asperger’s disorder

Repetitive Self-Injurious Behaviors (self-mutilation)

Personality Disorders

Obsessive-compulsive personality disorder
Borderline personality disorder

Dissociative Disorders

Depersonalization disorder

Dermatological Conditions
Dermatitis artefacta
Psychogenic excoriation (compulsive skin-picking)
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eating disorders, most impulse control disorders, depersonalization dis-
order, and obsessive-compulsive personality disorder (Jaisoorya et al.,
2003; Mataix-Cols et al., 2007; McKay et al., 2008).

What may be included in the putative obsessive-compulsive spec-
trum disorders? The least controversial candidate for inclusion seems to
be body dysmorphic disorder (Jaisoorya et al., 2003; Mataix-Cols et al.,
2007; Hollander et al., 2008; McKay et al., 2008). Other likely candidates
are hypochondriasis (Jaisoorya et al., 2003; McKay et al., 2008),
Tourette’s disorder or tic disorders more broadly (Jaisoorya et al., 2003;
Mataix-Cols et al., 2007; Hollander et al., 2008), and trichotillomania
(Jaisoorya et al., 2003; Mataix-Cols et al., 2007). Table 6—10 shows the
relationship between OCD and these candidate spectrum disorders,
except for tic disorders, whose relationship with OCD is discussed in
the Relationship Between OCD and Other Disorders (above) and sum-
marized in Table 6—7.

ASSESSMENT

Diagnostic and Conceptual Issues

The key aspect of the diagnosis of OCD is the presence of obsessions
and compulsions. The DSM-IV-TR and ICD-10 diagnostic criteria for
OCD contain the definitions of obsessions and compulsions that are
presented with some modification in Clinical Features, above (see also
Tables 6—1 and 6—3). The current diagnostic manual definitions of
obsessions and compulsions could be expanded so that they further
clarify these concepts and underscore the links between obsessions and
all behaviors, not just compulsions, that appear in response to obses-
sions (see Figure 6—1).

Table 6–9. Proposed Criteria for Membership in Obsessive-Compulsive

Spectrum Disorders (Hollander et al., 2008)

At least 3 of the following 5 criteria must be present for a disorder to belong
to the obsessive-compulsive spectrum disorders; of these 3, 1 must be a prominent
family history of OCD orOCD-related disorders, or fronto-striatal (cortico-striatal-
thalamic-cortical) brain circuitry dysfunction (i.e., caudate hyperactivity):

1. Clinical similarities with OCD (in terms of course and the presence of
obsessions or obsession-like phenomena and/or compulsions or
compulsion-like acts)

2. Pattern of co-occurrence with other disorders similar to that seen in OCD
3. Prominent family history of OCD or OCD-related disorders

4. Fronto-striatal brain circuitry dysfunction (i.e., caudate hyperactivity)

5. Treatment response similar to that seen in OCD
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Table 6–10. Similarities and Differences Between Obsessive-Compulsive

Disorder, Body Dysmorphic Disorder, Hypochondriasis, and

Trichotillomania

Disorder Similarities with OCD Differences

Body dys-
morphic
disorder

1. Checking in mirrors in
BDD resembles checking
compulsions in OCD

2. Intrusive thoughts about
appearance and presumed
body defects in BDD
resemble obsessions in OCD

3. Response to exposure and
response prevention and to
serotonergic antidepressants
may be similar

1. Anxiety can be worsened by
checking in mirrors in BDD;
compulsions in OCD usually
decrease anxiety

2. Intrusive thoughts about
appearance andpresumed
bodydefects in BDD canmore
often be characterized as over-
valued ideas and aremore often
associatedwithdelusional beliefs
than are obsessions inOCD

3. Patients with BDD have
generally less insight than
those with OCD

Hypochon-
driasis

1. Health checking and
reassurance seeking in HCH
resemble checking compul-
sions in OCD

2. Intrusive thoughts about
health and disease in HCH
resemble obsessions in OCD

3. Response to exposure and
response prevention and to
serotonergic antidepressants
may be similar

1. Intrusive thoughts about health
and disease in HCH are ego-
syntonic and often can be
characterized as overvalued
ideas; obsessions in OCD are
usually ego-dystonic

2. Patients with HCH have
generally less insight than
those with OCD

3. Somatic symptoms are more
prominent and levels of
somatization are higher in
HCH than in OCD

Trichotillo-
mania

1. Perception of hair pulling
in TTM as unreasonable,
uncontrollable, and irresistible
resembles the perception of
compulsions in OCD

2. Both patients with TTM
and OCD may respond to
serotonergic antidepressants

1. Hair pulling in TTM often
occurs automatically;
compulsions in OCD occur
in response to obsessions

2. Hair pulling in TTM is often
pleasurable; compulsions in
OCD are performed to decrease
anxiety or prevent harm

3. Habit reversal is used to treat
TTM; exposure and response
prevention is used in
treatment of OCD

BDD, body dysmorphic disorder; HCH, hypochondriasis; TTM, trichotillomania.
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One of the main issues in the DSM conceptualization of OCD is a
distinction between OCD with poor insight and ‘‘classical’’ (good-
insight) OCD (see also Clinical Features, above). It is uncertain whether
these OCD subtypes represent essentially different conditions. While
insight and strength of beliefs are distributed dimensionally, it would
be important to establish ‘‘cutoffs’’ on the corresponding dimensions
and scales in order to ascertain more precisely at what point insight in
OCD is to be deemed poor, and OCD-related beliefs become over-
valued ideas and delusions. Efforts to clarify these issues conceptually
and psychometrically (e.g., Eisen et al., 1998; Neziroglu et al., 1999)
should continue.

In the ICD system, OCD is not formally grouped along with the other
anxiety disorders, but ICD-10 diagnostic criteria for OCD are similar to
those in the DSM system. There are 2 subtypes of OCD in ICD-10: ‘‘pre-
dominantly obsessional thoughts and ruminations’’ and ‘‘predominantly
compulsive acts (obsessional rituals).’’ Considering that most OCDpatients
present with both obsessions and compulsions, this subtyping seems
superfluous.

Unlike some of the other anxiety disorders (e.g., generalized anxiety
disorder, social anxiety disorder, posttraumatic stress disorder), OCD
has not been a controversial diagnostic category. The existence of OCD
and the validity of the diagnosis of OCD are rarely disputed in the
professional community, and OCD is also perceived as ‘‘real’’ by the
lay public. A part of the reason for this status of OCD is the fact that it
is a condition with a long history. As such, there is no risk of OCD
being regarded as an artificial product of diagnostic and classification
schemes or as voguish diagnosis. Furthermore, unlike many psychiatric
disorders, OCD possesses a degree of longitudinal stability (e.g.,
Mataix-Cols et al., 2002a) that reinforces its perception as real. That
is, OCD tends to persist for many years and tends to be present in
diagnostically subthreshold forms in individuals who appear
recovered.

Questions do remain about the very nature of OCD, its core fea-
tures, heterogeneity, and classification. Thus, how should OCD be
conceptualized–as a primary disorder of emotions, thinking, or beha-
vior? In the DSM system, the core feature of OCD is the underlying
emotion, that is, anxiety, but OCD may also be conceived of as a
condition mainly characterized by disordered thinking or repetitive
behavior. The DSM classification of OCD among the anxiety disorders
may be adequate for types of OCD that are characterized by patholo-
gical anxiety and resemble other anxiety disorders (e.g., many
instances of contamination obsessions and fears and washing compul-
sions). Other patients may have more in common with psychotic indi-
viduals, while patients with tics and symmetry, arranging, and
ordering obsessions and compulsions may have a neurological rather
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than a psychiatric condition. Moreover, hoarding may not remain
within the concept of OCD.

Because of the heterogeneity within OCD, it would be simplistic to
respond in either direction to the dilemma of whether OCD (as a whole)
is an anxiety disorder. Some aspects or types of OCDmake it lookmore like
an anxiety disorder, whereas others favor placing OCD in the putative
group of obsessive-compulsive spectrum disorders (Table 6—11).
Therefore, the issue of the classification of OCD remains open.

Table 6–11. Reasons For and Against Retaining Obsessive-Compulsive Disorder

Among the Anxiety Disorders (in the DSM system)

Reasons for OCD to Remain Classified

Among the Anxiety Disorders

Reasons for OCD Not to Be Classified

Among the Anxiety Disorders

Studies of the structure of psycho-
pathology provide some support to
the inclusion of OCD in the newly
proposed group of ‘‘fear disorders,’’
which will encompass core anxiety
disorders (Watson, 2005; Slade and
Watson, 2006)

Differences in gender distribution:
OCD is the only current DSM
anxiety disorder in which there is no
convincing predominance of women
(Zohar et al., 2007)

OCD and other anxiety disorders
may crucially share catastrophic
misinterpretation of objectively
non-dangerous stimuli (one’s own
intrusive thoughts) and counterproductive
attempts (through preoccupationwith
such thoughts, avoidance, reassurance
seeking, compulsions) to deal with the
resulting anxiety (Abramowitz and
Deacon, 2005)

Differences in brain circuitry: OCD is
characterized by the fronto-striatal
circuitry abnormalities, whereas the
circuitry in many anxiety disorders
involves dysfunction of the amygdala
(Stein DJ, 2007; Zohar et al., 2007)

OCD and other anxiety disorders also
share underlying threat-related beliefs
and safety-seeking behaviors that
are responsible for maintaining the
disorders and the corresponding fears
(Storch et al., 2008)

Differences in pharmacological
challenge results: unlike some other
anxiety disorders, OCDdoes not respond
with symptom worsening to challenges
with carbon dioxide, yohimbine,
caffeine, or cholecystokinin (Stein DJ,
2007; Zohar et al., 2007)

Like other anxiety disorders, OCD can
be effectively treated by means of
cognitive-behavioral therapy, using very
similar principles as in the treatment of
other anxiety disorders

Differences in response to pharma-
cotherapy: unlike other anxiety disorders
that respond to a variety of medications,
OCD selectively responds to serotonergic
agents (Stein DJ, 2007; Zohar et al., 2007)

6. Obsessive-Compulsive Disorder 253



Assessment Instruments

The Yale-Brown Obsessive Compulsive Scale (Y-BOCS; Goodman et al.,
1989a) has been the most widely used instrument for measuring the
severity of obsessions and compulsions in OCD already diagnosed by
other means. It is administered by clinicians as a semistructured inter-
view, and is quite comprehensive because it assesses obsessions and
compulsions in terms of time spent on them, their interference with
functioning, distress caused by obsessions and compulsions, resistance
to them, and ability to control these features of OCD. The Y-BOCS has
been used to monitor changes during the treatment of OCD and has
therefore been important in treatment outcome studies, acquiring the
status of a gold standard measure. It is not suitable for use as a
screening instrument for OCD.

The Padua Inventory (Sanavio, 1988) is a comprehensive, 60-item, self-
report instrument for measuring the severity of OCD and for monitoring
changes during the treatment of OCD. Versions with 39 and 41 items have
also been developed, but because of its length, this instrument is not
particularly useful for screening purposes.

Another widely used self-report instrument, containing 30 true-false
items, has been the Maudsley Obsessional Compulsive Inventory
(Hodgson and Rachman, 1977). A revised and updated version of this
instrument, called the Vancouver Obsessional Compulsive Inventory
(Thordarson et al., 2004), has 55 items and assesses features of OCD more
comprehensively on six subscales: contamination, checking, obsessions,
hoarding, ‘‘just right,’’ and indecisiveness.

Differential Diagnosis

In the differential diagnosis of OCD, the most important step is to
distinguish between obsessions and compulsions on one hand, and
phenomena and behaviors that may resemble obsessions and compul-
sions on the other (see Tables 6—2 and 6—4). Once obsessions are
distinguished from depressive ruminations, overvalued ideas, delu-
sions, and pathological worry (Table 6—2), the distinction between
OCD and depression, hypochondriasis or body dysmorphic disorder,
psychotic illness, and generalized anxiety disorder, respectively, will
generally be easier. Likewise, if compulsions are distinguished from
impulsive acts (Table 6—4), the distinction between OCD and various
impulse control disorders will not be too difficult.

The questions that need to be asked in the differential diagnosis of OCD
are as follows:

• What is the content of the obsession-like phenomenon?
• Is the obsession-like phenomenon experienced as ego-dystonic?
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• Are there any beliefs attached to the obsession-like phenomena and
compulsion-like acts?

• What are the behavioral responses to the obsession-like
phenomenon, if any?

• How can the compulsion-like acts be described?
• Does the compulsion-like act appear in response to an obsession-

like phenomenon or in response to a particular feeling or urge?
Does it appear automatically, and not in response to any
identifiable phenomenon?

• What is the goal or purpose of the compulsion-like acts?

Keeping in mind that OCD bears similarities with several other
disorders and that it often co-occurs with them, Table 6—12 presents the
most important criteria for distinguishing between OCD and these
conditions.

There is also a need to differentiate OCD from ‘‘normal’’ obsession-like
phenomena and compulsion-like acts (e.g., certain superstitious beliefs,
checking behaviors, religious rituals). Although the demarcation line
between OCD and ‘‘normality’’ sometimes seems to be very thin, useful
criteria for making this distinction do exist. As long as the obsession-like
phenomena are not taken too seriously by the person, as long as the
compulsion-like acts are not too time-consuming, and as long as both the
obsession-like phenomena and compulsion-like acts do not cause distress
and do not interfere with functioning, they are likely to remain within the
realm of normality.

EPIDEMIOLOGY

Highlights of the epidemiology of OCD are presented in Table 6—13.
Obsessive-compulsive disorder is not as common as most of the other
anxiety disorders. Lifetime prevalence figures in the United States have
fluctuated somewhat, from 2.5% in the Epidemiologic Catchment Area
Study, based on the DSM-III diagnostic criteria (Bourdon et al., 1992), to
1.6% in the National Comorbidity Survey Replication, based on theDSM-IV
diagnostic criteria (Kessler et al., 2005). The prevalence rate of OCD in the
Epidemiologic Catchment Area Study has been called into question, mainly
because of the methodological issues (a diagnostic instrument used by lay
interviewers) and the consequent possibility that the prevalence rate of OCD
might have been overestimated (e.g., Stein MB et al., 1997a). Still, the pre-
valence rates of OCD in the twomajor epidemiological surveys in the United
States have been similar, which reflects the stability of the concept of OCD
and few changes that its diagnostic conceptualization has undergone over
time (see Diagnostic and Conceptual Issues, above). When methodological
considerations are taken into account, it is probably safe to assume that the
lifetime prevalence rate of OCD in the United States is between 1.5% and 2%.
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Table 6–12. Criteria for Distinguishing Between Obsessive-Compulsive

Disorder and Other Disorders

Disorders Criteria for Distinguishing

Psychosis (e.g., schizophrenia, delusional
disorder)

— Loss of reality testing
— Presence of delusions (obsession-like
phenomena are espoused with firm
conviction and are not experienced as ego-
dystonic)

Depression Obsession-like phenomena (depressive
ruminations) are congruent with depressed
mood and are not experienced as ego-
dystonic

Hypochondriasis, body dysmorphic
disorder, anorexia nervosa

Obsession-like phenomena (overvalued
ideas) are held with a more firm belief, they
are monothematic (preoccupation with
health and disease, body image, weight and
intake of food) and are not experienced as
ego-dystonic

Generalized anxiety disorder Obsession-like phenomenon
(pathological worry) pertains to
real-life problems and is not experienced as
ego-dystonic

Specific phobia Obsession-like phenomenon
(preoccupation with specific fears) is
not experienced as ego-dystonic and is
responded to with avoidance, not
compulsions

Impulse control disorders
(e.g., trichotillomania, compulsive buying,
compulsive sexual behaviors)

Compulsion-like acts (impulsive acts)
are performed in response to an urge
or tension (not in response to obsession),
with the goal of obtaining relief,
pleasure, or gratification (not with the
goal of decreasing anxiety or preventing
harm)

Tic disorders Compulsion-like acts (tics) consist of
relatively simple motor movements or
vocalizations, which are not performed
with the goal of decreasing anxiety or
preventing harm

Stereotypic movement disorder Compulsion-like acts (stereotyped
movements) consist of a seemingly driven,
purposefulmotor behavior, whichmay
be performedwith the goal of obtaining self-
stimulation (not with the goal of decreasing
anxiety or preventing harm)

Obsessive-compulsive personality disorder — Absence of obsessions and compulsions
— Excessive devotion to work, frugality,
stubbornness, rigidity, excessive need to
control interpersonal situations, lack of
warmth
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Cross-cultural differences in prevalence have been smaller for OCD than
for other anxiety disorders. The lifetime prevalence rates of OCD range
from 0.3% in rural Taiwan (Hwu et al., 1989) to 3.2% in Puerto Rico (Canino
et al., 1987), a difference that may seem large only because these represent
extreme rates. One cross-national epidemiological survey reported very
similar lifetime prevalence rates of OCD in different countries (except for
Taiwan): 1.9%—2.5% (Weissman et al., 1994). The best-estimate lifetime
prevalence rate for OCD across epidemiological studies published between
1980 and 2004 and conducted in various countries was 1.3% (Somers et al.,
2006). These figures suggest that the prevalence of OCD is more indepen-
dent from the social, cultural, and economic influences than the prevalence
of some of the other anxiety disorders (e.g., social anxiety disorder).
Nevertheless, the question of how cultural factors may shape the presenta-
tion of OCD and affect its frequency remains largely unanswered.

Obsessive-compulsive disorder is insignificantly more frequent among
women than amongmen (e.g., Black, 1974; Rasmussen and Eisen, 1992; Foa
and Kozak, 1995), but there are several differences between women and
men with OCD. First, OCD in children and adolescents is more often

Table 6–13. Epidemiological Data for Obsessive-Compulsive Disorder

• Lifetime prevalence in theUnited States: 2.5% (DSM-III criteria, Epidemiologic
Catchment Area Study), 1.6% (DSM-IV criteria, National Comorbidity Survey
Replication)

• Lifetime prevalence in various countries, according to various diagnostic
criteria: 0.3%—3.2%

• Best-estimate lifetime prevalence rate across the world: 1.3%

• Prevalence rates in different countries vary less than prevalence rates of most
other anxiety disorders

• Practically no difference in prevalence rates between women and men

• Males have an earlier age of onset and a generally worse prognosis

• OCD in children and adolescents is more common among males than females

• Less likely to be married

• Mean age of onset: 21—22 years (range: 18—24 years), with a substantial
proportion having onset in childhood

• Onset is usually insidious, in some cases acute

• Characteristic help-seeking patterns: delayed help-seeking (average period
between onset and time of seeking help: 7.5 years); help is often sought when
the person is overwhelmed by manifestations of OCD and is no longer able to
tolerate them; help may also be sought at the initiative of family members or
significant others, or for psychiatric and nonpsychiatric complications of OCD;
help is usually sought from primary care physicians, psychiatrists, clinical
psychologists, or mental health services
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encountered amongmales (Leonard et al., 1989), and it starts earlier in boys
(Swedo et al., 1989a). Second, the onset of the adult form of OCD is also
earlier in men (Rasmussen and Eisen, 1990). Third, menmay be more likely
to have a co-occurring psychotic disorder or schizotypal personality dis-
order (Eisen and Rasmussen, 1993). Finally, the prognosis of OCD may be
generally worse in men, possibly because an earlier onset of OCD and co-
occurrence of psychotic disorders and schizotypal personality disorder are
associated with poor prognosis.

Demographic factors other than gender have not been consistently asso-
ciated with OCD. Individuals with OCD may be less likely to marry
(Rasmussen and Eisen, 1991) and tend to be impaired in various areas of
functioning (social, occupational, academic). Direct and indirect costs of OCD
to the society have been estimated to be very high (Hollander et al., 1996).

Obsessive-compulsive disorder often begins in childhood and adoles-
cence, with more than 20% of patients reporting onset before age 14
(Rasmussen and Eisen, 1990). Many children exhibit superstitious beha-
vior or have obsessions and compulsions but subsequently grow out of
them. Only a minority of children with obsessions and compulsions
actually develop OCD (Riddle et al., 1990). The prevalence of OCD
among adolescents and adults appears to be the same (Flament et al.,
1988). The disorder may continue into adulthood in a substantial number
of children with OCD. The usual mean age of onset of the adult form of
OCD is around 21—22 years, and ranges from 18 to 24 (e.g., Bland et al.,
1988; Karno et al., 1988; Rasmussen and Eisen, 1992). Late onset of OCD
is rare; one study reported that in less than 15% of individuals with
OCD, the illness first manifested itself after age 35 (Rasmussen and
Eisen, 1992).

The onset of OCD is usually insidious, with few, if any stressful or other
events preceding it. A sudden onset of OCD has been reported among
women during pregnancy (Neziroglu et al., 1992), in men after the birth
of a child (Abramowitz et al., 2001), or in males and females after a strepto-
coccal infection (Leonard and Swedo, 2001).

People with OCD often have the illness for a long time, an average of 7.5
years, before seeking help (Rasmussen and Tsuang, 1986). An important
reason for waiting so long before seeking help is the shame and secrecy
surrounding OCD. Many patients are puzzled by their obsessions and com-
pulsions, often fear that they are ‘‘crazy,’’ and go to great lengths to hide their
symptoms. Professional help is usually sought when obsessions and/or com-
pulsions become overwhelming or impossible to hide, or if they start inter-
fering with functioning much more than before. Not infrequently, family
members of OCD sufferers become alarmed and initiate contact with mental
health care providers. In some cases, psychiatric (e.g., depression) or
nonpsychiatric (e.g., infections or malnutrition in people with extreme
hoarding) complications of OCD may prompt persons to present for
treatment.
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Problems with recognizing OCD also contribute to the time lag between
the onset of OCD and its correct diagnosis. Obsessive-compulsive disorder
may be missed when patients present to nonpsychiatric physicians for pro-
blems that are apparently unrelated to OCD. For example, patients who
wash compulsively may develop dermatitis or eczema and seek help from
primary care physicians or dermatologists. In fact, one study showed that
almost 20% of patients in a dermatology outpatient clinic suffered from a
clinically significant OCD, and almost all of these patients had not been
previously diagnosed with OCD (Fineberg et al., 2003). It is important to
continue raising the awareness of OCD and promote its early detection and
accurate diagnosis. Another initiative is to educate primary care providers
and mental health professionals about effective treatments for OCD because
the data suggest that even patients who are correctly diagnosed do not
receive adequate treatment for 6—7 years (Hollander and Wong, 1998).

COURSE AND PROGNOSIS

Data on the course of OCD are summarized in Table 6—14. It has been
established that OCD is a chronic illness in most patients. The length of
follow-up periods, description of chronicity, related terminology, and other
methodological aspects have varied from one study to another, contri-
buting to some discrepant findings regarding the course of OCD. It appears
that three general types of chronicity occur in OCD:

• A fluctuating chronic course, in which there are exacerbations and
periods of complete or partial remission, observed in 2%
(Rasmussen and Tsuang, 1986; Rasmussen and Eisen, 1992), 25%
(Kringlen, 1965), 37% (Demal et al., 1993), 46% (Ingram, 1961), and
35%—47% (Black, 1974) of patients.

• A steady (constant, continuing) chronic course, without significant
fluctuations, observed in 15% (Ingram, 1961), 28% (Demal et al.,
1993), 30% (Kringlen, 1965), 54%—61% (Black, 1974), 84%
(Rasmussen and Tsuang, 1986), and 85% (Rasmussen and Eisen,
1992) of patients. The last two figures (84% and 85%) include
patients who apparently also had some fluctuations.

• Progressive, deteriorating course, observed in 5% (Kringlen, 1965),
10% (Rasmussen and Eisen, 1992; Demal et al., 1993; Skoog and
Skoog, 1999), and 14% (Rasmussen and Tsuang, 1986) of patients.

Spontaneous and enduring remissions of OCD occur rarely. The propor-
tion of OCD patients who achieve a lasting remission (complete absence of
symptoms) has been consistently small across studies, reaching 20% at the
most (Skoog and Skoog, 1999; Steketee et al., 1999).

The longest (40 to 50 years) prospective follow-up study of patients with
OCD reported that patients relapsed after being symptom-free for 10 or
even 20 years (Skoog and Skoog, 1999). This suggests that OCD patients are
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rarely permanently recovered. The same study reported that 83% of
patients showed general improvement and 48%were ‘‘clinically recovered’’
after a 40 to 50 year follow-up, but 60%—67% of patients continued to
experience symptoms of varying severity and 37% had a diagnosable OCD.

Exacerbations in the course of OCD often occur at times of stress but
cannot be reliably predicted by stressful events. Some exacerbations are
relatively mild, below the diagnostic threshold for OCD, and are not regis-
tered as true relapses.

Predictors of poor prognosis of OCD have been identified by several
studies (Table 6—15). These include early age at onset, not being married,

Table 6–14. Course of Obsessive-Compulsive Disorder

Course Percentage of

Patients

Lasting remission or recovery Maximum 20%

Fluctuating chronic course, with exacerbations and periods of
complete or partial remission

2%—47%

Steady (constant, continuing) chronic course, without
significant fluctuations (no clear-cut exacerbations and
remissions)

15%—61%

Progressive, deteriorating course 5%—14%

Table 6–15. Predictors of Poor Prognosis of Obsessive-Compulsive Disorder

• Early age at onset (Skoog and Skoog, 1999; Rosario-Campos et al., 2001)

• Not being married (Steketee et al., 1999)

• Greater initial severity of illness (Steketee et al., 1999; Hollander et al., 2002)

• Longer duration of illness and chronicity (Skoog and Skoog, 1999; Hollander
et al., 2002)

• Presence of both obsessions and compulsions (Skoog and Skoog, 1999)

• Prominent magical thinking (Skoog and Skoog, 1999)

• Poor insight (Kozak and Foa, 1994; Hollander et al., 2002)

• Presence of delusions (Hollander et al., 2002)

• Presence of severe personality disturbance, particularly schizotypal, paranoid,
and borderline personality disorders (e.g., Jenike et al., 1986; Minichiello et al.,
1987; Baer et al., 1992; Ravizza et al., 1995; Moritz et al., 2004; Catapano et al.,
2006)

• Co-occurrence of bipolar disorder and eating disorder (Hollander et al., 2002)

• Co-occurrence of chronic tics (Leonard et al., 1993)

• Poor social adjustment and inadequate social skills (Skoog and Skoog, 1999)
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greater initial severity of illness, longer duration of illness and chronicity,
presence of both obsessions and compulsions, prominent magical thinking,
poor insight, presence of delusions, presence of severe personality distur-
bance (particularly schizotypal, paranoid, and borderline personality dis-
orders), co-occurrence of bipolar disorder, eating disorder and chronic tics,
poor social adjustment, and inadequate social skills.

ETIOLOGY AND PATHOGENESIS

Obsessive-compulsive disorder has attracted the attention of
researchers and clinicians of various backgrounds and theoretical
orientations. Although we still do not have a comprehensive account
of the causes and development of OCD, it is useful to look at the
contributions of major schools of thought to our current understanding
of this illness.

BIOLOGICAL MODELS

The past several decades have witnessed an explosion of research into
biological origins of OCD. The results of this research activity do not point
to any pathophysiological mechanism as being unique to OCD, suggesting
that OCD is a heterogeneous condition with different etiological and patho-
genetic factors involved. Nevertheless, we have a better understanding of
some of the pathophysiological processes implicated in the etiology and
pathogenesis of OCD and we know more about brain structures in which
these processes take place. Table 6—16 presents findings of biological and
neuroimaging studies that are relatively specific for OCD. The results of
genetic, pathophysiological, pharmacological, brain imaging, and neuropsy-
chological studies in OCD are summarized in the text below.

Genetic Factors

Family studies have demonstrated that there are more first-degree relatives
with OCD among children with OCD and adults with an early onset of
OCD than among adults with a later onset of OCD (e.g., Lenane et al., 1990;
Riddle et al., 1990; Pauls et al., 1995; Nestadt et al., 2000). Patients with late-
onset OCD may not differ from persons without OCD in terms of the
proportion of first-degree relatives who have OCD. Therefore, it appears
that childhood and early-onset adult OCD have a stronger genetic compo-
nent than late-onset OCD. In those cases where the risk of developing OCD
is inherited, OCD may start in childhood or adolescence. At this stage,
however, it is unclear what is inherited in OCD. It is possible that certain
variations in serotonin genes increase susceptibility to develop OCD (e.g.,
Hemmings and Stein, 2006).
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A sizable number of patients with OCD and Tourette’s disorder have
more family members with both OCD and Tourette’s disorder, and these
patients also tend to have an earlier onset of OCD (Pauls et al., 1995). One
study found higher frequency of certain obsessive-compulsive spectrum
disorders (hypochondriasis, body dysmorphic disorder, and eating disor-
ders) among the relatives of people with OCD (Bienvenu et al., 2000).

Neuroanatomy and Pathophysiological Mechanisms

Brain Structures Involved in Obsessive-Compulsive Disorder

Results of brain imaging and neuropsychological studies as well as experi-
ence with neurosurgical procedures have all suggested that certain brain
structures are involved in OCD. These include the limbic system (orbito-
frontal cortex, cingulate, amygdala, thalamus) and parts of the basal
ganglia (striatum, and more specifically caudate nuclei) (e.g., Baxter et al.,
1987; Swedo et al., 1989b; Rauch et al., 1994; Breiter et al., 1996; Rosenberg
et al., 1997; Szeszko et al., 1999; Adler et al., 2000; Gilbert et al., 2000). It has
been suggested that OCD symptoms are a consequence of functional altera-
tions of the cortico-striatal-thalamic-cortical (or fronto-striatal) circuits.
Disturbances in the pathways between the cortex and the thalamus have
been implicated in the pathogenesis of obsessions and obsession-like phe-
nomena, whereas abnormalities in the striatum may be involved in the
pathogenesis of compulsions and repetitive motor acts (Insel, 1992; Rauch
and Jenike, 1993).

Neuroimaging studies have also demonstrated functional changes in the
orbitofrontal cortex, cingulate, and caudate nuclei in OCD patients who
responded to serotonergic antidepressants or behavior therapy (e.g., Baxter
et al., 1992; Perani et al., 1995; Schwartz et al., 1996; Rosenberg et al., 2000).

Table 6–16. Findings of Biological and Neuroimaging Studies That Are

Relatively Specific for Obsessive-Compulsive Disorder

• Dysfunction (partly specific, partly nonspecific?) of the serotonin
neurotransmitter system

• Altered dopaminergic function in some OCD patients, particularly those with
co-occurring Tourette’s disorder

• Brain structures implicated in the etiology and pathogenesis of OCD:

— Limbic system: orbitofrontal cortex, cingulate, amygdala, thalamus
— Basal ganglia: striatum (caudate nuclei)

• Dysfunction in the cortico-striatal-thalamic-cortical (fronto-striatal) circuits

• Certain forms of OCD in childhood: autoimmune processes following an
infection with group A b-hemolytic streptococci, with OCD occurring in
conjunction with choreiform movements (Sydenham’s chorea) or tics
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Neurotransmitter Systems

The serotonin hypothesis of OCDhas beenmost influential, mainly because
of the efficacy of serotonergic antidepressants in the treatment of OCD (and
the striking lack of efficacy of noradrenergic antidepressants). Studies with
agents that block or stimulate serotonin receptors have suggested a role for
the serotonin neurotransmitter system abnormalities in the pathogenesis of
OCD. The exact nature of serotonergic abnormalities in OCD remains
elusive, and it is also unknown towhat extent some of thesemay be specific
for OCD. It appears that several pathophysiological mechanisms involving
various serotonin receptors in various areas of the brain may lead to OCD.

In addition to dysfunction of the serotonin system, other neurotransmit-
ters have been implicated in the pathogenesis of OCD. Of clinical relevance
is altered dopaminergic function in some OCD patients (Goodman et al.,
1990a; Denys et al., 2004a), particularly those with co-occurring Tourette’s
disorder. Antipsychotics block dopamine receptors and may be effective in
OCD when combined with serotonergic antidepressants.

Other Neurobiological Aspects

Some types of OCD, particularly those that appear in childhood, may be
caused by immunological mechanisms. For example, children with
Sydenham’s chorea (a disorder of the basal ganglia like Tourette’s disorder)
very often have symptoms of OCD, and some children with OCD exhibit
choreiform movements (Swedo, 1994; Swedo et al., 1994). Because
Sydenham’s chorea is believed to be a consequence of autoimmune
mechanisms following an infection with group A b-hemolytic streptococci,
it has been speculated that childhood OCD with an abrupt onset may be a
manifestation of the bacteria-induced autoimmune processes (e.g., Allen
et al., 1995). This condition, characterized by OCD and/or neurological
abnormalities in childhood, has been referred to as Pediatric
Autoimmune Neuropsychiatric Disorder Associated with Streptococcal
Infection or PANDAS (Swedo et al., 1998). A hypothesis about autoimmune
etiology was supported by a magnetic resonance imaging finding of
enlarged basal ganglia in children with OCD or tics who also had a strep-
tococcal infection (Giedd et al., 2000).

PSYCHOLOGICAL MODELS

In view of the centrality of cognitive processes and certain behaviors in the
clinical picture of OCD, cognitive and behavioral theories of OCD have
attempted to give an account of why and how OCD patients find them-
selves so engaged in the specific, anxiety-laden patterns of thinking and
reasoning and so driven to perform their compulsions. Although no longer
as influential as in the heyday of psychoanalysis, the psychodynamicmodel
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of OCD has also contributed to an understanding of OCD, and it will be
briefly presented in the text that follows.

Cognitive Model

The cognitive model of OCD (Salkovskis, 1985, 1989, 1999; Freeston et al.,
1996; Obsessive Compulsive Cognitions Working Group, 1997; Rachman,
1997, 1998) broadly proposes that OCD occurs as a result of activation of
certain dysfunctional appraisals of and/or beliefs about one’s own thinking
and coping with such thinking. These are postulated to include appraisals
and/or beliefs that certain thoughts are dangerous because they suggest
catastrophic scenarios; that these catastrophes might be prevented by the
person who is experiencing such thoughts; that prevention of catastrophes
involves further cognitive activity; that because such cognitive activity is
not effective, it has to be augmented by harm-preventing behaviors (e.g.,
compulsions). Within this general cognitive framework of OCD, specific
models have emerged. They fall into two general types: (1) dysfunctional
appraisals of intrusions and (2) erroneous or maladaptive beliefs about
intrusions and thinking processes, with prominence of certain cognitive
patterns.

An example of the first type of cognitive accounts of OCD is the model
put forward by Salkovskis (1985, 1989, 1999). He has proposed that intru-
sive thoughts involving unacceptable, disturbing, or repugnant urges are
not by themselves pathological and lead to obsessions only if they are
appraised in a specific way. For OCD to develop, this appraisal entails the
person’s exaggerated sense of responsibility for having intrusive thoughts,
for harm associated with these thoughts, and/or for preventing harm. The
origin of such responsibility appraisals can be found in strict upbringing
and rigid codes of conduct required by schools or certain religious institu-
tions (Salkovskis et al., 1999). A dysfunctional appraisal of intrusive
thoughts may also occur as a result of selective attention paid to these
thoughts (Clayton et al., 1999).

In the second type of cognitive accounts of OCD are those that empha-
size erroneous or maladaptive beliefs about intrusive thoughts and
thinking processes, as well as certain cognitive patterns (Purdon and Clark,
1994; Freeston et al., 1996; Shafran et al., 1996; Obsessive Compulsive
Cognitions Working Group, 1997; Rachman, 1997, 1998). Some of these
beliefs and patterns appear to be moderately to highly specific for OCD
(exaggerated importance of thoughts, concern about control over one’s
thoughts), others are relatively specific for OCD (thought-action fusion,
intolerance of uncertainty, perfectionist tendencies), and some are common
to all anxiety disorders (exaggerated perception of threat, overestimation of
danger). The beliefs and cognitive patterns that are relatively specific for
OCD, along with corresponding examples, are shown in Table 6—17.
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The cognitive model also postulates that OCD is maintained by various
neutralizing activities: compulsions, avoidance, and reassurance seeking.
According to Salkovskis (1996), neutralizing activities occur because of the
patients’ sense of responsibility for preventing harm. The effect of the
neutralizing activities in terms of preventing harm and feeling safe is
temporary, and patients repeatedly resort to neutralization. This, however,
only increases the perception of threat.

The cognitive model of OCD also proposes that there may be memory
biases toward specific themes and issues that are distressing to OCD
patients (Radomsky and Rachman, 1999); for example, patients with

Table 6–17. Beliefs About Intrusive Thoughts and Thinking Processes and

Cognitive Patterns That Are Relatively Specific for Obsessive-

Compulsive Disorder

Beliefs and Cognitive Patterns Examples of Beliefs or Patterns

Exaggerated importance of thoughts
(Freeston et al., 1996; OCCWG 1997;
Rachman, 1997, 1998)

‘‘If I think about something, it has to be
important, regardless of content’’

Concern about inability to control one’s
own thoughts and the anticipated
consequences of failed control, whereby
such control is considered very
important (Purdon and Clark, 1994;
Freeston et al., 1996; OCCWG, 1997)

‘‘I should always be in control over what
goes through my mind. That I continue
to have these crazy thoughts despite my
efforts to get rid of them, will have some
dire consequences’’

Thought-action fusion (TAF) (Shafran
et al., 1996)

‘‘Having thoughts about doing
something is the same as doing it’’

A. Likelihood TAF (thinking about a
disturbing event makes it more
probable for the event to occur)

‘‘It will happen just because I think
about it’’

B. Moral TAF (having a thought about
something unacceptable or
disturbing is the same as carrying out
that unacceptable or disturbing act
and suggests that one has somemoral
defects)

‘‘Thinking about something so awful
means that I am a bad person’’

Overvaluing the need for certainty,
intolerance of uncertainty (Freeston
et al., 1996; OCCWG, 1997)

‘‘I can’t stand any uncertainty because it
is dangerous’’

Excessive need for perfectionism,
tendencies toward perfectionism
(Freeston et al., 1996; OCCWG, 1997)

‘‘It has to be 100% good, otherwise there
is no value in it’’

OCCWG, Obsessive Compulsive Cognitions Working Group.
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contamination obsessions and washing compulsions may have better
memory for objects and situations related to contamination. Another
hypothesis postulates that patients with checking compulsions feel inse-
cure about their own memory, which drives them to perform checking
rituals again and again (Macdonald et al., 1997). This hypothesis has been
elaborated with the proposition that patients with checking compulsions
have an excessive need for certainty (e.g., Tolin et al., 2003) and critical
attitude toward their ownmemory (van denHout and Kindt, 2003). Both of
these make these patients distrustful of their memory, which leads to
checking. However, instead of decreasing memory distrust, repeated
checking only increases it and thus creates a vicious circle.

The cognitive model of OCD has given important insights into some of
the key aspects of the psychopathology of OCD. It is unclear, however,
whether and to what extent the cognitive abnormalities contribute to the
development of OCD or whether they may be better understood as corre-
lates or consequences of OCD. Various aspects of the cognitive model have
received empirical support but need further refinement. For example, it has
been difficult to distinguish between appraisals and beliefs. The literature
abounds with examples of an interchangeable use of the terms appraisals
and beliefs (e.g., ‘‘inflated responsibility appraisals’’ and ‘‘inflated responsi-
bility beliefs’’). One possibility is to conceptualize appraisals as situation-
specific interpretations and beliefs as situation-nonspecific, more enduring
styles or patterns of thinking (e.g., Berle and Starcevic, 2005). Also, some
beliefs may precede and lead to certain appraisals; for example, a belief that
‘‘one’s own thoughts should always be taken seriously’’ could give rise to
an appraisal of a violent intrusive thought as something that requires
urgent attention to prevent violence. It remains to be ascertained whether
appraisals of intrusive thoughts also appear without preceding beliefs and
under what conditions certain beliefs lead to the corresponding appraisals
of intrusive thoughts.

Behavioral Model

The behavioral model of OCD (Figure 6—2) may seem somewhat simplistic,
but it has served as a foundation for an effective treatment, exposure with
response prevention. The model is based on Mowrer’s (1960) two-factor
theory of fear acquisition andmaintenance. According to this theory, obses-
sions are seen as unconditioned, fear-inducing stimuli, which are main-
tained by operant conditioning: by temporarily alleviating fear produced
by obsessions, compulsions prevent habituation to obsessions and thereby
maintain this fear, while at the same time reinforcing themselves as means
of reducing fear. In other words, compulsions (as well as avoidance) are
seen as a maladaptive behavioral response to obsessions. This response
alleviates anxiety in the short term, but in the long term, its

266 Anxiety Disorders in Adults



anxiety-alleviating function maintains the compulsions, avoidance, and
fear induced by obsessions.

Psychoanalytic Contributions

The central tenet of the psychoanalytic theory of OCD (Figure 6—3) is that
OCD results from regression to the anal-sadistic stage of development
(Freud, 1909/1955b; 1913/1958; Nemiah, 1988), as all the other features of
OCD are a consequence of this regression.

The psychoanalytic theory of OCD is a coherent explanatory model that
offers understanding of OCD on the basis of key psychoanalytic ideas.
Although the concepts of conflicts, fixation points, and regression are
currently less widely accepted, the lasting achievement of the psychoana-
lytic model is its contribution to an understanding of the aspects of OCD
such as aggressive themes, ambivalence, doubting, indecisiveness, and
magical thinking. The postulation that magical thinking plays an important

Obsessional thought (e.g., “Everything is dirty and contaminated”)

Fear

Compulsion (e.g., washing) Avoidance (of dirty and
contaminated places)

Decrease in fear (but only for as long as the person
performs a compulsion and/or is able to avoid) 

Effects:

   1. Reinforcement of compulsions

   2. Reinforcement of avoidance

   3. Maintenance of fear induced by the obsessional thought

Figure 6–2. Behavioral model of obsessive-compulsive disorder.
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role in the psychopathology and pathogenesis of OCD has been influential,
with its implicit suggestion that OCD involves disordered thinking pro-
cesses. Although the cognitive model of OCD is derived from a different
theoretical framework, it is also to some extent an outgrowth of the concept
of magical thinking.

The psychoanalytic theory is also helpful in illuminating the simila-
rities and differences between OCD and obsessive-compulsive person-
ality disorder. As a comparison, the psychoanalytic account of obsessive-
compulsive personality disorder (Freud, 1908/1959; Abraham, 1921/
1942; Shapiro, 1965; Salzman, 1968) is schematically presented in
Figure 6—4.

TREATMENT

It is a truism that treatment of OCD is often difficult and challenging,
putting to test therapeutic skills, patience, and perseverance of many thera-
pists. There is no place for therapeutic nihilism because efficacious treat-
ments for OCD do exist. Unfortunately, current treatments for OCD rarely
bring about a complete and lasting disappearance of symptoms and a
substantial proportion of patients respond poorly or only partially to

(Non)specific conflicts pertaining to aggression and sexuality

↓

Presence of the corresponding “fixation points” 
(suggested by preoccupation with dirt and aggression)

↓

Defensive regression to the anal-sadistic stage of development

↓

Consequences of regression:

1. Fusion of sexual and aggressive drives characteristic of the anal-sadistic stage →
Simultaneous love and hatred (ambivalence) → Paralyzing indecisiveness,
doubting

2.  Magical thinking (“omnipotence of thoughts”)

3.  Dominance of the rigid, punitive superego

↓

Use of the defense mechanisms against anxiety and conflicts pertaining to aggression
and sexuality, with the goals of decreasing anxiety and controlling aggressive and

sexual drives:

1.  Isolation of affect

2.  Undoing (“second line of defense,” manifested in compulsions)

3.  Reaction formation

Figure 6–3. Psychoanalytic account of obsessive-compulsive disorder.
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multiple treatment modalities. Still, with the more realistic goals of treat-
ment of OCD–e.g., alleviation of symptoms and improvement in func-
tioning–current treatments hold promise for many patients.

The comparative efficacy of pharmacotherapy (clomipramine and selec-
tive serotonin reuptake inhibitors) versus cognitive-behavioral therapy
(CBT) or more precisely, exposure and response prevention (ERP), the
most commonly used psychological treatment for OCD, continues to be
debated. While some data suggest that these treatments show approxi-
mately equal efficacy (e.g., Abramowitz, 1997; Kobak et al., 1998), other
research has reported ERP or a CBT package that includes other techniques
besides ERP to be more efficacious than clomipramine and fluvoxamine,
respectively, (e.g., Foa et al., 2005; O’Connor et al., 2006).

Although most treatment guidelines endorse both effective pharmaco-
logical agents and ERP in the treatment of OCD, they show some differ-
ences in terms of which treatment is recommended first. This seems to
depend on the combination of four factors: severity of OCD, availability
of ERP, willingness to undergo ERP, and efficacy of the previously adminis-
tered ERP (Table 6—18). For mild cases of OCD, ERP tends to be recom-
mended as the first-line treatment, if available and if patients are willing to
undergo this treatment. For moderate and severe cases of OCD and for
patients unwilling to undergo ERP or previously unresponsive to it, phar-
macotherapy tends to be recommended. A combination of pharma-
cotherapy and ERP may be indicated for patients with severe OCD who
are willing to undergo ERP.

(Non)specific disturbances in relations with primary objects
(e.g., “cold parents”)

↓
Low self-esteem + conflicts pertaining to aggression:

↓
A. Consequences of low self-esteem:

1. Need to “conquer” superego  →  Tendencies toward perfectionism  →  Fear of
making a mistake  →  Rigid and dogmatic cognitive style

2.  Tendency to control others to prevent their loss

3.  Difficulty with (fear of) interpersonal intimacy

B. Consequences of conflicts pertaining to aggression:

1.  Fear of losing control

2.  Ambivalence and indecisiveness

3.  Use of the defense mechanisms (reaction formation, isolation of affect)

Figure 6–4. Psychoanalytic account of obsessive-compulsive personality
disorder.
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Pharmacological treatment and CBT for OCD are presented separately,
followed by a discussion of combined treatments,mainly pharmacotherapy
in conjunctionwith CBT. Other biological treatments for treatment-resistant
OCD are also discussed.

PHARMACOLOGICAL TREATMENT

Aspects of pharmacological treatment that are specific for OCD are listed in
Table 6—19. Obsessive-compulsive disorder was the first among the anxiety
disorders for which selective serotonin reuptake inhibitors (SSRIs) demon-
strated efficacy. Prior to that, clomipramine, a tricyclic antidepressant with
predominant serotonergic activity (inhibition of serotonin reuptake), had
established itself as a pharmacotherapy gold standard for OCD.
Comparisons between medications with serotonin reuptake blocking prop-
erties and antidepressants that do not block serotonin reuptake, such as
nortriptyline (Thoren et al., 1980), amitriptyline (Ananth et al., 1981), and

Table 6–18. General Treatment Recommendations for Obsessive-Compulsive

Disorder

Severity

of OCD

Availability

of ERP

Willingness to

Undergo ERP

Efficacy of

Prior ERP

Recommended

Treatment(s)

Mild Yes Yes — ERP

Mild Yes No — Pharmacotherapy*

Mild No — — Pharmacotherapy*

Mild Yes Yes No Pharmacotherapy* or
ERP

Moderate Yes Yes — ERP –
pharmacotherapy**

Moderate Yes No — Pharmacotherapy*

Moderate No — — Pharmacotherapy*

Moderate Yes Yes No Pharmacotherapy* or
ERP

Severe Yes Yes — ERP +
pharmacotherapy"***

Severe Yes No — Pharmacotherapy*

Severe No — — Pharmacotherapy*

Severe Yes Yes No Pharmacotherapy*

ERP, exposure and response prevention;
* Pharmacotherapy includes clomipramine or selective serotonin reuptake inhibitors (plus any
pharmacological augmentation strategy, if applicable);
** Exposure and response prevention may or may not be combined with pharmacotherapy;
*** Exposure and response prevention should probably be combined with pharmacotherapy.
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desipramine (Leonard et al., 1989; Goodman et al., 1990b; Hoehn-Saric et al.,
2000), showed that the former were superior in the treatment of OCD. These
findings provided support to the hypothesis that OCD is specifically related
to serotonin dysfunction (see Etiology and Pathogenesis, above) and that
inhibition of serotonin reuptake is necessary for drugs to be effective inOCD.

Medications are used with the goals of alleviating clinical manifestations
of OCD, decreasing severity of certain co-occurring conditions (e.g., depres-
sion, Tourette’s disorder), decreasing impairment, and improving func-
tioning. Pharmacotherapy can be used in almost all cases of OCD, but the
more severe OCD is, the more likely it is to be treated with medications
(Table 6—18). Besides overall severity of OCD, reasons for considering phar-
macotherapy include a history of good response to a givenmedication in the
past, patient preference or unwillingness to participate in psychological
treatments (especially ERP), and unavailability of specialized psychological
treatments for OCD (Table 6—18).

The clinical presentation is not a particularly useful indicator of the like-
lihood of response to pharmacotherapy in OCD, although it is often assumed
that obsessions respond tomedications better than compulsions. This assump-
tion has received only partial support. While some studies suggest that obses-
sions in general are associatedwith a good response to pharmacotherapy (e.g.,
Ackerman et al., 1998), other research has found the opposite (Christensen
et al., 1987). Likewise, the presence of sexual and religious obsessions

Table 6–19. Aspects of the Pharmacological Treatment Specific for

Obsessive-Compulsive Disorder

• Medications that inhibit serotonin reuptake (SSRIs, clomipramine) have been
more efficacious in OCD than medications targeting other neurotransmitter
systems and having other mechanisms of action

• In comparison with OCD, other anxiety disorders and most other psychiatric
conditions are treated with medications that have a greater variety of
mechanisms of action

• Criteria for response to pharmacotherapy are less strict for OCD than for other
anxiety disorders (e.g., a 25%—35% decrease in the score on a rating scale such
as Y-BOCS); as a result, many responders to pharmacotherapy are still quite
symptomatic

• Even with the less stringent criteria for response, only 40%—60% of patients
with OCD respond to clomipramine or SSRIs

• Longer duration of treatment (at least 12 weeks) and higher doses of
serotonergic antidepressants (usually higher than doses used in the treatment
of depression) are needed for response to occur

• Slow and gradual response to pharmacological agents over weeks andmonths
is often observed

SSRIs, selective serotonin reuptake inhibitors; Y-BOCS, Yale-BrownObsessive Compulsive Scale.
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predicted poorer response to pharmacotherapy in one study (Shetti et al.,
2005), better outcome of pharmacotherapy in another study (Stein DJ et al.,
2007a), andwas not associatedwith the outcome of pharmacotherapy in three
studies (Mataix-Cols et al., 1999; Erzegovesi et al., 2001; Denys et al., 2003a).
There are more studies suggesting that the predominance or severity of
compulsions in general predicts a poorer outcome of pharmacotherapy
(Ravizza et al., 1995; Ackerman et al., 1998; Shetti et al., 2005; Catapano et al.,
2006) than there are studies suggesting that there is no such relationship
(DeVeaugh-Geiss et al., 1990; Ackerman et al., 1994). In terms of the types of
compulsions, washing or cleaning predicted a poorer response tomedications
(Alarcon et al., 1993; Ravizza et al., 1995; Shetti et al., 2005; Stein DJ et al.,
2007a), though not in all studies (Mataix-Cols et al., 1999; Erzegovesi et al.,
2001).

Selective serotonin reuptake inhibitors and clomipramine continue to
be the mainstay of pharmacotherapy of OCD. Because of their better
tolerability, SSRIs are usually considered first- and second-line pharmacolo-
gical treatment (Table 6—20). Unfortunately, about one half of patients are
resistant to SSRIs and clomipramine. A few other medications have been
efficacious as monotherapy for OCD, albeit inconsistently; in most cases,
other drugs have been used to augment response to SSRIs or clomipramine.

Selective Serotonin Reuptake Inhibitors and Clomipramine in

Treatment of Obsessive-Compulsive Disorder

Of the SSRIs, the efficacy in OCD has been demonstrated for fluvoxamine
(Perse et al., 1987; Goodman et al., 1989b, 1996; Hohagen et al., 1998;
Hollander et al., 2003a; Nakatani et al., 2005), fluoxetine (Montgomery
et al., 1993; Tollefson et al., 1994), sertraline (Chouinard et al., 1990; Greist
et al., 1995a; Kronig et al., 1999), paroxetine (Zohar and Judge, 1996;
Hollander et al., 2003b; Stein DJ et al., 2007b), escitalopram (Stein DJ et al.,
2007b), and citalopram (Montgomery et al., 2001). Clomipramine has
shown efficacy in a number of controlled studies (Thoren et al., 1980;

Table 6–20. Choice of Medication in Treatment of Obsessive-Compulsive

Disorder

Rank Medication

First-line First SSRI (any SSRI, but the strongest evidence of efficacy exists for
fluvoxamine, fluoxetine, sertraline, and paroxetine)

Second-line Another SSRI (if no response at all to the first SSRI)

Third-line Clomipramine (if no response at all to the two SSRIs)

SSRI, selective serotonin reuptake inhibitor.
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Ananth et al., 1981; Insel et al., 1983; Clomipramine Collaborative Study
Group, 1991).

Several studies have suggested that clomipramine is more efficacious
than SSRIs in treating OCD (Greist et al., 1995c; Piccinelli et al., 1995; Stein
DJ et al., 1995; Abramowitz, 1997; Ackerman and Greenland, 2002; Eddy
et al., 2004). This was speculated to be a consequence of clomipramine’s
additional effect of inhibiting the dopamine function (Austin et al., 1991;
Denys et al., 2003b). However, therewas no significant difference in efficacy
when clomipramine was directly compared with fluvoxamine (Freeman
et al., 1994; Koran et al., 1996; Milanfranchi et al., 1997; Mundo et al., 2000),
fluoxetine (Pigott et al., 1990; Lopez-Ibor et al., 1996), sertraline (Bisserbe
et al., 1997), and paroxetine (Zohar and Judge, 1996), but SSRIs were gen-
erally better tolerated. Therefore, the superiority of clomipramine over
SSRIs in OCD is not entirely convincing, and the choice between SSRIs
and clomipramine is usually based on the expected side-effect profiles and
presence of any contraindications. The latter factors usually favor SSRIs.

As already noted, using one of the SSRIs as initial treatment is a reason-
able choice (Table 6—20). It cannot be predicted whether a patient will
respond to any given SSRI, and no SSRI has emerged as more effective for
OCD. There has been only one direct comparison between SSRIs, which
showed that escitalopram (20 mg/day) might have some, though not very
convincing, advantage over paroxetine (40 mg/day) in terms of efficacy
and tolerability (Stein DJ et al., 2007b). Apart from clinician preference and
experience, the selection of an SSRI depends on factors such as past treat-
ment response, side effects, likelihood of significant interactions with other
drugs, likelihood of association with discontinuation symptoms, and ease
of ceasing and switching it. These issues are discussed in more detail in
Chapter 2.

If there is no response at all to the first SSRI used in treatment of OCD,
another SSRI can be administered as the second-line pharmacotherapy
(Table 6—20) because patients who do not respond to one SSRI may respond
to another (e.g., Hollander et al., 2002). Also, some patients may not tolerate
the first SSRI but experience few, if any side effects, with another SSRI.

Although clomipramine is usually considered a suitable pharma-
cotherapy option if there has been no response to two SSRIs (Table 6—20),
it may also be used initially or after only one SSRI has failed. The main
concerns with clomipramine are its tolerability and potential for dangerous
adverse events. In addition to the anticholinergic and other side effects
caused by all tricyclic antidepressants (see Chapter 2), clomipramine is
associated with an increased likelihood of seizures in higher doses. The
cardiotoxicity and death from overdose represent an additional risk. For
these reasons, the maximum dose of clomipramine is set at 250 mg/day
(Table 6—21), but many patients are unable to tolerate doses higher than 150
mg/day. The initial dose is 25mg at bedtime; this dose can subsequently be
increased by 25—50 mg every 4—7 days, as tolerated. Clomipramine is
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contraindicated in the presence of prostatic hypertrophy, closed-angle
glaucoma, and cardiac arrhythmias. In case of other heart problems and a
history of seizure disorder, clomipramine should be avoided or perhaps
used only with utmost caution.

Two practical considerations are important in the treatment of OCDwith
SSRIs. First, the dosage of an SSRI needed to produce a response is often
higher than the dosage used in depression, although some patients may
respond to the usual antidepressant dosages of SSRIs. The evidence that
OCD patients need higher doses of SSRIs to respond and that only higher
doses of SSRIs are more efficacious than placebo is somewhat inconsistent
(Montgomery et al., 1993; Tollefson et al., 1994; Greist et al., 1995b;
Montgomery et al., 2001; Hollander et al., 2003b; Stein DJ et al., 2007b),
but there is a consensus that clinicians should aim for higher doses.
Therefore, after initiating treatment at standard antidepressant doses
(e.g., 20mg/day of fluoxetine), the doses should be increased fairly quickly,
depending on tolerability and response. Higher doses of SSRIs may also be
needed to prevent relapse (e.g., Romano et al., 2001). The doses of SSRIs and
clomipramine used inOCD are shown in Table 6—21. In some cases, doses of
SSRIs higher than the maximum recommended ones can be used.

The second practical consideration pertains to the pattern of response of
OCD to pharmacotherapy. Although OCD patients may respond to medi-
cation early in the course of treatment, a slow and gradual response over
weeks and months is often observed (e.g., de Haan et al., 1997; Stein DJ
et al., 2007b). A 12-week course of treatment is often considered necessary
to determine whether patients respond to pharmacotherapy. If the symp-
toms of OCD have been only slightly alleviated after 12 weeks of treatment
at the highest dose of medication, further improvement over the subse-
quent several months is still possible. Depending on the circumstances of
individual patients, they may then be encouraged to continue taking the
medication rather than advised to change it or add another drug. The
uncertainty as to whether there will be further treatment gains after 3, 4,

Table 6–21. Dosages of Selective Serotonin Reuptake Inhibitors and

Clomipramine in Obsessive-Compulsive Disorder

Medication Starting

Doses

Minimum Therapeutic

Doses

Highest Recommended

Doses

Fluvoxamine 50 mg/day 100 mg/day 300 mg/day
Fluoxetine 20 mg/day 20 mg/day 80 mg/day
Sertraline 50 mg/day 50 mg/day 200 mg/day
Paroxetine 20 mg/day 40 mg/day 60 mg/day
Escitalopram 10 mg/day 10 mg/day 40 mg/day
Citalopram 20 mg/day 20 mg/day 80 mg/day
Clomipramine 25 mg/day 75 mg/day 250 mg/day
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or 6months of drug treatmentwithout changing either themedication or its
dose makes it difficult to establish more precisely the end point of a
pharmacological trial in OCD.

Long-Term Pharmacological Treatment

Obsessive-compulsive disorder is usually a chronic condition and needs to
be treated for a long time. Several controlled, long-term (up to 1 year) studies
have demonstrated the efficacy of fluoxetine (Romano et al., 2001), sertraline
(Greist et al., 1995b; Koran et al., 2002), paroxetine (Hollander et al., 2003b),
and escitalopram (Fineberg et al., 2007) in preventing relapse of OCD after
acute treatment (in most studies lasting up to 16 weeks). In one controlled,
long-term study, clomipramine was as efficacious 1 year after the beginning
of treatment as it was during short-term treatment (Katz et al., 1990). These
findings suggest that the long-term treatment with SSRIs and clomipramine
may prevent relapse and maintain efficacy over many months and perhaps
years (e.g., Rasmussen et al., 1997). The maintenance dosage of SSRIs and
clomipramine should probably be the same as the one with which response
was attained during short-term treatment. It is reasonable to continue phar-
macotherapy for at least 1—2 years after achieving response. General issues in
long-term pharmacotherapy are discussed in Chapter 2.

There is a substantial risk of relapse–up to 90% (Pato et al., 1988;
Leonard et al., 1991)–when the medication is discontinued. This means
that especially for severe and disabling OCD that responded to pharma-
cotherapy, medication(s) should be used for a very long time, perhaps even
indefinitely. If cessation of pharmacotherapy is contemplated at all, it
should be done very carefully and gradually. The risk of relapse can
perhaps be decreased by the use of psychological treatment, especially
CBT. In case of relapse, the medication to which the patient responded
previously should be administered, but it is uncertain whether a response
to it will be achieved again.

Pharmacotherapy of Treatment-Resistant
Obsessive-Compulsive Disorder

As already noted, the proportion of OCD patients who do not respond to
standard pharmacological agents, SSRIs and clomipramine, or who
respond only partially tends to be high. Therefore, further treatment of
these patients is a frequent and important issue in clinical practice.

An adequate trial of pharmacotherapy for OCD consists of at least
12 weeks of treatment with an SSRI or clomipramine at a maximum recom-
mended or tolerated dose. However, the duration of a pharmacological trial
in OCD should be flexible because of the tendency of some patients to show
further treatment gains beyond the initial 12 weeks of treatment. Therefore,
some clinicians continue to administermedication for another 6—12weeks (or
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longer) before deciding that a patient has had an adequate trial. The duration
of a pharmacological trial depends on the circumstances of individual
patients and is likely to vary from one case to another.

Analogous to an imprecise definition of an adequate pharma-
cotherapy trial in OCD, it may be difficult to establish what constitutes
resistance to pharmacotherapy in OCD. Most clinicians, however, prob-
ably do not regard patients as treatment resistant unless they have had
adequate trials with at least 2 SSRIs and clomipramine. Some clinicians
consider patients resistant if they have had only partial response to
these drugs. Patients may also reach the stage of treatment resistance
through intolerance of SSRIs or clomipramine, or if some of these
agents are contraindicated. In view of the potentially different mean-
ings of treatment resistance, it is important to stipulate what the term
refers to whenever it is used.

Pharmacotherapy Options in Case of a Lack of Response to Standard
Medications for Obsessive-Compulsive Disorder

If patients with OCD exhibit no response at all to two SSRIs and clomi-
pramine, several monotherapy options can be considered (Table 6—22). The
first one is venlafaxine, a serotonin and noradrenaline reuptake inhibitor.
The evidence of efficacy of venlafaxine in OCD has been inconsistent, and
large double-blind, placebo-controlled trials of this drug are lacking. One
small controlled study with methodological problems did not find venla-
faxine superior to placebo (Yaryura-Tobias and Neziroglu, 1996). In a ran-
domized, single-blind comparison of venlafaxine and clomipramine, the
response rate was nonsignificantly lower in patients treated with venla-
faxine (Albert et al., 2002). One double-blind comparison study of venla-
faxine (in its extended-release formulation) and paroxetine found no
difference in efficacy between the two drugs (Denys et al., 2003b). In a
double-blind switching study involving the same drugs, there were signif-
icantly more venlafaxine-nonresponders who responded to paroxetine
than there were paroxetine-nonresponders who responded to venlafaxine
(Denys et al., 2004b). A range of doses of venlafaxine, from 150 mg/day to
375 mg/day, has been used without a clear benefit of the higher doses.
Therefore, the dual action of venlafaxine (serotonin and noradrenaline reup-
take inhibition associated with its higher doses) has not been superior to the
serotonin reuptake inhibition of SSRIs, clomipramine, and venlafaxine in
lower doses.

Other monotherapy options for treatment-resistant OCD patients
(Table 6—22) include mirtazapine, a noradrenergic and specific serotonergic
antidepressant (Koran et al., 2005), and phenelzine, a classical, irreversible
monoamine oxidase inhibitor (Vallejo et al., 1992; Jenike et al., 1997). The
evidence of efficacy of these drugs, however, has been insufficient, uncon-
vincing, or inconsistent.
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Yet another possibility is to administer clomipramine intravenously to
OCD patients who do not respond to oral clomipramine (or who respond
to it only partially) because a significant proportion of patients may then
become responders (or respond better) (Fallon et al., 1998). This treatment
is administered through daily infusions for a period of about 2 weeks,
with the doses of clomipramine reaching and even exceeding 300 mg/day
(Koran et al., 1997). Intravenous clomipramine may not be readily avail-
able, and there are concerns about its side effects and toxicity in such high
doses.

Pharmacotherapy Options in Case of Partial Response to Standard Medications
for Obsessive-Compulsive Disorder

It is difficult to precisely characterize partial response to pharmacotherapy
because the response in pharmacological studies of OCD is usually defined
as a relatively small decrease (25%—35%) in the score on the Y-BOCS. If the
clinician were to adhere to these standards, then a partial response would

Table 6–22. Pharmacological Options for Treatment-Resistant Obsessive-

Compulsive Disorder

Lack of Response to First-, Second-, and Third-Line Pharmacotherapy

Monotherapy options

Venlafaxine
Mirtazapine
Phenelzine

Lack of Response to Clomipramine

Intravenous clomipramine

Partial Response to First-, Second-, or Third-Line Pharmacotherapy (or loosely defined
‘‘treatment resistance’’)

Continue treatment for several months without changing the dose
Continue treatment for several months with a higher dose (applicable only to
SSRIs)

Intravenous clomipramine (applicable only to clomipramine)
Augmentation strategies

SSRI or clomipramine + first-generation antipsychotic (haloperidol)
SSRI or clomipramine + second-generation antipsychotic (risperidone,
quetiapine, olanzapine)

SSRI or clomipramine + other medications (clonazepam, buspirone,
pindolol, L-tryptophan, lithium, gabapentin, topiramate,
reboxetine, memantine, riluzole, inositol, etc.)

SSRI + clomipramine

SSRI, selective serotonin reuptake inhibitor.
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mean that there has been only a 10%—20% improvement in symptoms.Most
physicians do not have time to administer lengthy instruments such as the
Y-BOCS, and their conclusions as to whether a patient has responded
partially are likely to be based on global impression. Hence, it is under-
standable that the symptomatic status of OCD patients who are deemed
partial responders varies from one clinical setting to another, and that
some clinicians consider them simply as ‘‘treatment resistant’’ or
‘‘nonresponders.’’

If there has been a partial response to an SSRI or clomipramine in the
highest recommended or tolerated dose after 12 weeks of treatment, one
strategy, as noted previously, is to continue treatment with the same dose
because of the possibility of incremental improvement over the subsequent
weeks and months. The other option is to further increase the dose, if
tolerated, and also continue treatment for several months (Table 6—22).
There is some support for the latter strategy. In one controlled study,
OCD patients who failed to respond to the highest recommended dose of
sertraline (200 mg/day) after 16 weeks of treatment and were then treated
with very high doses of sertraline (250-400mg/day) improved significantly
more than those who continued treatment with 200 mg/day (Ninan et al.,
2006). Likewise, patients who did not respond to escitalopram 20 mg/day
in an open-label study improved when the dose was increased to 50 mg/
day (Rabinowitz et al., 2008). Intravenous clomipramine may also improve
response to the previously administered oral clomipramine.

Numerous augmentation strategies have been tested for OCD patients
who responded partially to SSRIs or clomipramine or who were otherwise
considered treatment resistant. Thus, antipsychotic drugs, clonazepam,
buspirone, pindolol, L-tryptophan, lithium, gabapentin, topiramate, rebox-
etine, memantine, riluzole, inositol, and others have all been added to an
SSRI or clomipramine. Except for the augmentation with antipsychotics,
these strategies either failed to produce consistent results or their results
(favorable or unfavorable) were only preliminary.

Adding antipsychotic drugs to an SSRI or clomipramine has become a
popular strategy in the treatment of OCD. It is used not only to augment
partial response to an SSRI or clomipramine but in many complex cases of
OCD, in the presence of psychotic symptoms, and for several other reasons.
The latter include the presence of a co-occurring Tourette’s disorder
(McDougle et al., 1994, 2000) and schizotypal personality disorder
(McDougle et al., 1990; Bogetto et al., 2000), severe obsessions (Denys
et al., 2004c), and OCD with poor insight (Hollander et al., 2003c). In these
cases, antipsychotics can perhaps be used from the very beginning of
treatment, before OCD becomes treatment resistant.

Of the first-generation antipsychotics, evidence of efficacy from a con-
trolled study exists for augmentation of fluvoxamine with haloperidol
(McDougle et al., 1994). Haloperidol is usually administered in low doses
(up to 5 mg/day). This strategy seemed to be particularly beneficial for
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OCD patients with a co-occurring tic disorder (McDougle et al., 1994) or
schizotypal personality disorder (McDougle et al., 1990).

Several second-generation antipsychotics, which act as
serotonin-dopamine antagonists, have been used to augment SSRIs or
clomipramine in the treatment of refractory OCD. In controlled trials, the
combinations of risperidone (McDougle et al., 2000; Hollander et al., 2003c;
Erzegovesi et al., 2005), quetiapine (Denys et al., 2004c), and olanzapine
(Bystritsky et al., 2004) with SSRIs or clomipramine proved to be more
efficacious for treatment-resistant OCD patients than SSRIs or clomipra-
mine alone. The previously refractory patients tended to respond to these
combinations, with response rates ranging from 40% to 55%. One meta-
analysis has found that only one third of treatment-resistant OCD patients
respond to antipsychotic augmentation (Bloch et al., 2006). Patients who do
not respond to one antipsychotic augmentation strategy may respond to
another. The optimal doses of the augmenting second-generation antipsy-
chotics remain to be established, but they may be in the low to medium
range (e.g., risperidone 1—3 mg/day, quetiapine 300—400 mg/day, olanza-
pine 2.5—10 mg/day).

Many findings regarding the antipsychotic augmentation of SSRIs or
clomipramine are inconsistent and call for further studies. For example, in
two meta-analyses, risperidone and haloperidol seemed to be more effica-
cious as augmenting agents than quetiapine and olanzapine (Bloch et al.,
2006; Skapinakis et al., 2007). In contrast, when the risperidone augmenta-
tion strategy was compared to the olanzapine one, there was no significant
difference in the percentage of patients who responded (Maina et al., 2008).
A meta-analysis of controlled trials in which quetiapine was used to aug-
ment treatment with SSRIs or clomipramine showed efficacy of this combi-
nation (Fineberg et al., 2006). Response to antipsychotic augmentation may
also depend on which primary medication for OCD is used and in what
dose, as there was a greater response to quetiapine augmentation when
clomipramine, fluoxetine, and fluvoxamine were used in lower doses
(Denys et al., 2007).

Results of studies of the antipsychotic augmentation strategies also have
implications for understanding of the neurobiological underpinnings of
OCD. It appears that in addition to the serotonin system dysfunction,
changes in the dopamine function occur in some types of OCD (see
Etiology and Pathogenesis, above). This is most obvious in patients with a
co-occurring Tourette’s disorder, because they respond most readily to a
combination of an antipsychotic drug and SSRI or clomipramine (Bloch
et al., 2006). Interestingly, no success has been reported when using anti-
psychotics alone in the treatment of OCD, and there are occasional reports
of either the worsening of OCD or of the appearance of its symptoms in the
course of monotherapy with antipsychotic agents.

Perhaps the ultimate augmentation strategy is a combination of an SSRI
and clomipramine, with clomipramine usually being added to an SSRI in
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patients who have responded to it only partially (Szegedi et al., 1996). This
combination requires caution, however, because plasma levels of clomipra-
mine can be raised to the toxic range, with an increased risk of seizures and
cardiac problems. Fluoxetine, paroxetine, and fluvoxamine increase plasma
clomipramine levels through inhibition of the hepatic enzymes. When
combining an SSRI with clomipramine, the patient’s electrocardiogram,
other indicators of cardiovascular status, and plasma levels of clomipra-
mine and its metabolite should be monitored carefully, and the lowest
possible dose of clomipramine should be administered, usually not more
than 100 mg/day (Szegedi et al., 1996).

The treatment-refractory and disabled OCD patient who has failed to
respond to all or most of the aforementioned monotherapy and augmenta-
tion strategies, as well as to psychological interventions, should be referred
to a highly specialized center for diagnostic reevaluation and consideration
of further treatment options. In terms of biological treatment, these options
include electroconvulsive therapy, transcranial magnetic stimulation, and,
when available and indicated, neurosurgery.

OTHER BIOLOGICAL TREATMENTS

Electroconvulsive Therapy

There is no evidence that electroconvulsive therapy is effective for
treatment-resistant OCD. However, it may be used for conditions co-occur-
ring with OCD, such as severe depression, for which the efficacy of electro-
convulsive therapy is well established.

Transcranial Magnetic Stimulation

Transcranial magnetic stimulation produces a magnetic field, which
induces electric current in the brain and stimulates it. This noninvasive
technique has been used to treat a variety of psychiatric conditions, parti-
cularly depression. Studies evaluating the efficacy of transcranial magnetic
stimulation in OCD have produced inconsistent results. While some have
reported benefit of transcranial magnetic stimulation (Sachdev et al., 2001;
Mantovani et al., 2006), others could not confirm it (e.g., Alonso et al.,
2001b). Future studies need to refine procedural aspects–for example,
the frequency with which this technique is used, brain location for applica-
tion, and duration of treatment.

Neurosurgery

Ablative neurosurgery has shown some success in treatment of the most
severe and treatment-resistant patientswithOCD. Between 25% and 84% of
patients have been reported as improved up to 17 years after neurosurgery
(Jenike et al., 1991; Baer et al., 1995; Dougherty et al., 2002; Rück et al., 2008).
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However, many patients who have undergone surgical intervention still
need ongoing pharmacotherapy and/or CBT for OCD.

Most surgical procedures disrupt connections between the basal ganglia
and frontal cortex. Although the techniques have been improved, it is
uncertain which procedure may be most effective, while carrying the
lowest risk of adverse effects. Anterior cingulotomy has apparently been
the preferred procedure, followed by various capsulotomy techniques
(thermocapsulotomy, gammacapsulotomy or gamma knife radiosurgery),
subcaudate tractotomy, and limbic leucotomy. These procedures differ
with regard to the structures involved and size of the lesions; some also
need to be performed more than once.

Follow-up studies suggest that ablative neurosurgery for OCD is asso-
ciated with the substantial risk of adverse effects. Some of these may be
transient, whereas others are long term or permanent. They include weight
gain, seizures, hydrocephalus, headache, personality changes, various cog-
nitive and executive functioning problems, lack of initiative, apathy, disin-
hibition, impulsive and aggressive behavior, and suicide (e.g., Jenike et al.,
1991; Sachdev and Hay, 1995; Dougherty et al., 2002; Rück et al., 2008). The
potential adverse effects of neurosurgery need to beweighed very carefully
against its possible benefits. In addition, the public perception of neurosur-
gery for psychiatric disorders has generally been very negative, and clin-
icians considering this management option should be well prepared to
address this perception and the associated legal and ethical issues.

Because of the controversial status of ablative neurosurgery in the treat-
ment of OCD and its use as the last resort, indications for it should be strict.
A minimum of 5 years of treatment with little or no response has been
suggested as necessary for consideration of neurosurgery (Jenike, 1998).
This treatment has to include trials of all SSRIs and clomipramine, aug-
mentation with antipsychotics and other agents, and behavior therapy.

A less invasive alternative to ablative neurosurgery is deep brain stimu-
lation, which is a reversible and adjustable neurosurgical procedure invol-
ving the insertion of a device that generates electrical signals to stimulate
certain structures deep within the brain. Various parts of the internal
capsule are the usual targets of this intervention, but other brain structures
may also be targeted. There is some preliminary and some conflicting
evidence regarding the efficacy of deep brain stimulation for treatment-
resistant OCD (e.g., Nuttin et al., 2003; Abelson et al., 2005; Greenberg et al.,
2006). Subthalamic nucleus stimulation was found to significantly reduce
OCD symptoms, but it was also associated with a high risk of serious
adverse events, including intracerebral hemorrhage (Mallet et al., 2008).

PSYCHOLOGICAL TREATMENTS

Various psychotherapeutic approaches have been used in OCD,
including psychoanalysis, psychodynamic psychotherapy, supportive
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psychotherapy, and CBT. Of these, evidence of efficacy exists only for CBT.
Other types of psychotherapy may play a limited role in the treatment of
some OCD patients and in certain clinical settings, but they cannot be
recommended as the standard or sole treatment for OCD.

Cognitive-Behavioral Therapy

Cognitive-behavioral therapy encompasses various combinations of the
techniques of behavior and cognitive therapy. The two basic modalities
are ERP, also referred to as ‘‘exposure and ritual prevention’’ or ‘‘behavior
therapy,’’ and cognitive therapy or cognitive restructuring. Both can be
administered in an individual and group format. One meta-analysis did
not find significant differences in efficacy between ERP, cognitive therapy,
and a combination of the two (Rosa-Alcázar et al., 2008). Considering that a
large body of research demonstrated the efficacy of ERP,whereas efficacy of
cognitive therapy was based on fewer studies, ERP was endorsed as the
psychological treatment of choice (Rosa-Alcázar et al., 2008). The same
recommendation has been made by several treatment guidelines.

Behavior Therapy–Exposure and Response Prevention

Exposure and response prevention (Table 6—23) is based on the behavioral
model of OCD (see Etiology and Pathogenesis, above) and general princi-
ples of behavior therapy. It was introduced in the 1960s and quickly became
the most widely used psychological treatment for OCD.

The technique has two components: (1) exposure (usedmore to alleviate
obsessions) and (2) response prevention (used more with the goal of
removing compulsions). Patients expose themselves to the feared, obses-
sion-related situations that provoke or intensify anxiety or discomfort, and
then refrain from performing a compulsion that theywould have otherwise
performed to decrease anxiety or discomfort. For example, patients with
contamination obsessions and washing compulsions are instructed to
touch objects that they consider ‘‘dirty’’ or contaminated (e.g., pieces of
clothes that were in contact with the seat on the bus), and then they are
asked to refrain from washing their hands. With repeated exposure, the
obsession elicits less and less anxiety as a result of habituation; this decrease
in anxiety level also leads to a decrease in the patients’ need to perform
compulsions. Response prevention demonstrates to patients that an urge to
perform a compulsion can be successfully resisted, which boosts their sense
of self-efficacy. There are differentways inwhich ERP can be delivered, and
over the years the technique has undergone various modifications.

Psychoeducation The use of ERP depends crucially on educating patients
about OCD and on explaining to them why ERP is used and how it should
be used. Before ERP commences, it is also important to explain what
constitutes normative behavior and standards in those realms affected by
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OCD (e.g., it is sufficient to take a shower once or twice a day, unless it is a
very hot day, and the person perspires a lot). The patients’ strict standards
of cleanliness or safety or their rigid moral attitudes often obfuscate their
understanding of what is normal, sufficient, and appropriate.

Exposure In vivo exposure to fearful stimuli may be combined with ima-
ginal exposure, depending on the nature of obsessions. In fact, in vivo
exposure combined with imaginal exposure tends to fare better than expo-
sure in vivo alone (Abramowitz, 1996; Rosa-Alcázar et al., 2008). Imaginal
exposure is usually used for obsessions with aggressive and sexual themes
and involves activation of the corresponding imagery (i.e., visualization),
often with therapist-assistedmanipulation of the feared outcomes. Gradual
exposure is better tolerated than flooding and can be conducted in a way
similar to that used in the treatment of agoraphobia and other phobias (see
Chapters 2 and 5). This involves the construction of hierarchies of situations
and stimuli to which patients are gradually but progressively exposed,
starting from the situations that elicit the least amount of anxiety.

In comparison with exposure therapy for other anxiety disorders, there is
usually a greater degree of therapist participation in the course of exposure

Table 6–23. Aspects of Behavior Therapy for Obsessive-Compulsive Disorder

Exposure

• Use of both in vivo exposure and imaginal exposure is preferable.

• Gradual exposure is much better tolerated than flooding.

• There is a greater degree of therapist participation, with use of modeling
during therapist-assisted exposure sessions.

• Therapist-assisted exposure sessions should be prolonged (1—2 hours per
session) and frequent (preferably conducted more than once a week).
Intensive (at least 1 hour per day) and frequent (daily) self-exposure plays an
important role.

• Assistance from family members, partners, or friends in conducting exposure
is very important.

Response Prevention

• Response prevention is not time limited and continues as long as possible after
the end of an exposure session.

• The therapist must carefully monitor whether the patient is using any type of
concealed neutralizing activity (e.g., mental compulsions) to decrease anxiety
or distress.

• Response prevention should never be carried out through coercion or physical
prevention of a compulsion by the therapist or someone else.

• Assistance from family members, partners, or friends in conducting response
prevention is very important.
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for OCD. Therapist-assisted (therapist-guided) exposure often produces
better results than self-exposure, with or without therapist assistance
(Abramowitz, 1996; Rosa-Alcázar et al., 2008). Thus, in-session, therapist-
assisted exposure, which relies on modeling, is used. Taking as an example
contamination obsessions and washing compulsions, modeling is provided
by the therapist who touches his or her shoes without washing the
hands afterwards, and then asks the patient to do the same in his or her
presence.

The number of therapist-assisted exposure sessions depends on the time
that patients need to habituate to the feared situation and thus experience a
substantial decrease in anxiety or distress. These exposure sessions usually
last 1—2 hours; the frequency of more than once a week may produce better
results. For therapist-assisted exposure to be efficacious in the treatment of
OCD, it should be intensive–prolonged, repeated, and frequent.

Patients should engage in self-exposure and response prevention exer-
cises between therapist-assisted sessions; these homework exercises should
be conducted daily and should last at least 1 hour per day. They should be
recorded in terms of the level of anxiety and distress experienced and the
feelings and thoughts that appeared in the course of these exercises.
Partners and family members can play a vital role in this portion of treat-
ment, and their support should be sought whenever possible.

Response Prevention The response prevention component is often
described imprecisely and understood partially by patients. It also relies
heavily on patients’ motivation and self-discipline to refrain from per-
forming a compulsionwhen they feel the greatest urge to do so. In addition,
response prevention continues as long as possible after the end of exposure.
That means that patients are expected to refrain from performing the
compulsion not only during and immediately after the exposure but also
for prolonged periods after the exposure. The therapist has two main tasks.
The first is to support patients as they make an effort not to succumb to an
urge to perform compulsion. Second, the therapist mustmonitor patients to
check whether they are using any concealed neutralizing activity (e.g.,
mental compulsions) to decrease anxiety or distress. Using such neutraliza-
tions might defeat the purpose of response prevention, as one type of
neutralizing activity would be substituted for another.

Response prevention will not be effective if it is attempted through
coercion or physical prevention of a compulsion by the therapist or
someone else–for example, if a family member locks the bathroom and
thereby attempts to prevent excessive washing. This is only likely to
increase patients’ resistance. Family members, partners, or friends are
often key players in conducting response prevention. Their cooperation
with the therapist may be crucial for the outcome of treatment; for example,
they can help by consistently refusing to be involved in patients’ compul-
sions or provide unnecessary, repetitious reassurance.
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Problems Encountered During Treatment Difficulties in the course ofERP
usually arise from provocation of anxiety and distress and prevention of
relief that would have been obtained from a compulsion or other neutra-
lizing acts. Being unable to perform compulsion is particularly frightening
to patients who strongly believe that this will lead to something dreadful.
Patients can fully engage in ERP only if they trust their therapist, if the
therapist has succeeded in enlisting patients’ collaboration, and if they are
continuously supported by the therapist and all others who are involved in
treatment.

Patients need to be highly motivated to succeed in ERP. Not surpris-
ingly, about 25% of OCD patients refuse this treatment (Foa et al., 1983;
Greist, 1994), 20% drop out (Rachman andHodgson, 1980), and 25% fail to
adhere to it (Foa et al., 1985). Making ERP more ‘‘user-friendly’’ and
improving adherence to it is difficult. Therapists should be flexible and
responsive to their patients’ needs, which may require some modifica-
tions of ERP, if necessary and appropriate. For example, OCD patients
may respond well to a step-by-step approach in managing compulsions.
This involves setting limits on compulsions, so that patients initially
spend a certain maximum amount of time performing compulsions (e.g.,
no more than 2 hours/day) or agree to a maximum number of compulsive
acts allowed (e.g., washing not more than two times per episode or
washing not more than 20 times a day). These limits should always be
negotiated with patients and they become increasingly stricter during
treatment.

Efficacy Keeping in mind that complete and permanent recovery from
OCD is rare, ERP has proved to be efficacious for this condition. This was
documented in numerous controlled studies (e.g., Marks et al., 1975, 1988;
Boersma et al., 1976; Foa and Goldstein, 1978; Foa et al., 1984, 2005;
Emmelkamp et al., 1989; Lindsay et al., 1997). One early review (Foa et al.,
1985) reported that 90% of patients responded to ERP, with response being
defined as more than 30% reduction in symptoms. A decade later (Foa and
Kozak, 1996), 83% of patients across a number of studies were found to be
responders to ERP immediately after completion of treatment. In a more
recent, large study (Foa et al., 2005), more than 80% of patients treated with
ERP were classified as responders. Across the studies, ERP has been found
to produce an improvement in 75% of patients and recovery in more than
60% of patients (Fisher andWells, 2005), with an average reduction in OCD
symptoms of 48% (Abramowitz et al., 2002). However, only 25% of patients
treated with ERP may be without OCD symptoms at the end of treatment
(Fisher and Wells, 2005).

A significant advantage of ERP appears to be the maintenance of
treatment gains over time: in long-term outcome studies, 76% of
patients remained treatment responders over a mean period of almost
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2½ years (Foa and Kozak, 1996). Despite this, OCD patients have a
tendency to relapse, and booster sessions of ERP and maintenance,
relapse-prevention programs based on ERP (e.g., McKay, 1997) may be
very helpful.

Predictors of Outcome and Indications for Exposure and Response
Prevention Predictors of outcome of ERP (whether administered alone or
in conjunction with medications) have been identified by many studies
(Table 6—24). To some extent, these studies have been helpful in guiding
treatment decisions in OCD. Thus, ERP does not seem to be a suitable or
sufficient treatment option for patients with severe forms of OCD and for
those with severe depression, severe personality disturbance, hoarding, and
obsessions (especially sexual and religious) in the absence of overt compul-
sions. By contrast, the presence of co-occurring mild to moderate depression
does not affect the outcome of ERP (Foa et al., 1984; Basoglu et al., 1988;
O’Sullivan et al., 1991). Likewise, the presence of personality disorders does

Table 6–24. Predictors of Outcome of Behavior Therapy (Exposure and

Response Prevention) of Obsessive-Compulsive Disorder

More Consistently or More Strongly Shown to Be Predictors of Poor Outcome

• Greater severity of OCD symptoms (Keijsers et al., 1994; de Haan et al., 1997;
Franklin et al., 2000; Mataix-Cols et al., 2002b)

• Presence of severe depression (Foa et al., 1981, 1983; Keijsers et al., 1994;
Abramowitz et al., 2000)

• Presence of severe personality disturbance, especially schizotypal personality
disorder (Minichiello et al., 1987; de Haan et al., 1997; Moritz et al., 2004)

• Hoarding (Mataix-Cols et al., 2002b; Abramowitz et al., 2003)

• Sexual and religious obsessions in the absence of overt compulsions (Alonso
et al., 2001a; Mataix-Cols et al., 2002b)

• Absence of overt compulsions in general (Christensen et al., 1987; Buchanan
et al., 1996)

• Prominent avoidance of the feared stimuli (Foa et al., 1983; Cottraux et al., 1993)

• Unemployment (Castle et al., 1994; Buchanan et al., 1996)

• Living alone (Castle et al., 1994; Buchanan et al., 1996)

• Lack of compliance with exposure homework during the first week of therapy
(de Araujo et al., 1996)

Less Consistently or Less Strongly Shown to Be Predictors of Poor Outcome

• Longer duration of OCD symptoms (Keijsers et al., 1994)

• Checking compulsions (Basoglu et al., 1988)

• Excessive arousal in the presence of feared stimuli (Foa et al., 1983)

• Previous (unsuccessful) attempts to treat OCD (Buchanan et al., 1996)
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not necessarily have a negative effect on the outcome of ERP (Dreessen et al.,
1997) and there is some indication of possible beneficial effects of ERP on the
co-occurring personality disturbance (McKay et al., 1996).

Unfavorable results of ERP in the treatment of hoarding have been
attributed to patients’ poor motivation, lack of compliance with ERP, and
premature termination of treatment (Mataix et al., 2002a). As a result, a
modified treatment approach has been developed for patients with
hoarding (Steketee and Frost, 2006); this includes motivational inter-
viewing, learning skills for better attention-focusing, organizing, decision
making and problem solving, and longer duration of treatment (26
sessions).

In the treatment of obsessions (sexual, religious) without overt compul-
sions, ERP can be combined with cognitive therapy techniques. The latter
may be better suited to target the appraisals and beliefs often associated
with this type of OCD. The presence of contamination fears (Buchanan
et al., 1996), washing and checking compulsions (Foa and Goldstein, 1978;
Mataix et al., 2002a; Abramowitz et al., 2003), and compulsions in general
(Buchanan et al., 1996; Alonso et al., 2001a) has been associated with good
results of ERP. However, the outcome of ERP may be influenced more by
the purpose of compulsions and presence of any beliefs attached to com-
pulsions than by the type of obsessions and compulsions. It appears that
ERP works better when compulsions mainly serve the purpose of alle-
viating anxiety produced by the obsessions, whereas ERP may be less
effective if compulsions are performed more automatically (to achieve a
sense of completeness or to ‘‘feel just right’’) or if they are driven by needs to
‘‘undo’’ obsessions or prevent some catastrophe.

Presence of overvalued ideas and OCD with poor insight often imply a
poor outcome of ERP (e.g., Foa, 1979; Kozak and Foa, 1994), but patients
with fixed and bizarre beliefs may still respond to ERP (Lelliott et al., 1988).
On balance, it seems that ERP needs to be modified for OCD patients with
poor insight (e.g., as in hoarding) so that the underlying beliefs andmagical
thinking, if present, are addressed.

Cognitive Therapy and Integrated Cognitive-Behavioral Approaches

Cognitive therapy is based on the cognitive model of OCD (see Etiology
and Pathogenesis, above), which proposes that modifications of appraisals
and beliefs related to obsessions and compulsions are required for treat-
ment outcome to be successful. Cognitive therapy may be particularly
suitable for the treatment of obsessions. In clinical practice, cognitive
therapy is often combined with ERT, which may be more effective for
treating compulsions.

There are two goals of cognitive therapy: (1) to eliminate dysfunctional
appraisals and beliefs related to intrusive thoughts (e.g., that these thoughts
are important and should be taken seriously or that one is responsible for
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experiencing obsessions and preventing any harm attached to them) and (2)
to eliminate neutralizing activities that arise in response to the inflated
sense of responsibility and other appraisals and beliefs. Once patients feel
that they no longer have to take their thoughts seriously, their sense of
responsibility for having such thoughts is likely to diminish. In turn, this
decreases a need for performing compulsions or other neutralizing activ-
ities. During cognitive therapy, other beliefs and thinking patterns rela-
tively specific for OCD are also addressed: beliefs that lack of control over
one’s thoughts is dangerous and that having a thought about doing some-
thing is the same as doing it (thought-action fusion), intolerance of uncer-
tainty, and perfectionist tendencies.

Cognitive therapy consists of identifying dysfunctional appraisals,
beliefs, and thinking patterns; challenging them; using behavioral experi-
ments; and providing alternative, more realistic appraisals. Identification of
dysfunctional appraisals, beliefs, and thinking patterns requires that patients
record every thought related to their obsessions. These thoughts are subse-
quently challenged by asking patients to give evidence ‘‘for and against.’’
Behavioral experiments are set up with the goal of testing the validity of
patients’ appraisals and beliefs; for example, a belief that aggressive
thoughts may kill a family member is challenged by asking a patient to
deliberately have such a thought so that he or she can find out that this
thought does not lead to anyone’s death. Demonstrating to patients that
their predictions are based on faulty reasoning or magical thinking makes it
possible for the therapist to introduce rational alternatives. For example, an
alternative appraisal of aggressive obsessions might be that they seem
dangerous because patients link them with the highly unlikely, frightening
outcomes.

Another component of cognitive therapy is addressing various ‘‘safety
behaviors,’’ that is, neutralizing activities. It is important for patients to
understand how a range of behaviors and mental activities adopted in
response to obsessions ultimately maintain these obsessions and feed the
associated anxiety. This understanding of the neutralizing activities also
makes it easier for patients to engage in response prevention.

As already noted, ERP remains the psychological treatment of choice
for OCD, and cognitive therapy for OCD is to some extent still a ‘‘work in
progress.’’ There has been some uncertainty about the efficacy of cogni-
tive therapy when comparedwith that of ERP (e.g., James and Blackburn,
1995). Opinion is divided on the issue of whether it is beneficial to add
cognitive therapy to ERP or to use cognitive therapy alone in the treat-
ment of OCD. It has been argued that ERP is ‘‘adaptable’’ to various
manifestations of OCD (Clark, 2005), which may account for its general
efficacy, while making cognitive therapy superfluous. Some research
suggests that ERP may be as effective as cognitive therapy in changing
OCD-related appraisals and beliefs (Whittal et al., 2005), raising a ques-
tion about a need to add cognitive techniques to ERP. It has also been
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reported that effects on compulsions predict all treatment results in OCD
better than effects on obsessions and that decreasing compulsions is the
process through which both ERP and cognitive therapy produce change
(Anholt et al., 2008). If so, the primary aim in the treatment of OCD
should perhaps be a decrease in compulsions, for which ERP seems
better suited.

In contrast to these reservations, other research has shown efficacy of
cognitive therapy in treating OCD (Emmelkamp and Beens, 1991; van
Oppen et al., 1995; Jones and Menzies, 1998; van Balkom et al., 1998;
McLean et al., 2001; Whittal et al., 2008). The proportion of symptom-free
patients at the end of treatment was reported to be very similar when using
ERP and cognitive therapy (25% vs. 21%; Fisher and Wells, 2005). Other
comparisons of cognitive therapy and ERP showed no differences in effi-
cacy and long-term effects (i.e., about 50% of responders to acute treatment
were considered recovered at a 2-year follow-up), with the potential advan-
tage of cognitive therapy being its better tolerability and lower dropout
rates (Whittal et al., 2008). There ismuch overlap between cognitive therapy
and ERP, and their creative integration is likely to improve treatment out-
comes, including adherence to treatment. Efforts have been under way to
combine the active ingredients of cognitive therapy and ERP in a way that
would maximize the benefits (e.g., Freeston et al., 1997; Cordioli et al., 2003;
Vogel et al., 2004; Fineberg et al., 2005).

Supportive Psychotherapy

There is little that may be specific for supportive psychotherapy of OCD.
General supportive measures used in the treatment of other anxiety dis-
orders and, for that matter, other psychiatric disorders may be applied to
the treatment of OCD, regardless of whether the primary treatment mod-
ality is pharmacotherapy or CBT. Examples of these supportive measures
are psychoeducation, help in coping with stressors that may exacerbate
clinical features of OCD, and attention to OCD-related family dynamics.

Psychoanalysis and Psychodynamic Psychotherapy

Psychoanalysis and psychodynamic psychotherapy are rarely used to treat
OCD because they have generally been unable to alleviate obsessions and
eliminate compulsions. Some of the insights of the psychoanalytic theory of
OCD now seem more applicable to the treatment of obsessive-compulsive
personality disorder, insofar as there are shared features between these two
conditions (see Figures 6—3 and 6—4).

COMBINED TREATMENTS

The reasons for combining pharmacotherapy with ERP or CBT (ERP plus
cognitive therapy) in the treatment of OCD seem compelling because
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pharmacotherapy alone and CBT alone are generally less effective in the
treatment of OCD than they are in the treatment of most other anxiety
disorders. There has been a hope that combining these two treatments
would improve outcomes. Furthermore, some of the potential problems
with combined treatment for other anxiety disorders do not apply to OCD.
For example, use of benzodiazepines and possible interference with CBT
through a quick relief of anxiety symptoms are not relevant for OCDbecause
these drugs are ineffective in OCD and are not used in its treatment.

In view of these considerations, it is not surprising that combining
pharmacotherapy with ERP or CBT for OCD has apparently been a
common practice. Although it appears less controversial, this approach to
treatment has encountered problems very similar to those associated with
combined treatments of panic disorder and reviewed in Chapter 2.

The first obstacle to the proper evaluation of combined treatments for
OCD is the difficulty in ascertaining whether and to what extent various
treatments have been combined. Although many studies have used both a
medication and ERP or CBT, one treatment component, usually ERP or
CBT, is often emphasized at the expense of the other (e.g., Abramowitz
et al., 2003); this is not unlike a tendency to underreport medication use in
treatment studies of panic disorder (see Chapter 2). Thus, some treatment
studies of OCD misleadingly report that their results are a consequence of
the use of one, not two, treatment modalities.

There are also divisions along the lines of allegiance to the therapists’
primary professional identities (psychiatrists versus clinical psychologists)
and therapeutic orientations (biological treatments versus psychological
treatments). These divisions are not as deep in case of the more severe
forms of OCD, for which it is easier to agree on the need for combined
treatment. However, CBT therapists have generally been unenthusiastic
about combined treatments, often citing evidence (see below) that combined
treatments may not offer convincing advantages over ERP or CBTalone.

Finally, and perhaps most fundamentally, there is little evidence about
the advantages and disadvantages of combined treatments for OCD over
pharmacotherapy alone or psychological therapy alone. As a result, we do
not have a clear answer to the key question ofwhether combined treatments
for OCD achieve better results than either treatment alone, especially ERP
or CBT. This situation obviously calls for more research.

Review of Research, Indications for Combined Treatments,

and Sequence of Administering Treatments

Several studies have shown that adding ERP (Simpson et al., 1999, 2008) or
CBT (Kampman et al., 2002; Tundo et al., 2007) to OCD patients who had a
partial response or no response to pharmacotherapy produced significant
treatment gains, suggesting that combination treatment might be superior
to pharmacotherapy alone. Consistent with these findings, one
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placebo-controlled study found that a combination of clomipramine with
ERP was superior to clomipramine alone (Foa et al., 2005).

When combined treatments for OCD were compared with ERP or CBT
alone, the results were mixed. Marks et al. (1980, 1988) reported that clomi-
pramine in combination with ERP was slightly and temporarily more effica-
cious than placebo plus ERP. In two studies, fluvoxamine combinedwith ERP
also had some advantage over ERP alone (Cottraux et al., 1990; Hohagen et al.,
1998), but in one of them, this advantagewas lost at follow-up (Cottraux et al.,
1990). Two studies with different designs reported that a combination of
clomipramine (Foa et al., 2005) or fluvoxamine (van Balkom et al., 1998) with
ERP was not superior to ERP alone.

The results of this research could be summarized to suggest that com-
bined treatment for OCD is superior to pharmacotherapy alone, whereas it
is either equally efficacious as ERP or CBT alone or only slightly and
perhaps transiently superior to ERP or CBT alone. One study showed that
the efficacy of CBT in OCD was not affected negatively by the previous
administration of medication (O’Connor et al., 2006). Possible reasons for
the lack of convincing advantage of combined treatment of OCD over ERP
or CBT alone are similar to those discussed in Chapter 2.

Research findings also call into question the usefulness of combining
treatments for OCD in routine clinical practice. Therefore, it is important to
formulate possible indications for combined treatment. It appears that com-
bined treatment is indicated for the more severe OCD (see Table 6—18) and for
OCD co-occurring with depression (e.g., O’Connor et al., 2006). Combined
treatment may also provide benefit to patients who have responded only
partially to either pharmacotherapy alone or to ERP or CBT alone.

There is no established sequence of combining medications with ERP or
CBT. Pharmacotherapy may be commenced for pragmatic reasons, that is,
because it is more readily available and easier to administer than ERP or
CBT. Also, the more severe OCD is, the more likely it is for treatment to
begin with medication(s). Pharmacotherapy may then be augmented with
ERP or CBT to improve patient’s coping with obsessions and compulsions
and decrease the risk of relapse after discontinuation of medication(s).
Support is starting to emerge from controlled studies (e.g., Simpson et al.,
2008) for the practice of augmenting pharmacotherapy with ERP in case of
an insufficient response to pharmacotherapy alone.

If the treatment starts with ERP or CBT, the usual reasons for adding
pharmacotherapy are a partial response to ERP or CBT and occurrence of
depression. The sequencing of treatments is discussed in Chapter 2 in the
context of panic disorder, and many of the sequencing issues also apply to
OCD (see Table 2-31).

Studies investigating the efficacy of augmenting ERP with a fear extinc-
tion enhancer D-cycloserine (see Chapter 5) in OCD have reported con-
flicting results (Storch et al., 2007; Wilhelm et al., 2008). This combination
strategy for OCD needs to be studied further.
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OUTLOOK FOR THE FUTURE

There is a strong tendency to move OCD from the group of anxiety dis-
orders to a new nosological group built around OCD. The advantages and
disadvantages of this move, if the architects of the future classification
systems decide to proceed with it, remain to be ascertained. Regardless of
how OCD will be classified, further research is expected to advance our
understanding of its psychopathology. It is not yet clear howbest to address
the heterogeneity of OCD. While conceptualizing OCD subtypes on the
basis of the predominant clinical manifestations may not be optimal, alter-
native subtyping schemes need to be tested.

Despite progressmade in understanding the pathogenesis of OCD, there
is much to be learned about the pathophysiological and psychological
mechanisms that bring about OCD. One way of moving forward is to
study the neurobiological correlates of faulty information processing and
psychological constructs such as underlying beliefs about and appraisals of
OCD-relevant stimuli. Longitudinal studies could shed more light on the
pathways leading from a predisposition to or a high risk for OCD to the
actual occurrence of OCD. Factors relatively specific for OCD (e.g., involve-
ment of the cortico-striatal-thalamic-cortical circuits, exaggerated apprai-
sals of the importance of one’s thoughts) require further study so that their
role in the pathogenesis of OCD could be clarified.

Treatment results inOCD are generally unsatisfactory, and there ismuch
room for improvement. The potential of the existing pharmacological
agents may have been exhausted, and a possible breakthrough may occur
through development of newdrugs for OCD, based on a greater knowledge
of its neurobiology. In the meantime, exploring novel ways of combining
medications for OCDmight improve the effectiveness of pharmacotherapy.
Also, some drugs under investigationmay improve currently usedmedica-
tions. For example, the ‘‘next generation’’ of SSRIs binding specifically to
certain serotonin receptors may reduce side effects and other problems
associated with traditional SSRIs.

With regard to psychological treatment, the techniques of behavior and
cognitive therapy may need to be modified to increase patient motivation
and compliance. Making these treatments more accessible is another
priority. Adapting CBT to different clinical presentations of OCD, taking
greater advantage of its most effective components, and improving treat-
ment results in severe forms of OCD are additional challenging tasks.
Finally, finding more successful ways of combining CBTwith pharmacolo-
gical treatment should receive full attention from clinicians and
researchers.
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7

Posttraumatic Stress Disorder

Posttraumatic stress disorder (PTSD) develops in predisposed individuals
who have had a traumatic experience. There are many different ways in
which PTSDpresents itself, and only some of them (e.g., avoidance behavior,
symptomsof hyperarousal)make it look like other anxiety disorders. Various
manifestations of PTSD have led to its also being considered primarily a
disorder of memory, a dissociative disorder, or a condition more closely
related to depression. Given the presumed etiological link between a
traumatic event and PTSD, there is a rare opportunity among psychiatric
disorders for implementation of strategies that might prevent the develop-
ment of PTSD. Most people recover after trauma, while many of those who
do develop PTSD remit spontaneously. Still, a proportion of traumatized
people develop a chronic form of PTSD–a condition that is often very
difficult to treat.

KEY ISSUES

Posttraumatic stress disorder has been a controversial entity since its offi-
cial introduction in the psychiatric classification in 1980. A number of issues
have arisen, and many of them remain unresolved. Some of the key ques-
tions are listed below.

1. Is the concept of PTSD too heterogeneous?
2. Are there different types of PTSD or different disorders arising in

the aftermath of trauma?
3. Has the concept of a traumatic event become too broad?

Alternatively, can a greater variety of stressful events precipitate
PTSD?

4. Is the occurrence of trauma necessary for the development of
PTSD?

5. Are there any specific or unique features of PTSD, which would
allow its differentiation from related disorders?
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6. Has the concept of PTSD been overused or misused, especially in
the context of compensation claims and litigation? Does PTSD
reflect a ‘‘medicalization’’ of the normal human reactions and
emotions in response to trauma?

7. What accounts for the fact that the majority of trauma victims
recover spontaneously from early PTSD-like symptoms, whereas
some go on to develop a chronic, severe, and debilitating PTSD?
Has there been toomuch emphasis on vulnerability to developing
post-trauma psychopathology and too little attention paid to
factors such as resilience?

8. Why do we still have a difficulty understanding what
combination of risk factors best predicts the development of
PTSD?

9. Why have attempts at early intervention in the aftermath of
trauma produced inconsistent results in terms of preventing
full-blown PTSD?

10. How can the generally modest results of the treatment of chronic
PTSD be improved? Should the current approach to treatment,
which is largely ‘‘patchy’’ and symptom-oriented, be replaced by
treatments (both pharmacological and psychological) that target
some hypothetical, key feature or pathogenetic mechanism of
PTSD?

CLINICAL FEATURES

Posttraumatic stress disorder is a very heterogeneous condition, and its
clinical features may vary dramatically from one patient to another. The
most common manifestations of PTSD are various ways through which
the trauma is being reexperienced, avoidance of any cues that remind
patients of the trauma, emotional numbing, difficulties in remembering
all aspects of the trauma, various manifestations of hyperarousal, irrit-
ability, and negative expectations (Table 7—1). Some of these features
may appear relatively quickly after the traumatic event whereas others
develop later. A full clinical picture of PTSD is usually present several
weeks or months after the trauma. With the more chronic course of
PTSD, clinical presentation tends to be more complex, and PTSD is
often complicated by depression, substance abuse, and/or personality
changes, which lead to further impairment in various areas of
functioning.

According toDSM-IV-TR, there are three main groups of symptoms and
clinical manifestations of PTSD. These are symptoms of reexperiencing the
trauma, avoidance and numbing of general responsiveness, and increased
arousal. The description of PTSD cannot be complete without first revi-
siting what constitutes a traumatic event.
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Traumatic Event

In DSM-IV-TR, a trauma that may lead to PTSD has been defined as
experiencing, witnessing, or being confronted with an event that involves
actual or threatened death or serious injury to oneself or others (the actual
event), with the person responding with intense fear, helplessness, or
horror (response to the event). This conceptualization of the trauma is still
very broad and encompasses very different experiences; it also means that
traumas that precede PTSD do not include stressful events that are not
(directly) life-threatening, such as loss of job or divorce. However, DSM-
IV-TR considers as traumatic, and not only stressful, events such as finding
out that someone close to the person has died suddenly, has had a serious
injury, or has become ill with a life-threatening disease. This tendency to
widen the concept of traumamay to some extent be related to a growing use
of PTSD in litigation processes and has created some conceptual conun-
drums (see Diagnostic and Conceptual Issues, below).

Different traumas have different impacts not only because of the very
nature of traumatic events but also because of the specific reactions of

Table 7–1. Common Clinical Features of Posttraumatic Stress Disorder

Reexperiencing of the Traumatic Event

• Dreams and nightmares
• Intrusive and recurrent memories of the trauma
• Trauma-related perceptual experiences (e.g., flashbacks)

Ruminative Thinking (ruminations about trauma)

Avoidance of Various Reminders of the Trauma

Manifestations of Hyperarousal

• Hypervigilant behavior
• Insomnia
• Exaggerated startle response
• Difficulties with concentration

Irritability, Anger, and Impulsive Behavior

Restricted Range of Emotional Responsiveness (emotional numbing)

Manifestations Related to Depressive Features

• Loss of interests and anhedonia-like experiences
• Loss of purpose, meaning, and goals in life
• Guilt feelings

Social Withdrawal, Isolation

Various Dissociative Symptoms

Loss of Memory for Some Aspects of the Trauma

Various Somatic Symptoms, Somatization
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persons exposed to them and specific meanings attached to these events by
different people (Figure 7—1). For example, traumatic events in which the
life of a person was directly threatened are likely to be experienced differ-
ently from the person’s witnessing someone’s death. A sexual assault may
be experienced as more traumatic than an armed robbery. A situation from
which escapewas possible or inwhich the personwas able to fight for his or
her life may be experienced less traumatically than a situation in which no
escape and no fight were possible, and the person was completely helpless.
Also, traumatic events that are recurrent and in which the person is unable
to change his or her particular circumstances (for example, the experience
of being a prisoner of war or of being sexually or physically abused as a
child) are likely to be experienced differently from single, even severe,
traumatic events.

Another aspect of traumatic events is the fact that most people do not
expect such events to happen to them: people do not expect to be taken
hostage, witness someone’s suicide, or even have a traffic accident
(‘‘Disasters happen to others’’). Because traumatic events are usually un-
expected and unpredictable, they can elicit different feelings and be experi-
enced in many different ways. While some people accept the trauma as a
fact of life (‘‘That was my fate’’), others are angry and may feel as if they
were unjustly punished (‘‘Why did it happen to me? Surely, I did not
deserve it’’). Other victims are quick to point fingers and ‘‘know’’ who is
guilty (‘‘The accident wouldn’t have happened if the driver hadn’t driven
too fast’’). By their very nature, traumatic events suddenly and often bru-
tally abolish the basic notions of civilized societies–that life proceeds in
some orderly fashion, that it is largely predictable, and that it is governed by

Unexpected/unpredictable event involving possible or actual death or serious injury
(potential or real threat to one’s own life or life of others)

↓

Reaction to the event:

(1) Intense fear

(2) Helplessness

(3) Horror

(4) Other emotions (e.g., shame, guilt)

↓

Appraisal of the meaning and/or consequences of the event

↓

Longer-lasting impact of the event

↓

Posttraumatic stress disorder

Figure 7–1. Characteristics of traumatic events and responses to these events
that may lead to posttraumatic stress disorder (modified from DSM-IV-TR).
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law and justice. Likewise, traumatic events may suddenly destroy any
fantasy of personal invulnerability, thereby inflicting a deep narcissistic
wound.

The DSM-IV-TR stipulation of emotional responses to traumatic events
in the form of intense fear, sense of helplessness, and/or a feeling of horror
(a complex state that combines fear, disgust, and/or disbelief) by no means
represents all emotions elicited by such events. Some traumatized people
feel an overwhelming shame or a sense of guilt, depending on the type of
trauma, the nature of their involvement in the event (i.e., whether their lives
were threatened or whether they witnessed an act of crime), and person-
ality characteristics.

Reexperiencing the Traumatic Event

Intrusive and recurrent reexperiencing of the traumatic event is one of the
most striking components of PTSD. Distressing dreams and nightmares
involving a traumatic event are typical ways of reexperiencing the trauma.
Many patients have intrusive and recurrent memories of the trauma.
Others experience images or scenes of the trauma or some aspects of it,
with an ‘‘as if real,’’ visual quality of the experience (e.g., flashbacks). These
phenomena are sometimes very difficult to distinguish from visual illu-
sions and hallucinations. The perceptual component of reexperiencing the
trauma may be very prominent, with one or more senses being involved.
Thus, the patient can hear, see, and/or smell the perpetrator of the crime
during an episode of reliving the assault.

Reexperiencing of the trauma is an involuntary phenomenon and it is
almost always distressing or painful, with patients usually feeling that they
have no control over it and that they are helpless. These experiences remind
patients that they cannot escape the trauma or suggest to them that trauma
is like an open, bleeding wound that will never heal.

Reexperiencing the trauma is usually brief but may recur very often.
This may be precipitated by certain events, situations, or perceptual stimuli
that patients associate with the particular traumatic situation. For example,
a patient who survived a tram crash had very vivid and frightening images
of the tram turning over every time she saw the tram or heard it
approaching. At the same time, she felt ‘‘paralysis’’ in her legs, was short
of breath, and her heart was racing, so that she also reexperienced the
original trauma with a physiological response.

Avoidance Behavior

Patients with PTSD commonly resort to avoidance of certain situations,
places, activities, or people because these remind them of the original
trauma. The avoidance can be driven by a desire to minimize every possibi-
lity of reactivating a distressingmemory of the trauma and reexperiencing it.
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The patient who survived a tram crash avoided not only traveling on the
tram but also stayed away from streets where trams were operating because
the sight or sound of a tram might provoke unpleasant images of the
accident.

The avoidance may provide PTSD patients with the badly needed sense
that they are ‘‘in control,’’ as if nothing bad could happen to them as long as
they continued avoiding all potential dangers. This coping strategy often
backfires and avoidancemay become so prominent that it accounts formost
impairment in PTSD. A typical example is that of a patient who became
homebound because going outmight remind her of a situation inwhich she
was raped and because she no longer felt safe outside her house. The
pattern of avoidance may be even more generalized in that it encompasses
conversations about a traumatic event and any related internal mental
activity (e.g., thinking about the trauma).

Hyperarousal Manifestations

Manifestations of hyperarousal in PTSD are related to patients’ constant
expectation of harm and to their consequent hypervigilance. These manifes-
tations can become very severe and may dominate clinical presentation.
Sometimes, hypervigilant behavior is so prominent that patients seem para-
noid. They see danger everywhere, are constantly concerned about security,
and often check whether all safety precautions have been taken. Symptoms
of hyperarousal occur in different ways: through insomnia, exaggerated
startle response, difficulties with concentration, and/or irritability.

Insomnia is a very common problem in PTSD. Sometimes it is related to
distressing dreams and nightmares, and patients’ overall sleep pattern is
then quite disturbed. Insomnia may also be a consequence of tension,
inability to relax, fear that ‘‘something bad’’ might happen, and the resul-
tant need to be constantly alert. Insomnia may be particularly severe in
patientswhose trauma occurred at night or in darkness. It is not unusual for
these patients to leave the lights or television on during the whole night.

Exaggerated startle response is another commonmanifestation of hyper-
arousal. Patients with PTSD seem hypersensitive to all sudden stimuli,
particularly those that are auditory and cannot be seen–hence patients’
occasionally extreme reaction to any sudden sound (e.g., a telephone
ringing or someone knocking on the door).

Difficulties with concentration in PTSDmay be selective. While patients
seem to have no trouble concentrating onmatters related to potential or real
danger, their concentration may be poor when they attempt to focus on
activities they perceive as distracting; focusing on the latter might lead to
their being caught off guard. Difficulties with concentrating on simple
activities such as reading a newspaper or watching television may make
patients believe that their memory is not good, as they often have trouble
remembering what they have read in the newspaper or seen on television.
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Irritability, Anger, and Impulsive Behavior

Many patients with PTSD are irritable, have a ‘‘short fuse,’’ and are prone to
impulsive outbursts. These behaviors can sometimes be predicted, but they
also occur without any obvious reason. The patients’ apparent lack of
control over their hostile impulses frightens them and may lead to feelings
of remorse or guilt. Angry outbursts may be directed at anyone, including
close friends and immediate family members. Such behaviors are difficult
to understand, making it hard for others to empathize with patients’ pro-
blems and contributing to their further social isolation and even rejection.
As a result, patients may become even more prone to angry outbursts, thus
creating a vicious cycle.

In addition to being related to general hyperarousal of PTSD patients,
irritability may also be a consequence of other trauma-related feelings,
thinking patterns, and experiences. For example, some patients feel
almost entitled to be irritable and angry because the trauma gives them
the ‘‘right’’ to have such feelings (e.g., ‘‘I won’t be restrained after every-
thing that I’ve gone through’’). Other patients may be easily annoyed by
what they perceive as a lack of understanding, lack of compassion, and lack
of care. Irritability and anger may also be related to the sense of injustice for
having been subjected to a traumatic experience, and, in such cases,
patients may be preoccupied with the characteristic ‘‘Why me?’’ questions.

Changes in Emotional Responsiveness and Guilt Feelings

A commonmanifestation of PTSD is a change in emotional responsiveness,
which may take many forms. For example, patients state that they have
‘‘lost all feelings’’ so that they are unable to feel happy, just as they cannot
feel sad. Patients may report that they feel indifferent, ‘‘empty,’’ ‘‘emotion-
ally frozen,’’ even toward their family members and friends. Sometimes it
seems that their repertoire of emotional responsiveness has been reduced to
fear and anger, both of which appear in response to a sense of danger
associated with the trauma-related stimuli. This restricted range of emo-
tional responsiveness is often referred to as ‘‘emotional numbing.’’

Emotional numbing may resemble depressive phenomena. Thus,
patients who are emotionally numb often report that they have lost all
interest in other people, events, or activities, and that there is nothing that
could make them feel happy. A close relationship between emotional
numbing and anhedonia has been observed, with both phenomena being
crucially characterized by the loss of ability to experience positive feelings
(e.g., Litz and Gray, 2002; Kashdan et al., 2006). Despite this overlap in
phenomenology, emotional numbing has been considered relatively spe-
cific for PTSD and important for its development (e.g., Foa et al., 1995a; Litz
and Gray, 2002; Ruscio et al., 2002; Breslau et al., 2005). Other common
experiences related to emotional numbing are loss of purpose, meaning,
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and goals in life. Patients’ typical statements are ‘‘Nothing seems impor-
tant,’’ ‘‘Everything is hopeless anyway,’’ and ‘‘I see no future.’’

Guilt feelings are commonly seen among patients with PTSD. They may
feel guilty mainly because they have survived horrific traumatic experi-
ences whereas their fellow soldiers, other inmates, colleagues, travelers,
family members, friends, or others have not (‘‘survivor guilt’’). In other
situations, guilt feelings have a basis in reality, as some patients were
directly responsible for someone’s death or injury or failed to act respon-
sibly and prevent a fatal accident. If guilt feelings are relentless, accompa-
nied by vehement self-accusations, and way out of proportion to the
patients’ real responsibility for and involvement in a traumatic event,
they suggest a strong depressive component. It is important to understand
the nature and degree of guilt feelings, as they may be associated with
suicidal tendencies.

Dissociative Symptoms and Memory Problems

Dissociative phenomena are often seen as part of the trauma response and
they have been considered a key feature of acute stress disorder, a condition
similar to PTSD, which develops very soon after a traumatic event (see
Differential Diagnosis, below). Dissociative phenomena may occur as the
traumatic event is still unfolding (‘‘peritraumatic’’ dissociation) or immedi-
ately after the traumatic event. Dissociation can be conceptualized as a
defense mechanism against the pain of the trauma so that some aspects of
the traumatic experience are split off, pushed away, and then forgotten.
Hence, loss of memory for some aspects of the traumatic experience is a
common feature of PTSD. This inability to remember certain important
aspects of the trauma is in striking contrast to a vivid and intrusive recollec-
tion of some other aspects of it (intrusive memories).

Dissociative mechanisms may separate memories for traumatic events
(or memories for certain aspects of traumatic events) from feelings that
accompanied these events. This separation can be manifested through
patients’ remembering the details of the trauma but forgetting how they
felt at the time of the trauma. Sometimes patients seem emotionally
detached or numb when they talk about their traumatic experience.

Dissociative phenomena also include a decreased awareness of one’s
surroundings and various depersonalization and derealization experi-
ences. For example, patients may describe a sense of unreality and aliena-
tion with regard to how they appear to themselves or how they perceive
some aspects of their surroundings. The feeling of unreality may extend to
the trauma itself, so that patients may feel that the traumatic event never
occurred. Others may feel that they have been permanently changed by the
trauma and have trouble recognizing themselves, others, and their physical
environment. Some patients describe various ‘‘out-of-body experiences’’
(e.g., watching their bodies from some distance).
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There may also be amarked disturbance in the integration of the percep-
tion of time and space, particularly as it relates to the trauma. Thus, patients
may exhibit a marked time distortion, and the traumatic event may seem
longer to them (e.g., as if it were never ending). Sometimes they feel that the
event occurred at a location different from the one where it really took
place. Patients’ description of the physical aspects of traumatic situation
may be quite distorted.

The way in which dissociative symptoms are described in diagnostic
manuals such as DSM-IV-TR has been criticized as vague, with many of
these symptoms overlapping with each other or often being recorded in a
manner inconsistent with the other elements of the clinical presentation
(e.g., Bryant, 2007). It is also unclear what should be encompassed by
dissociative experiences. For example, emotional numbing has been con-
sidered both a disorder of emotion and a dissociative phenomenon. The
role of dissociative symptoms in the development of PTSD has been a
subject of controversy (see Etiology and Pathogenesis, below).

Ruminative Thinking

Patients with PTSD often dwell on their trauma and its consequences in a
way similar to ruminations of people with depression. That is, this thinking
is somewhat intrusive (although not involuntary), recurrent, prolonged,
fruitless, and does not contribute to solving problems and coping better. It
has been demonstrated that ruminative thinking after trauma predicts
PTSD (e.g., Ehlers et al., 1998; Murray et al., 2002; Kleim et al., 2007).
Ruminations in PTSD have been found to trigger intrusive memories of
the trauma and they have been associated with the unproductive ‘‘why’’
and ‘‘what if’’ type of questioning (Michael et al., 2007).

Somatic Symptoms

Somatic symptoms can sometimes be one of the leading features of PTSD,
and PTSD patients generally report somatic symptoms very often (e.g.,
Shalev et al., 1990). This is seen particularly in patients who were injured
during the traumatic event and who have certain physical consequences as
a result of such injuries. A typical example of this is chronic pain.

Some PTSD patients complain of somatic symptoms (e.g., headache,
various gastrointestinal problems) that do not have a clear organic basis;
sometimes, patients are so preoccupied with these symptoms that they are
diagnosedwith a somatoformdisorder. It appears that a response to trauma
in the form of somatization is not at all rare. Certain somatoform symptoms,
for example, pseudoneurological symptoms and symptoms associated
with sexual functioning, may be particularly common among traumatized
patients (Sack et al., 2007). As part of a response to trauma, somatization
may change its forms over time. Whereas cardiovascular symptoms were
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prominent among soldiers in the American Civil War (hence the term
‘‘soldiers’ heart’’), tremor was a commonly observed symptom among
German soldiers in the First World War. Extreme fatigue and exhaustion
were reported among soldiers who participated in more recent wars.

Posttraumatic Stress Disorder in PatientsWith Different Types

of Traumatic Experiences

Although the patterns of response to traumatic events are similar, regardless
of the type of traumatic events, PTSD may have some specific features in
patients who develop the condition after different types of traumatic events.

Posttraumatic Stress Disorder in Patients Who Participated in Military
Combat (Combat-Related PTSD)

Posttraumatic stress disorder in these patients may have specific features
related to the type of trauma and circumstances that led patients to find
themselves in a combat situation. Social factors may play an important role
in determining whether survivors of combat-related traumas develop
PTSD. For example, participation in unpopular wars and being on the
side that lost the war may increase the likelihood of developing PTSD.
Under these circumstances, soldiers are not welcomed back as heroes;
they are usually regarded as an unpleasant reminder of the loss, shame,
and national humiliation and are rejected directly or indirectly by the
society. Table 7—2 lists somewhat specific risk factors for developing
combat-related PTSD (Kulka et al., 1990; King et al., 1999).

Table 7–2. Risk Factors that are Relatively Specific for Developing

Combat-Related Posttraumatic Stress Disorder

• Involuntary participation in war–being drafted

• Participation in a war for which public support is lacking

• Discomforts of being in a combat zone, e.g., poor accommodation conditions,
sleep deprivation, poor hygiene, inadequate food, exposure to unfavorable
weather conditions

• Poor cohesiveness within the military unit, conflicts between members of the
unit

• Prolonged and more direct threats to one’s life

• Exposure to severe wounds and mutilated and/or dead bodies

• Being wounded in combat

• Participation in massacres or war crimes, or witnessing atrocities

• Absence of enthusiastic or supportive acceptance of soldiers after thewar (lack
of social support)
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Features of combat-related PTSD do vary, but in this group of PTSD
patients, social withdrawal, isolation, prominent guilt feelings, irritability,
and aggressive outbursts seem tobemore common. In addition, complications
of PTSD such as alcoholism and drug abuse, depression, suicidal behavior,
and impaired family, occupational, and social functioning are particularly
frequent. If it becomes chronic, combat-related PTSD is very difficult to treat.

Posttraumatic Stress Disorder in Former Prisoners of War and Torture and
Concentration Camp Survivors

Patients with PTSD who were detained as prisoners of war or were impri-
soned in jails and concentration camps and tortured there because of
belonging to a particular ethnic, religious, or political group have certain
characteristics in common. This is because of the nature of the trauma to
which these patients were subjected (Table 7—3).

After release from prison or liberation of a camp, many survivors have
extremely strong guilt feelings. Not infrequently, suicide is the outcome of
this guilt. These PTSD patients may have additional difficulties in adjusting to
normal life circumstances. For example, they may have trouble accepting that
they deserve basic human rights. Also, patients may find that the world to
which they have returned has completely changed or that they no longer
belong to it. In these situations, patients may have to leave their country and
then subject themselves to another stress of adjusting to a foreign environment.

Posttraumatic Stress Disorder in Victims of Rape, Physical Assault, Armed
Robbery, or Other Violent Crime

Patients with PTSD who are victims of rape, physical assault, armed rob-
bery, shooting, abduction, terrorist attack, or other violent crime often
become distrustful and suspicious, particularly toward people who in

Table 7–3. Characteristics of Traumatic Experience in Patients With

Posttraumatic Stress Disorder Who Were Prisoners of War or Are

Survivors of Torture and Concentration Camps

• Repetitive traumatization during detention or imprisonment

• Numerous or unlimited possibilities of being physically maltreated, starved,
tortured, and/or subjected to ideological or religious conversion programs
(‘‘brainwashing’’)

• A possibility of being randomly selected for torture or execution

• Prominent sense of unpredictability and loss of control over one’s life

• Marked feelings of helplessness

• Sharing the experience of detention or imprisonment with other detainees or
prisoners may be marked by competition for survival (whether real or
imagined), which fosters interpersonal mistrust, undermines the sense of
solidarity, andmakes it very difficult for the person to express howhe or she feels
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some way remind them of the perpetrators of the crime. These patients
often present with intense fear of anything that reminds them of the loca-
tion where the crime occurred or the person(s) who committed the crime. If
this fear is accompanied by extensive avoidance, the clinical picture may be
very similar to the one seen in phobias. The core issue for many of these
patients is the loss of a sense of safety and the subsequent fear and expecta-
tion that they will be assaulted again. Therefore, various manifestations of
hypervigilance and hyperarousal are a frequent component of their clinical
presentation.

Posttraumatic stress disorder in victims of rape may be particularly
severe because of the nature of rape and social attitudes toward rape and
its victims. Rape is perhaps the most drastic way of violating one’s physical
integrity, leaving victims with a profoundly shattered sense of self-worth.
As a result, the damage inflicted on self-image through rape can sometimes
be irreparable. Rape may also have various symbolic meanings and corre-
sponding consequences for its victims.Many of these pertain to the victims’
sexuality and experience of intimacy, often leading to various types of
sexual dysfunction and impairment of interpersonal functioning in general.

Society is often ambivalent in its attitude toward rape. Although rape is
regarded as a crime punishable by law in most civilized countries, preju-
dice toward rape victims abounds. Among the latter are beliefs that victims
of rape are somehow responsible for this crime, for example, by being
‘‘sexually provocative’’ or even by ‘‘seducing’’ the rapist. It does not come
as a surprise, then, that rape victims often feel guilty of being raped,
ashamed, ‘‘dirty,’’ disgusted with themselves, overwhelmed by a sense of
self-hatred, and in need of punishment. As a result, rape is still in many
ways a taboo topic, with its victims often preferring to remain silent about
it. The issues common tomany victims of rape are summarized in Table 7—4.

Posttraumatic Stress Disorder in Victims of Traffic and Other Accidents

Patients who develop PTSD after road traffic accidents may present with a
prominent phobia of driving or phobia of using certain vehicles. The
functioning of these patients may be severely impaired if their job requires
them to drive or use other means of transportation on a regular basis. In
addition to features of PTSD, these patients may present with consequences
of the injuries sustained during the accident, including pain. If permanent,
as in case of the spinal cord injury or loss of a limb, such consequences may
have an adverse impact on the course of PTSD.

The clinical picture and prognosis of PTSD in victims of traffic accidents
may be further complicated if the accident has triggered litigation, from
which the patient expects compensation–hence the formerly used term
compensation neurosis. In these cases, some features of PTSD may seem
exaggerated and patients are often labeled ‘‘attention-seeking’’ or ‘‘diffi-
cult.’’ They can easily get angry and alienate their friends, families, or
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therapists and may appear unmotivated for treatment. Issues that are
somewhat specific for road traffic accident victims with PTSD are summar-
ized in Table 7—5.

Posttraumatic Stress Disorder in Victims of Natural Disasters

Natural disasters, such as earthquakes, floods, storms, forest fires, and
volcano eruptions, usually happen suddenly, with little or no forewarning.
They are often perceived as ‘‘acts of God,’’ a stroke of misfortune, and
events that are very difficult to predict or prevent. Disasters affect a large

Table 7–5. Issues Somewhat Specific for Victims of Road Traffic Accidents With

Posttraumatic Stress Disorder

• Prominent phobia of driving or phobia of using certain vehicles

• Consequences of the injuries sustained during the accident, including pain

• Memory problems associated with posttraumatic stress disorder may be
difficult to distinguish from memory problems caused by a head injury

• Guilt feelings may be prominent if someone died or was seriously injured in
the accident

• Litigation or compensation issues

Table 7–4. Common Issues Among Victims of Rape With Posttraumatic

Stress Disorder

Changes in Perception of Self

• Shattered self-image
• Poor sense of self-worth and self-esteem

Emotional Responses to Rape

• Humiliation
• Shame
• Feeling guilty about rape

Behavioral Aspects

• Secrecy about rape
• Social withdrawal
• Marked safety concerns
• Extensive avoidance of places, situations, people, and other cues that remind

victims of the rape

Other Changes

• Loss of interpersonal trust
• Fear of intimacy
• Sexual dysfunction
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number of people at the same time and acute stress disorder is often seen
among the survivors. The losses and suffering can be shared with other
survivors, which facilitates the healing process and coming to terms with
the consequences of the disaster. If PTSD develops, its prognosis is rela-
tively good and may be crucially improved by effective relief efforts,
massive social and psychological support, quick repair of the damage,
and adequate compensation for the destroyed property and goods.

Varieties of Posttraumatic Stress Disorder

Partial Posttraumatic Stress Disorder

Some patients do not present with a full clinical picture of PTSD and do not
meet criteria for a formal diagnosis of PTSD. In one community survey, this
partial, subsyndromal, or diagnostically subthreshold form of PTSD was
found in 3.4% ofwomen and 0.3% ofmen (SteinMB et al., 1997b). A study in
the primary care setting reported that 4.6% of trauma-exposed,mostlymale
veteransmet criteria for current subthreshold PTSD (Grubaugh et al., 2005).
Partial PTSD exhibits longitudinal stability, as it may be present for many
months and years without transformation into full-blown PTSD, but also
without spontaneous resolution (Carlier and Gersons, 1995). It may also
represent a risk factor for delayed-onset PTSD (Carty et al., 2006). This form
of PTSD may be associated with significant distress and functional impair-
ment and it does not imply better response to treatment and better
prognosis.

Complex Posttraumatic Stress Disorder

A form of PTSDwith severe symptoms and permanent personality changes
has been conceptualized under the terms disorders of extreme stress not
otherwise specified (DESNOS) and complex PTSD (American Psychiatric
Association, 1991; Herman, 1992, 1993; van der Kolk et al., 1996). In ICD-
10, a similar condition was given a separate diagnostic designation and
named ‘‘enduring personality change after catastrophic experience.’’

This form of PTSD is believed to be a consequence of prolonged exposure
to severe and often multiple traumas (e.g., childhood abuse, torture, concen-
tration camp experiences) and is characterized by lasting personality
changes. They include profound disturbance in interpersonal relationships
with estrangement from others, social withdrawal and isolation, pervasive
mistrust, suspiciousness and hostility, changes in the experience of one’s
own identity, feeling of emptiness, and altered sense of meaning and pur-
pose of life. Some patients with complex PTSD may also exhibit persistent
irritability, outbursts of anger, and/or violent behavior. The concept of com-
plex PTSD stands at the boundary of PTSD and personality disturbance and
denotes effects of severe trauma and PTSD on personality. It has also gener-
ated an ongoing debate about the optimal ways of conceptualizing the
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relationship between severe trauma, PTSD, and trauma-related personality
disorder (e.g., borderline personality disorder).

Posttraumatic Stress Disorder With Delayed Onset

A full syndrome of PTSD may sometimes develop many months or even
years after a traumatic event. According to DSM-IV-TR, symptoms in PTSD
with delayed onset emerge at least 6 months after the trauma. It appears
that PTSD with delayed onset is relatively rare (e.g., Solomon et al., 1989a;
Andrews et al., 2007). Patients who first present for treatment a long time
after the occurrence of the traumatic event usually have long-standing but
low-grade PTSD symptoms prior to seeking help, and many may have a
partial, subthreshold form of PTSD (Carty et al., 2006). Delayed-onset PTSD
may also occur as a consequence of ‘‘secondary traumatization’’ in patients
who coped relatively well after the original trauma, and may be seen
among patients who are seeking compensation.

Acute and Chronic Posttraumatic Stress Disorder

A distinction is made inDSM-IV-TR between acute (duration of less than 3
months) and chronic (duration of more than 3 months) PTSD. Acute and
chronic PTSD are clinically indistinguishable, and the cut-off of 3 months
appears arbitrary. If the distinction between acute and chronic PTSD is to be
retained at all, it might be more meaningful to label as chronic those
patients who have had symptoms for at least 6 months. Such a conceptua-
lization of chronic PTSD might encompass a more homogenous group of
patients and have clearer prognostic and treatment implications.

RELATIONSHIP BETWEEN POSTTRAUMATIC STRESS

DISORDER AND OTHER DISORDERS

Patients with PTSD often have other mental disorders, and their clinical
presentation may be colored by these co-occurring conditions. The overall
lifetime psychiatric co-occurrence rate (at least one co-occurring mental
disorder) in one epidemiological study was 79% for women and 88% for
men (Kessler et al., 1995). Disorders that are most likely to co-occur with
PTSD include depressive disorders (major depressive disorder and dys-
thymia), anxiety disorders, and alcohol and other substance abuse and
dependence.

In view of the role of trauma in the etiology of disorders other than
PTSD–for example, borderline personality disorder, various dissociative
disorders, somatization disorder, and chronic ‘‘psychogenic’’ pain (pain
disorder)–many patients present with various combinations of PTSD-
like symptoms, features of borderline personality disorder, self-harming
behavior, dissociative phenomena, medically unexplained somatic symp-
toms, and pain. These patients are often given different or multiple
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diagnostic labels at different times, depending on the mode of their pre-
sentation. Inmany cases these labels represent different forms of expression
of the single underlying, trauma-related psychopathology, and all these
apparently different conditions may be considered to belong to a trauma-
spectrum group of disorders. Some of these patients may also be described
as having complex PTSD.

Posttraumatic Stress Disorder and Depressive Disorders

Major depressive disorder occurs in about one half of persons with PTSD in
the community (Kessler et al., 1995). Dysthymia has also been commonly
found in PTSD, for example, in one third of Vietnam veterans with PTSD
(Kulka et al., 1990). The relationship between PTSD and depression is
complex and important for several reasons (Table 7—6).

First, there is a substantial overlap in clinical manifestations, especially
with regard to the symptoms of anhedonia, prominent guilt feelings, and
suicidal behavior (see Clinical Features, above). The boundary between
PTSD and depression may be difficult to draw, and PTSD is sometimes
regarded as a variant of depression. Second, PTSD and depression may
have a common genetic liability (Koenen et al., 2008a). Third, major depres-
sive disorder may precede the onset of PTSD by many years; it may
predispose to PTSD, complicate the course of PTSD, and appear in response
to trauma at approximately the same time as PTSD. The occurrence ofmajor
depressive disorder after a traumatic event may be independent from the
occurrence of PTSD and may represent a different, separate response to
trauma (e.g., Shalev et al., 1998a; Erickson et al., 2001; Franklin

Table 7–6. Aspects of the Relationship Between Posttraumatic Stress Disorder

and Depressive Disorders (Major Depressive Disorder, Dysthymia)

Frequent Co-occurrence

Significant Overlap in Clinical Manifestations

Common Genetic Liability

Temporal Relationships

• Major depressive disorder may precede the onset of PTSD by many years
• Major depressive disorder may predispose to PTSD
• Major depressive disordermay occur as a separate response to trauma, with or

without PTSD
• Major depressive disorder may complicate the course of PTSD

Greater Severity of PTSD Symptoms, Greater Impairment and Disability

Increased Risk of Further Complications and Suicide

Negative Impact on the Treatment and Prognosis of PTSD
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and Zimmerman, 2001), or the risk for developing both is shared (Breslau et
al., 2000). Finally, the presence of depression in PTSD is associated with
greater severity of PTSD symptoms, higher levels of impairment, and
greater disability (e.g., Momartin et al., 2004); it also carries an increased
risk of further complications and suicide, makes the treatment more diffi-
cult, and suggests a poorer prognosis.

Posttraumatic Stress Disorder and Anxiety Disorders

Anxiety disorders are found in approximately one third of individuals
with PTSD in the community (Kessler et al., 1995). The rates with which
various anxiety disorders co-occur with PTSD are similar in clinical
samples. Most common among the anxiety disorders that co-occur
with PTSD are generalized anxiety disorder, panic disorder, and pho-
bias, with co-occurrence rates ranging between 25% and 40% (Kulka
et al., 1990; McFarlane and Papay, 1992). In some studies, obsessive-
compulsive disorder was also found to accompany PTSD more often
than expected (Helzer et al., 1987; Breslau et al., 1991; McFarlane and
Papay, 1992).

The co-occurrence of PTSD and anxiety disorders may be a consequence
of their somewhat common developmental pathways (see Differential
Diagnosis, below). The co-occurrence of PTSD and generalized anxiety
disorder may reflect their shared clinical characteristics, such as hypervi-
gilance, increased startle response, feelings of tension, restlessness, irrit-
ability, insomnia, and difficulties with concentration. The etiological,
prognostic, and treatment implications of the co-occurrence of PTSD and
anxiety disorders remain to be elucidated.

Posttraumatic Stress Disorder and Alcohol and Other

Substance Abuse or Dependence

Chronic suffering of PTSD patients may lead to their seeking some
symptom alleviation bymeans of alcohol or other psychotropic substances.
Hence, alcohol or other substance use disorder is usually a complication of
PTSD and is found in up to one half of men with PTSD and one third of
women with PTSD (Kessler et al., 1995). The frequency of these disorders
may be particularly high in certain PTSD patients: for example, lifetime
prevalence of alcoholism in male Vietnam War veterans with PTSD was
about 75% (Kulka et al., 1990).

Social factors, accessibility of alcohol and other drugs, and their specific
effects determine the substance that may be abused. Alcohol andmarijuana
may be more likely to be abused because of their calming and relaxing
effects, whereas stimulating drugs such as amphetamine seem to be
avoided by patients with PTSD.
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ASSESSMENT

Diagnostic and Conceptual Issues

The diagnosis of PTSD is based on the criteria spelled out in DSM-IV-TR
and ICD-10. The diagnostic criteria in DSM-IV-TR are more detailed but
also more complicated for routine use in clinical practice because of the
need to memorize 17 symptoms grouped in three clusters (reexperiencing
the trauma, avoidance and numbing of general responsiveness, and hyper-
arousal), with a minimum number of symptoms from each cluster required
for making the diagnosis. An important aspect of the DSM-IV-TR concep-
tualization of PTSD is its definition of trauma that includes the event itself
and response(s) to the event (see Clinical Features, above).

The cluster of symptoms of reexperiencing the trauma includes vivid
memories and dreams of the traumatic event, experience of the trauma as if
it were occurring in the present (e.g., through flashbacks), and distress and
physiological reactivity on exposure to various reminders of the trauma.
The cluster of symptoms of avoidance and numbing of general responsive-
ness includes attempts to avoid all activities, interpersonal interactions,
people, and places that are associated with or remind one of the trauma,
inability to recall certain aspects of the trauma, pervasively decreased
interests, feeling of detachment or estrangement from others, restricted
range of feelings, and a sense that there is little, if any, future. The cluster
of symptoms of hyperarousal includes insomnia, irritability and outbursts
of anger, difficulties with concentration, hypervigilance, and exaggerated
startle response.

Unlike the DSM-IV-TR criteria, the ICD-10 criteria for PTSD emphasize
symptoms of reexperiencing of trauma as being most important, so that a
diagnosis of PTSD can be made in the absence of avoidance behavior,
numbing of general responsiveness, and symptoms of hyperarousal.
Making a diagnosis of PTSD according to ICD-10 is a matter of lower
priority, as this diagnosis is justified if the criteria for diagnoses of major
depressive disorder or another anxiety disorder have not been met. This
approach to diagnostic conceptualization of PTSD may lead clinicians to
overlook PTSD and underestimate its prevalence.

Although PTSD has received much attention by mental health profes-
sionals, nonprofessional organizations, and the media, there is a certain
reluctance to use the diagnosis of PTSD. Traditional diagnostic labels, such
as depression, anxiety, or some type of a ‘‘reactive state’’ are preferred by
some, even when the clinical picture is consistent with the diagnosis of
PTSD. Many of the reasons for this ‘‘avoidance’’ of PTSD are related to the
controversies about this disorder (e.g., McHugh and Treisman, 2007; Rosen
and Lilienfeld, 2008; Rosen et al., 2008), discussed below.

The first issue is that of an ever-expanding range of events considered to
be traumatic. As already noted,DSM-IV-TR has allowed trauma to encom-
pass instances in which a person has learned or heard about accidents,
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assaults, injuries, or other misfortunes befalling family members or close
friends. This has resulted in a view that it is potentially traumatic to watch
horrific events on television and film and that this could lead to PTSD (e.g.,
Eth, 2002; Pfefferbaum et al., 2002; Ahern et al., 2004). It has been calculated
that this expansion of the definition of the trauma increased by 59% the total
number of events considered traumatic (Breslau and Kessler, 2001).

Second, it appears that the clinical picture of PTSD is not necessarily
related to or caused by the trauma preceding it. A full syndrome of PTSD
has been reported in the absence of a traumatic event, for example, among
people who experienced various non—life-threatening events (Helzer et al.,
1987; Scott and Stradling, 1994; Olff et al., 2005) and people without any
previous trauma (Gold et al., 2005; Mol et al., 2005), including those seeking
treatment for depression (Bodkin et al., 2007). It has also been reported that
pre-trauma vulnerability factors and lack of support after trauma contri-
bute more to the post-trauma psychopathology than the magnitude of the
trauma (Ozer et al., 2003). These findings raise doubts about a specific
causal link between trauma and clinical features of PTSD and suggest that
trauma may not be necessary for PTSD to develop.

Third, there is a question of the distinctiveness and uniqueness of clinical
features of PTSD. It was found that theDSM criteria for PTSDmight be met
by a combination of symptoms of major depression and specific phobia
(Spitzer et al., 2007), prompting some to call PTSD an ‘‘amalgam of other
disorders’’ (Rosen et al., 2008). A substantial overlap between the clinical
features of PTSD, depression, and a number of anxiety disorders contri-
butes to a perception that PTSD is a nonspecific syndrome encountered
among patients with various mood and anxiety disorders.

These considerations may account for apparently little agreement
between clinicians about the diagnosis of PTSD, especially in routine clin-
ical practice (Large and Nielssen, 2001; Nielssen and Large, 2008). Some
authors have called for regular use of the structured or semistructured
interviews in ordinary clinical settings to make sure PTSD is diagnosed
reliably (Nielssen and Large, 2008).

Numerous factor analytic studies have attempted to ascertain whether
there are specific symptoms in the structure of PTSD. The findings of these
studies have been inconsistent, suggesting not only different numbers of
factors or symptom clusters, but also labeling these factors differently. In
addition, there have been different views as to which of these factors or
symptom clusters might be specific for PTSD. As a result, the issue of the
distinctiveness of PTSD features remains unresolved, casting a doubt on the
validity of this psychopathological construct.

There are other ramifications of the concept of PTSD. Posttraumatic
stress disorder has been criticized as a social and political construct because
it legitimizes distress for certain social and political reasons and ‘‘medica-
lizes’’ normal trauma-related emotions and suffering (e.g., Summerfield,
2004). The social and political purposes of the concept of PTSDmay to some

7. Posttraumatic Stress Disorder 311



extent explain its status as a ‘‘faddish’’ diagnosis. Some contemporary
Western societies promote the notion that life is expected to be free of big
disappointments and substantial distress. If something does go wrong and,
for example, the person’s marriage is dissolved or the person loses a job, the
associated distress is transformed into a disorder. Hence, disorders mod-
eled on PTSD have mushroomed since the introduction of the diagnosis of
PTSD. They include ‘‘traumatic grief disorder’’ (Prigerson and Jacobs,
2001), ‘‘posttraumatic embitterment disorder’’ (Linden, 2003), ‘‘prolonged
duress stress disorder’’ (Waddington et al., 2003), ‘‘posttraumatic relation-
ship syndrome’’ (Vandervoort and Rokach, 2004), and potentially, many
others.

Finally, misuse of the diagnosis of PTSD in compensation and litigation
processes and the possibility of simulating PTSD cast a shadow over the
concept of PTSD. The potential gain from simulating PTSD may make
malingering of PTSD very attractive. It is disconcerting that rates of mal-
ingering among people considered to have PTSD may be as high as 50%
(Resnick, 2003) and that lying about exposure to trauma appears to be
common in patients with presumed PTSD (e.g., Frueh et al., 2005; Rosen
and Taylor, 2007). Distancing PTSD from malingering will not be easy and
requires significant changes in the societal attitudes toward stress and
trauma as well as changes in the legal system that, unwittingly or not,
rewards this psychiatric diagnosis.

In view of the aforementioned problems with the concept of PTSD,
several changes have been proposed. They include either ‘‘tightening’’ the
definition of a traumatic event (Spitzer et al., 2007) or omitting trauma
both from the name of the disorder and from its diagnostic criteria
(Nielssen and Large, 2008), omitting all the nonspecific symptoms of
PTSD (e.g., difficulty concentrating, irritability, sleep disturbance,
decreased interest) from the diagnostic criteria (Spitzer et al., 2007), and
retaining only those features that appear to be relatively specific for PTSD,
such as emotional numbing (Foa et al., 1995a). It has also been suggested
that acute stress disorder should not be listed as a separate diagnosis
because it lacks sufficient empirical support and does not perform well
in its intended role as a predictor of the subsequent development of PTSD
(Bryant, 2007).

Assessment Instruments

The gold standard for establishing the diagnosis of PTSD is the Clinician-
Administered PTSD Scale (Blake et al., 1990). It is also used to assess the
severity of PTSD and measure the changes that occur during treatment.
This instrument is based on a structured clinical interview and should be
administered only by experienced and trained clinicians. It is quite com-
prehensive but somewhat cumbersome and not suitable for routine clinical
practice. The psychometric properties of this scale are excellent.
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The Posttraumatic Diagnostic Scale (Foa, 1995) is a self-report instru-
ment designed to assess the severity of PTSD and aid inmaking a diagnosis
of PTSD. Because of its brevity, this instrument is relatively easy to admin-
ister and can be used as a tool for screening PTSD. It is also suitable for
monitoring changes during treatment.

The Impact of Event Scale (Horowitz et al., 1979) is another self-report
instrument that was originally constructed to measure the frequency of the
symptoms of intrusion and avoidance associated with PTSD and other reac-
tions to traumaandstress.Themodifiedversion (Weiss andMarmar, 1996) also
assesses the frequency of hyperarousal symptoms. This instrument has been
used for early detection of persons who are at high risk for developing PTSD.

Differential Diagnosis

It is erroneous to assume that PTSD-like symptoms that appear after
trauma automatically imply that a person has developed PTSD. In terms
of differential diagnosis of PTSD, the first step is to establish whether a
traumatic event did occur and, if so, whether the symptoms appeared after
the trauma. There are several conditions, mainly among the mood and
anxiety disorders, that may be present before the trauma and are then
exacerbated after the trauma, with or without additional PTSD-like symp-
toms or full-blown PTSD. Table 7—7 lists conditions that are likely to be
considered in the differential diagnosis.

Table 7–7. Differential Diagnosis of Posttraumatic Stress Disorder

Trauma- and Stress-Related Disorders/Reactions

Acute stress disorder
Adjustment disorder
Acute psychotic reactions

Mood Disorders

Major depressive disorder
Dysthymia

Anxiety Disorders

Panic disorder
Agoraphobia
Generalized anxiety disorder
Specific phobia

Obsessive-compulsive disorder

Dissociative Disorders

Psychotic Disorder

Personality Disturbance (especially Borderline Personality Disorder)

Malingering
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Acute Stress Disorder

As conceptualized by DSM-IV-TR, there are many similarities between
PTSD and acute stress disorder (Table 7—8). The traumatic event that
precedes both conditions is described in the same way, and the clinical
picture is the same, except that acute stress disorder is also character-
ized by prominent dissociative symptoms (derealization, depersonali-
zation, dissociative amnesia, reduction in awareness of one’s own
surroundings and/or a sense of numbing, detachment, estrangement,
or absence of emotional responsiveness). According to DSM-IV-TR, the
symptoms of acute stress disorder appear and disappear within 4
weeks after the trauma, whereas the symptoms of PTSD last for at
least 1 month. If the symptoms of acute stress disorder continue for
more than 1 month, the diagnosis is changed to PTSD. The usefulness
of the diagnosis of acute stress disorder and the status of acute stress
disorder as a predictor of PTSD have been questioned (see Etiology
and Pathogenesis, below).

Adjustment Disorder

In contrast to PTSD and acute stress disorder, the nature of a stressful event
that precedes an adjustment disorder is less well defined (according to
DSM-IV-TR). Such a stressor may be a traffic accident and witnessing the

Table 7–8. Similarities and Differences Between Posttraumatic Stress Disorder

and Acute Stress Disorder (according to DSM-IV-TR)

Criteria Acute Stress Disorder Posttraumatic Stress Disorder

Traumatic event
that precedes the
disorder

Experiencing, witnessing, or being confronted with an event
that involves actual or threatened death or serious injury to
oneself or others, with the person responding with intense
fear, helplessness, or horror

Clinical features 1. Prominent dissociative
symptoms essential for
diagnosis

1. Prominent dissociative
symptoms not essential for
diagnosis

2. Symptoms of reexperiencing the trauma, avoidance,
numbing of general responsiveness, and hyperarousal

Onset Within 4 weeks of
traumatic event

Any time after traumatic
event

Duration Minimum 2 days,
maximum 4 weeks

Minimum 1 month,
no maximum duration
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death of a close family member, but also a marital conflict, problems at
work, or failure to pass a school test. Usually, however, the event that
precedes an adjustment disorder is less severe in terms of posing a direct
danger to oneself or others.

Adjustment disorders are usually characterized by various symptoms of
anxiety and depression and/or by disturbed behavior, and they rarely
resemble acute stress disorder and PTSD. A diagnosis of adjustment dis-
order is one of exclusion and is warranted only in the absence of the full
diagnostic criteria for PTSD, major depressive disorder, anxiety disorders,
and other psychiatric conditions. In DSM-IV-TR, the symptoms of adjust-
ment disorder persist for no more than 6 months after exposure to the
stressor has ceased.

Major Depressive Disorder

Some trauma survivors develop both major depressive disorder and symp-
toms of PTSD. Ascertaining whether depression is present may be very
difficult because of the significant overlap between the symptoms of these
two conditions (see Clinical Features, and Relationship Between
Posttraumatic Stress Disorder and Other Disorders, above). Symptoms
such as loss of interest, diminished emotional reactivity, sleep disturbance,
concentration difficulties, profound guilt feelings, and inability to imagine
the future may be a consequence of both PTSD and major depression.
Deciding whether these symptoms should be attributed to one or the
other condition, or to both, requires a careful review of all aspects of clinical
presentation. Although no symptom is entirely specific for a particular
disorder, it is often assumed that symptoms of reexperiencing the trauma
and emotional numbing are fairly specific for PTSD and that anhedonia is
relatively specific for depression.

Dysthymia

Many patients with chronic PTSD have chronic and relatively low-grade
depressive symptoms that are consistent with a pattern of dysthymia or
with that of ‘‘double depression’’ (dysthymia plus major depressive dis-
order). Symptoms typical of dysthymia, such as poor self-esteem, feelings
of hopelessness, chronic sleep disturbance, and poor concentration, are also
frequently encountered in PTSD. As with major depression, the diagnostic
attribution of these symptoms requires clinical judgment.

Anxiety Disorders

Panic attacks and symptoms of panic attacks sometimes occur for the first
time in the context of the trauma or shortly thereafter, and it may seem that
the trauma victim suffers from panic disorder rather than PTSD. In other
cases, panic disorder is present before the onset of PTSD, with patients then
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exhibiting a genuine co-occurrence of panic disorder and PTSD. Panic
attacks may also become incorporated into PTSD as part of the reaction to
exposure to trauma reminders. As a result, symptoms of both conditions
may be present at the same time and create diagnostic confusion. If panic
attacks are only a part of panic disorder, they occur in a variety of settings
and are not bound solely to the situations that remind patients of their
traumatic experience.

In chronic PTSD, avoidance of various cues that remind patients of the
trauma may become the most prominent component of clinical presenta-
tion, resembling specific phobia (e.g., a driving phobia) or agoraphobia
(e.g., in case of the assault victims who become homebound). The distinc-
tion between phobic disorders and PTSD is based less on the presence of
trauma (as the onset of both may be traced back to the specific traumatic
event) and more on the reasons for avoidance behavior (which are not only
associated with the reminders of the trauma in phobias) and presence of
other PTSD symptoms.

Intrusive and recurrent reexperiencing of the trauma may sometimes
resemble obsessions seen in obsessive-compulsive disorder. However, the
latter are usually experienced as alien (ego-dystonic) and are generally not
related to a traumatic event that the patient might have experienced.

Dissociative Disorders

Distinguishing various dissociative disorders (e.g., dissociative amnesia,
depersonalization disorder, dissociative identity disorder) from PTSD may
be difficult, particularly when their onset is preceded by the trauma, as is
often the case. The absence of other characteristics of PTSD suggests a
dissociative disorder.

Psychotic Reactions and Psychotic Disorders

The onset of psychosis sometimes occurs after a traumatic event. According
to DSM-IV-TR, brief psychotic disorder with marked stressors (brief reac-
tive psychosis) has a maximum duration of 1 month; if psychotic features
persist for more than 1 month and have some characteristics of schizo-
phrenia, a diagnosis of schizophreniform disorder should be considered.
Acute psychotic features in the context of the traumamay also be related to
bipolar affective disorder or be a part of delirium, substance-induced
psychosis, or some other ‘‘organic’’ mental disorder.

Hallucinatory experiences (usually visual) as part of PTSD are always
related to the trauma and constitute a way through which the trauma is
reexperienced. They are short-lived and are often not true hallucinations.
Persecutory delusions may occur in some patients with PTSD; if they are
fleeting, not held firmly, and appear on the background of prominent
hypervigilance, they can be considered a part of PTSD. In other cases, a
psychotic illness may be present in addition to PTSD.
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Personality Disturbance

The relationship between PTSD and personality disturbance is complex, as
described in Clinical Features, and Relationship Between Posttraumatic
Stress Disorder and Other Disorders (above). When a significant personality
dysfunction co-occurs with PTSD, it is important to ascertain whether it
preceded the traumatic event or developed as a complication of PTSD.
There should be convincing evidence that personality disorder predated the
traumatic event for the diagnosis of a personality disorder to be made. In
many cases the personality disturbancemanifestations seem to have begun at
about the same time as PTSD or as a result of trauma (e.g., in borderline
personality disorder). In these situations both diagnoses may be justified.

Malingering

Malingering should be taken into consideration in the differential diagnosis
of PTSD if there is a litigation process, if criminal charges have been brought
against the patient, or if political motives are implicated. The goals of mal-
ingering may be to receive financial compensation, elicit sympathy or public
support, shift the blame to someone else, avoid punishment, and/ordecrease
the sentence. Malingering may be suspected in patients who seem to exag-
gerate their symptoms and distress and whose clinical presentation is incon-
sistent or very unusual, and who exhibit severe personality disturbance. It
may be difficult to distinguish between PTSD and malingering, largely
because the diagnosis of PTSD relies on patients’ accounts of their symptoms
and experiences, and it is not difficult to learn these from a variety of widely
available sources. Guidelines for helping clinicians make this distinction
have been developed (e.g., Resnick, 2003; Hall and Hall, 2006).

EPIDEMIOLOGY

Epidemiological considerations for PTSD are unique in that estimates of its
frequency in the general population need to be made on the background of
trauma exposure estimates. The likelihood with which people in the com-
munity are exposed to traumatic events varies substantially from one setting
to another and from one country to another. There are also differences in the
type of trauma to which different populations are likely to be exposed.

Trauma Exposure

Exposure rates to potentially traumatic events in the general adult popula-
tion are high to extremely high, depending on the setting in which surveys
took place and criteria for determining what constitutes a trauma (see
Diagnostic and Conceptual Issues, above). In the National Comorbidity
Survey, 61% of men and 51% of women from the representative sample of
the U.S. population aged 15—54 reported being exposed to at least one
traumatic event during their lives (Kessler et al., 1995). Exposure to
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multiple traumatic events was more frequent than exposure to a single
event. The most common traumatic events were witnessing someone
being injured or killed, being involved in a fire or natural disaster, and
being involved in a life-threatening accident. Women were more likely to
report rape, sexual assault or molestation, and abuse in childhood, whereas
menmore frequently reported being involved in a life-threatening accident,
fire or other disaster and combat, physical assault, being threatened with a
weapon, and being held captive.

Similar resultswere reported in oneAustralian epidemiological study,with
the lifetime exposure rates to traumatic events for men being 65% and for
women 50% (Creamer et al., 2001). In a study fromWinnipeg, Canada, 81% of
men and 74% of women experienced at least one traumatic event during their
lifetime (SteinMB et al., 1997b), whereas in Detroit, the lifetime exposure rates
to traumatic eventswere 97% formenand87% forwomen (Breslau et al., 1998).

Exposure to traumatic events has been related to age and type of trauma.
For example, the highest risk of violent trauma exposure in Detroit was
recorded in adolescents and young adults (Breslau et al., 1998). Other
studies have also found a frequent exposure to violent traumatic events in
children and adolescents in the United States, with up to 47% of boys and
38% of girls reporting at least one such event (Boney-McCoy and Finkelhor,
1995; Schwab-Stone et al., 1995). Findings regarding trauma exposure rates
in different ethnic groups in the United States have not been consistent, but
these rates have been much higher among the urban and inner-city resi-
dents, regardless of ethnicity (e.g., Schwab-Stone et al., 1995). Children and
adolescents seem to be at a particularly high risk of exposure to various
forms of community violence in these usually impoverished, socioecono-
mically deprived, and crime-infested areas.

Exposure to traumatic experiences in various countries and populations
depends on the particular social, economic, and political circumstances. Not
surprisingly, trauma exposure rates have been exceedingly high among
refugees and in some developing nations, countries with political and eco-
nomic instability, societies with a high crime rate, and countries involved in
recent armed conflicts or wars (e.g., Sack et al., 1994; de Jong et al., 2001).

When responses to traumatic events, as stipulated in the definition of
trauma in DSM-IV (i.e., intense fear, helplessness, or horror), were taken
into account, a vast majority of those exposed to traumatic events also
endorsed such a response (Perkonigg and Wittchen, 1999; Breslau and
Kessler, 2001; Norris et al., 2003). Of individuals exposed to traumatic
events, females who also experienced intense fear, helplessness, or horror
outnumbered males (80%—87% vs. 73%—74%; Perkonigg and Wittchen,
1999; Breslau and Kessler, 2001; Norris et al., 2003). The gender imbalance
in terms of higher rates of exposure to traumatic events among males is
largely offset by higher rates of relevant emotional responses to traumatic
events in females, suggesting that there is little or no gender difference in
exposure to trauma.
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Epidemiological Findings for Posttraumatic Stress Disorder

The overall likelihood of developing PTSD over the lifetime after exposure to
a traumatic event (conditional risk) was estimated to vary between 13% and
20.4% in women and between 6.2% and 8.2% in men (Kessler et al., 1995;
Breslau et al., 1998). This likelihood differed substantially according to the
type of trauma. The highest risk (45.9% for women and 65% for men) was
found in victims of rape, followed by the risk in victims and survivors of
combat and other crime (abuse and neglect in childhood, sexualmolestation,
physical assault) (Kessler et al., 1995; Breslau et al., 1998). The lifetime pre-
valence rates of PTSD among VietnamWar veterans were 30.9% in men and
26.9% in women (Kulka et al., 1990), but the more recent estimate of lifetime
prevalence of PTSD in this population was lower, at 18.7% (Dohrenwend
et al., 2006). The risk of developing PTSD was fairly low in survivors of
natural disasters (3.8%) and victims of motor vehicle accidents (2.3%), while
the lowest risk (0.2%) was recorded in persons who unexpectedly found a
dead body (Breslau et al., 1998). The conditional risk for PTSDdecreaseswith
age and is higher in individuals whose trauma has occurred in childhood or
early adolescence than in those whose trauma has occurred later in adoles-
cence or adulthood (Kessler et al., 1995; Breslau et al., 1997).

Differences in the impact of various types of trauma and in the condi-
tional risk for developing PTSD may to some extent be due to the ways in
which the society responds to trauma. For example, the opportunities for
recovering from rape are usually more limited than the opportunities for
recovering from the consequences of a natural disaster.

The lifetime prevalence of PTSD in the general adult population in the
United States was very low (1%) when using DSM-III criteria (Helzer et al.,
1987). In the subsequent epidemiological studies, based on the DSM-III-R
and DSM-IV criteria, estimates of the lifetime prevalence of PTSD in the
general population in the United States were much higher, ranging from
6.8% (National Comorbidity Survey Replication; Kessler et al., 2005) to 9.2%
(Breslau et al., 1991). There is some concern about these high prevalence rates
because abuse of the diagnosis of PTSD by people who malinger or by those
who are involved in litigation may artificially increase prevalence rates of
PTSD (Rosen, 2004). No convincing differences in the prevalence rates of
PTSD between various ethnic groups in the United States have been found
(Kessler et al., 1995; Breslau et al., 1998).

Relatively few epidemiological studies of PTSD have been conducted
outside of the United States and Canada. Not surprisingly, the lifetime
prevalence rates of PTSD were very low in some countries (0.18% in Italy
and 0.6% in Hong Kong; Faravelli et al., 1989; Chen et al., 1993) and high to
extremely high in others (11.2% inMexico and 37% inAlgeria; de Jong et al.,
2001; Norris et al., 2003). These differences mainly reflect different socio-
economic and political factors, particularly those that influence the like-
lihood of exposure to trauma and shape the societal response to trauma.
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Epidemiological studies consistently show that more women than men
suffer from PTSD. The lifetime prevalence of PTSD is about two times
higher in women than in men in the United States (10.4%—11% vs. 5%—
6%) (Breslau et al., 1991; Kessler et al., 1995). Studies in other countries
found a similar preponderance of PTSD among women, except for
Australia, where no gender difference was reported (Creamer et al., 2001),
and Gaza, where there were moremenwith PTSD (de Jong et al., 2001). The
reasons for generally higher prevalence rates of PTSD in women are not
clear, especially since women are less likely to be exposed to traumatic
events than men. As already noted, one possible explanation is women’s
apparently greater propensity to respond to trauma with intense fear, help-
lessness, or horror. Women are more likely than men to experience sexual
assault and rape,which carry a particularly high risk for PTSD.Also, female
victims of rape and other violent crime experience negative or stigmatizing
social responses more often than male victims of the same crimes (e.g.,
Andrews et al., 2003).

The risk factors for developing PTSD are discussed in detail in Etiology
and Pathogenesis (below). Table 7—9 summarizes main data about trauma
exposure and epidemiology of PTSD.

Table 7–9. Epidemiological Data for Posttraumatic Stress Disorder

Prevalence rates of PTSD in the general population should be considered in conjunction
with trauma exposure rates, as the latter vary significantly in different populations

Trauma Exposure Data

• Lifetime exposure rates to potentially traumatic events in the general adult
population in the United States, Canada, and Australia: 61%—97% (men),
50%—87% (women)

• Children and adolescents in the United States are frequently exposed to
violent traumatic events

• Exposure to multiple traumatic events is more frequent than exposure to a
single traumatic event

• Findings regarding trauma exposure rates in different ethnic groups in the
United States have not been consistent

• Trauma exposure rates are much higher among the urban and inner-city
residents in the United States, regardless of ethnicity

• Trauma exposure rates tend to be extremely high among the refugees and in
some developing countries, countries with political and economic instability,
societies with a high crime rate, and countries involved in recent armed
conflicts or wars

• Of individuals exposed to traumatic events in theUnited States, Germany, and
Mexico, females who also experienced intense fear, helplessness, or horror
outnumbered males (80%—87% vs. 73%—74%)
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COURSE AND PROGNOSIS

Although the course of PTSD (Table 7—10) varies from one patient to
another, a remarkable finding about its course is the tendency to sponta-
neously diminish in intensity and disappear in a substantial number of
patients. For example, the proportion of the trauma survivors with PTSD
in one study was 39% 1 month after trauma, 17% 4 months after trauma,
and 10% 1 year after trauma (Shalev et al., 1997; Freedman et al., 1999).

Table 7–9. (Continued)

Data for Posttraumatic Stress Disorder
• Overall likelihood of developing PTSD over lifetime after exposure to a

traumatic event (conditional risk): 13%—20% (women), 6%—10% (men)
• Conditional risk for PTSD varies widely according to the type of trauma, with

the highest risk being associated with rape, combat, and other crime (abuse
and neglect in childhood, sexual molestation, physical assault)

• Conditional risk for PTSD decreases with age and is higher in individuals
whose trauma has occurred in childhood or early adolescence than in those
whose trauma has occurred later in adolescence or in adulthood

• Lifetime prevalence in the United States: 1% (DSM-III criteria, Epidemiologic
Catchment Area Study), 9.2% (DSM-III-R criteria), 7.8% (DSM-III-R criteria,
National Comorbidity Survey), 6.8% (DSM-IV criteria, National Comorbidity
Survey Replication)

• No convincing differences in prevalence rates of PTSD between various ethnic
groups in the United States have been found

• Lifetime prevalence in various countries, according to various diagnostic
criteria: 0.18%—37%

• Lifetime prevalence is about 2 times higher inwomen than inmen inmost studies

Table 7–10. Course of Posttraumatic Stress Disorder

A. Recovery

• Tendency to spontaneously diminish in intensity and disappear in a
substantial number of patients within a few years of onset

• Recovery rates decrease sharply after PTSD has become chronic and, in
particular, 1—2 years after onset

• Recovery rate 5 years after onset of PTSD: 18% (Zlotnick et al., 1999)

B. Fluctuating course (exacerbations and partial remissions)

C.Chronic, deteriorating course, often with various complications (depression, substance
abuse or dependence, enduring personality change) and lasting impairment in most areas
of functioning
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Similarly, the prevalence of PTSD was 30.2% 1—3 months after a cata-
strophic earthquake, 26.9% 6—10 months after the earthquake, and 10.6%
18—20 months after the earthquake (Karamustafalioglu et al., 2006).
Kessler et al. (1995) found a pattern of disappearance of symptoms
within 1 year in the majority of people with PTSD, with rates of recovery
decreasing sharply thereafter; the overall recovery rate was 60%. Similar
rates of recovery (up to 66%) were reported by others (Blanchard et al.,
1997; Shalev et al., 1997).

The main predictor of the course of PTSD is its duration: the longer the
duration of PTSD, the lower the likelihood of recovery. One study has
found that only 18% of patients recovered 5 years after the onset of PTSD
(Zlotnick et al., 1999), while another reported that no recovery occurred
after PTSD had lasted for 6 years (Kessler et al., 1995). A substantial
number of chronic patients have a deteriorating course, with various
complications (most commonly depression and/or substance abuse or
dependence) and lasting impairments in most areas of functioning (mar-
ital/family, occupational, social). Some patients may exhibit an enduring
personality change, as described in Varieties of Posttraumatic Stress
Disorder (above).

Between the extremes of complete recovery and chronic, deteriorating
course are PTSD patients with a course characterized by exacerbations and
incomplete remissions. About one third of all patients with PTSDmay have
such a course. Exacerbations may be precipitated by exposure to reminders
of the original trauma or by the occurrence of another traumatic event.
Some patients may have a low tolerance for frustrating or stressful situa-
tions and experience difficulties in adjusting to any novelty or life change.
They may react to these situations with anger or impulsive behavior, by
further withdrawal, or by using alcohol, illicit drugs, or benzodiazepines.
Some patients have persistent but relatively isolated symptoms of PTSD,
such as nightmares and intrusive memories of the trauma. The clinical
presentation of PTSD may also change over time.

Table 7—11 lists prognostic factors in PTSD. Poor prognosis of PTSD is
generally predicted by early appearance and long duration of symptoms.
Children and the elderly seem to have poorer prognosis. The prognosis of
PTSD may also be linked with the type of trauma, with war-related
traumas and physical and sexual assault generally being associated with
poorer prognosis than traumas related to traffic accidents and natural
disasters. Low levels of social support and unstable home and family
situation also have a negative impact on the course and prognosis of
PTSD. Additional factors that indicate poor prognosis of PTSD include
female gender, childhood trauma, history of other anxiety and mood
disorders, greater number of PTSD symptoms, more prominent numbing
and hyperarousal symptoms, co-occurring medical conditions, and
alcohol abuse (Breslau and Davis, 1992).

322 Anxiety Disorders in Adults



With respect to impairment and negative impact on quality of life, PTSD
has been found to be more severe than other anxiety disorders (e.g.,
Warshaw et al., 1993). Chronic PTSD may also be associated with poorer
physical health in general, deleterious health habits (e.g., smoking), higher
likelihood of cardiovascular, respiratory, gastrointestinal, and neurological
disease, and greater use of health care services (e.g., Kulka et al., 1990;
Kessler et al., 1995; Beckham et al., 1997).

ETIOLOGY AND PATHOGENESIS

There are several psychological and biological models of PTSD that account
to a certain extent for its etiology and pathogenesis. These models are
briefly presented after a review of our current understanding of the risk
factors for developing PTSD.

Table 7–11. Factors Indicating Poorer Prognosis of Posttraumatic

Stress Disorder

Demographics

• Female gender
• Younger age (children)
• Older age (elderly)

Type of Trauma

• War-related traumas
• Traumas related to physical or sexual assault

PTSD Symptoms

• Early appearance of symptoms
• Long duration of symptoms
• Greater number of symptoms
• Prominent numbing and hyperarousal symptoms

Co-occurring Disorders

• Medical conditions
• Depression
• Alcohol and other substance abuse or dependence

Pre-trauma Factors

• History of childhood trauma
• History of anxiety and mood disorders

Social and Interpersonal Factors

• Low level of social support
• Unstable home and/or family situation
• Conflicts at home or workplace
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RISK FACTORS FOR DEVELOPING POSTTRAUMATIC
STRESS DISORDER

Despite reports of PTSDwithout a previous traumatic event (see Diagnostic
and Conceptual Issues, above), PTSD has been conceptualized as a condi-
tion that does not occur in the absence of trauma. Of all mental disorders,
PTSD is (controversially) rather unique in this regard. Even though a
traumatic event is necessary for the development of PTSD, it is not suffi-
cient. One study has reported that only a minority of trauma victims
developed PTSD, despite 94% having PTSD symptoms 1 week after the
trauma (Foa et al., 1991).

Epidemiological and clinical research into risk factors for developing
PTSD has identified numerous factors that increase vulnerability to PTSD.
It is possible that a combination of these factors, which may be unique for
each individual, ultimately leads to PTSD. The risk factors are usually
classified in accordance with their temporal relationship to the trauma.
Some are present before the trauma (Table 7—12), others are related to the
traumatic event itself (Table 7—12), and still a third group of risk factors
includes those that manifest themselves in the period immediately after the
trauma or many months and years following the trauma (Table 7—13).

In addition to understanding risk factors for developing PTSD, it is
important to ascertain risk factors for exposure to trauma, because the
latter risk may not be equally distributed. Men, extroverted persons, those
with a history of childhood conduct problems and a family history of sub-
stance abuse, and persons with psychiatric disorders were found to be more
likely to be exposed to trauma (Breslau et al., 1991). Some people, often those
labeled as ‘‘risk takers,’’ ‘‘not risk-aversive,’’ or ‘‘accident-prone,’’ and con-
sidered to be high on novelty-seeking and low on harm-avoidance dimen-
sions of personality, may be more likely to be exposed to certain types of
trauma. There has been little systematic and prospective research into this
important area, with studies only starting to suggest that externalizing
problems in childhood may increase risk of exposure to assaultive violence
(Breslau et al., 2006) or to trauma in general (Koenen et al., 2007), whereas
higher intelligence levels may decrease this risk (Breslau et al., 2006).

Risk factors for developing PTSD do not affect everyone in the same
way and some appear to have a stronger predictive association with
PTSD. In one meta-analysis of risk factors for PTSD, a lack of social
support was found to have the strongest predictive power (Brewin et al.,
2000). Some studies reported that negative social environment was a
better predictor of PTSD than lack of support (Zoellner et al., 1999;
Ullman and Filipas, 2001). Risk factors that pertain to the trauma itself
and to the clinical features appearing in the period immediately after a
traumatic event may be particularly important because their presence
suggests that traumatized individuals should be recipients of early inter-
ventions for prevention of PTSD.
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Table 7–12. Risk Factors for Developing Posttraumatic Stress Disorder that Are

Present Before the Trauma and Related to the Traumaa

Risk Factors Present Before the Trauma

Demographic factors

• Female gender (Breslau and Davis, 1992; Kessler et al., 1995; Breslau et al.,
1997, 1999)

• Lower socioeconomic status (Kessler et al., 1995; Koenen et al., 2007)

Family history

• Family history of mental disorders (Davidson et al., 1985; Kulka et al., 1990)
• Family or parental history of PTSD (Yehuda et al., 1998b), anxiety (Scrignar,

1984; Breslau et al., 1991), and antisocial behavior (Breslau and Davis, 1992)

Childhood-related and developmental factors

• Unstable family atmosphere (Kulka et al., 1990; Koenen et al., 2007)
• Disrupted parent-child attachments (Breslau et al., 1991)
• Early separation from parents (McFarlane, 1988; Breslau et al., 1991)
• Physical and sexual abuse in childhood (Bremner et al., 1993; Engel et al., 1993;

Zaidi and Foy, 1994; Fontana et al., 1997)
• Chronic environmental adversity, chronic stress (Koenen et al., 2007)
• Presence of mental disorders during childhood or adolescence, e.g., enuresis

(Gurvits et al., 1993) and anxiety disorders (Breslau et al., 2006)
• Behavioral disturbance during childhood, including externalizing tendencies

and conduct disorder (Helzer et al., 1987; Kulka et al., 1990; Breslau et al., 2006;
Koenen et al., 2007, 2008b)

• Interferencewith development of the central nervous system, neurological soft
signs, lower intelligence (Macklin et al., 1998; Gurvits et al., 2000; Breslau et al.,
2006; Koenen et al., 2007)

Psychopathology

• General psychological problems and psychiatric disorders (Helzer et al., 1987;
McFarlane, 1989; Koenen et al., 2008b)

• Neuroticism, emotional immaturity (Kulka et al., 1990), negative
self-appraisals (Bryant and Guthrie, 2007), high level of hostility combined
with low level of self-efficacy (Heinrichs et al., 2005)

• Personality disorders (Ursano et al., 1999b), narcissistic vulnerability (Bachar
et al., 2005)

• Past history of PTSD (Ursano et al., 1999b; Breslau et al., 2008)
• Depression and anxiety disorders (Scrignar, 1984; Breslau et al., 1991, 1997;

Breslau and Davis, 1992; Kessler et al., 1995; Kleim et al., 2007)

Risk Factors Related to the Trauma

• Greater exposure to trauma (Shore et al., 1986; McFarlane, 1989)
• Greater severity of trauma (Foyet al., 1984;Winfield et al., 1990;Yehuda et al., 1998c)
• Type of trauma and meaning of the trauma for the person (traumatic

experiences such as rape aremore often associated with development of PTSD
than other traumas)

a In some studies these risk factors also pertain to development of chronic posttraumatic stress
disorder.
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Table 7–13. Posttraumatic Stress Disorder Risk Factors That Appear After

the Trauma

Clinical Factors

• Acute stress disorder (Bryant et al., 1998, 1999)
• Early development of PTSD-like symptoms (Koren et al., 1999; O’Donnell

et al., 2007)
• Emotional numbing early after trauma (Feinstein and Dolan, 1991; Mayou

et al., 1993; Shalev et al., 1996; Epstein et al., 1998)
• Prominent avoidance and other safety-seeking behaviors early after trauma

(Bryant and Harvey, 1998; Ehlers et al., 1998; Dunmore et al., 2001; O’Donnell
et al., 2007)

• Reexperiencing symptoms early after trauma (Creamer et al., 2004; O’Donnell
et al., 2007)

• Symptoms of increased autonomic arousal early after trauma (Creamer et al.,
2004; O’Donnell et al., 2007), including increased heart rate (Harvey and
Bryant, 1998; Shalev et al., 1998b; Yehuda et al., 1998a; Brewin et al., 1999;
Bryant et al., 2000, 2008a; Mellman et al., 2001) and increased respiration rate
(Bryant et al., 2008a)

• Dissociative symptoms (Bremner et al., 1992; Koopman et al., 1994; Shalev
etal., 1996; Ehlers et al., 1998; Ursano et al., 1999a; Holeva and Tarrier, 2001;
Murray et al., 2002; Engelhard et al., 2003)

• Depressive symptoms (Shalev et al., 1998a; Freedman et al., 1999)
• Greater severity of symptoms in the immediate aftermath of the trauma

(Denson et al., 2007)
• Serious physical consequences of the trauma, including severe injuries,

chronic pain, and other health problems (Blanchard et al., 1997; Ehlers et al.,
1998)

• Great difficulty in coping with and adjusting to everyday life situations and
difficulty in solving problems in various situations (Solomon et al., 1989b,
1991)

Social and Environmental Factors

• Low levels of social and/or family support (King et al., 1998; Brewin et al.,
2000)

• Unfavorable, stressful, or traumatic life events, not necessarily related to the
original trauma (Blanchard et al., 1997; King et al., 1998; Brewin et al., 2000)

• Subsequent exposure to reactivating environmental factors (Kluznick et al.,
1986; McFarlane, 1989)

• Being a refugee or being separated from family, relatives, and friends (Hunt
and Gakenyi, 2005)

Biological Factors

• Lower cortisol levels shortly after trauma (McFarlane et al., 1997; Yehuda et al.,
1998a)

Cognitive Factors

• Excessively negative appraisals of the trauma, its consequences, oneself,
responses of other people to the trauma, and the future (Delahanty et al., 1997;
Ehlers et al., 1998; Warda and Bryant, 1998a; Andrews et al., 2000; Smith and
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With respect to the trauma itself, there has been a suggestion that the
more severe the trauma, the greater is the likelihood of developing PTSD
(Foy et al., 1984; Winfield et al., 1990; Yehuda et al., 1998c). However, it is
difficult to quantify and compare the severity of traumatic experiences
because their nature is to a large extent subjective. Exposure to severe
trauma repeatedly or continuously over time increases the risk of devel-
oping PTSD, and the greater the ‘‘amount’’ of trauma, the greater is the
severity of PTSD, the so-called dose-effect relationship (e.g., Mollica
et al., 1998).

The severity of symptoms occurring in the immediate aftermath of the
assaultive traumatic events, regardless of the nature of the symptoms, was
reported to be the most important predictor of PTSD in one study (Denson
et al., 2007). The occurrence of certain symptoms during or shortly after
traumamay increase the probability of the later development of PTSD. This
appears to be the case with dissociative symptoms, depressive symptoms,
and increased autonomic arousal, including elevated heart rate and respira-
tion rate (Table 7—13).

Table 7–13. (Continued)

Bryant, 2000; Dunmore et al., 2001; Engelhard et al., 2002; Murray et al., 2002;
Basoglu et al., 2005; Hagenaars et al., 2007; Kleim et al., 2007):

— Catastrophic appraisals of the traumatic event
— Negative appraisals of oneself
—Negative appraisals of symptoms of PTSD and other symptoms (e.g.,
negative appraisals of dissociative experiences)

— Negative appraisals of other people’s attempts to offer support
— Exaggerated expectations of negative events in the future
—Attributions of responsibility for the trauma either to oneself (with
subsequent feelings of shame or guilt) or to others

— Persistent, repetitive ruminations about the traumatic event

• ‘‘Mental defeat’’ (Kleim et al., 2007)
• Diminished sense of control over one’s life and life events (Solomon et al.,

1989b, 1991; Basoglu et al., 2005)
• Memory disturbances (Harvey et al., 1998; Warda and Bryant, 1998b; Guthrie

and Bryant, 2000; Moulds and Bryant, 2002):

— Difficulties in retrieving specific positive memories and positive personal
information

— Forgetting negative, trauma-related information and memories avoid,
tendency to avoid

• Attribution of responsibility for one’s own life to other people, one’s
environment, or circumstances beyond one’s own control (Solomon et al.,
1989b, 1991)
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There are at least two problems with claims that PTSD can be predicted
on the basis of these early symptoms. First, certain early symptomsmay not
consistently predict PTSD. For example, peritraumatic dissociation has not
uniformly been found to be a predictor of PTSD (e.g., Marshall and Schell,
2002; Creamer et al., 2004), and peritraumatic dissociation has been found
to predict PTSD less well than persistent dissociation (dissociative symp-
toms continuing to be present for a longer time after the trauma) (Murray et
al., 2002; Briere et al., 2005; Hagenaars et al., 2007). Second, while many
early symptoms appear to be sensitive predictors of PTSD (because most
PTSD patients have had some of these symptoms in the aftermath of the
trauma; Freedman et al., 1999), they are nonspecific predictors, as the
majority of traumatized individuals with these symptoms recover without
developing PTSD. Therefore, the presence of the early symptoms by itself
may be of little value for predicting PTSD.

The predictive value of acute stress disorder has also been scrutinized.
Some research has found that acute stress disorder may be a poor predictor
of the subsequent development of PTSD (Creamer et al., 2004). In trauma
victims with acute stress disorder, there is a probability ranging widely
from 30% (Staab et al., 1996) to 83% (Bryant andHarvey, 1998; Brewin et al.,
1999) for later development of PTSD. Conversely, between 10% (Schnyder
et al., 2001) and 72% (Harvey and Bryant, 2000) of patients with PTSD had
acute stress disorder. Across the studies, it appears that a majority (70%—
80%) of trauma victims with acute stress disorder go on to develop PTSD,
whereas about one half of PTSDpatients or even fewer (Bryant, 2007) do not
have a history of acute stress disorder. These findings suggest that while the
presence of acute stress disorder may have a high probability of leading to
PTSD, the absence of acute stress disorder is by no means a guarantee that
PTSD will not occur. Therefore, the pathway leading from traumatic event
to PTSD may or may not involve acute stress disorder.

Using the knowledge of various risk factors for PTSD to introduce
effective strategies for preventing PTSD remains a challenging task. We
need to better understand how various risk and protective (resilience)
factors interact to bring about PTSD or minimize the likelihood of its
occurrence.

BIOLOGICAL MODELS

Table 7—14 lists findings of biological and neuroimaging studies that have
been considered important for PTSD.

Genetic Factors

There may be a certain genetically based predisposition for the develop-
ment of PTSD. This is suggested by findings that family history of psycho-
pathology and psychiatric disorders in general increases the risk of
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developing PTSD (Davidson et al., 1985; Fontana and Rosenheck, 1994).
Major depression and PTSDmay share a common genetic risk, which could
explain their frequent co-occurrence; according to this proposition, envir-
onmental influences determine whether a person develops one or the other
of these disorders (Koenen et al., 2008a).

A study of male Vietnam veteran twins reported that a significant
proportion of the variance in liability for 15 PTSD symptoms–between
13% and 34%, depending on the type of PTSD symptom clusters–was
accounted for by genetic factors (True et al., 1993). The study did not find
that premorbid environmental experiences shared by twins contributed to
the development of PTSD symptoms.

Neuroendocrinology of Posttraumatic Stress Disorder

The neuroendocrinology of the normal response to stress involves the
release of corticotropin-releasing hormone and arginine-vasopressin from
the hypothalamus, which ultimately leads to the secretion of cortisol and
catecholamines (mainly adrenaline) by the adrenal gland. As part of the
hypothalamic-pituitary-adrenal (HPA) axis, cortisol in the blood then has a
feedback effect on the hypothalamus and the pituitary gland, thereby
controlling further release of hormones from these brain structures. Thus,
with the diminution and disappearance of stress, the initially increased
levels of cortisol normally decrease the secretion of corticotropin-releasing
hormone and adrenocorticotropic hormone (ACTH), with the latter then
bringing down cortisol levels to normal.

What happens with the HPA axis in PTSD? It has been hypothesized that
theHPAaxis in PTSD is hypersensitive to stress. Thismeans decreased (rather
than increased) plasma levels of cortisol (e.g.,Mason et al., 1986; Yehuda et al.,

Table 7–14. Findings of Biological and Neuroimaging Studies That Have Been

Considered Important, but Not Necessarily Specific for

Posttraumatic Stress Disorder

Hypersensitivity of the Hypothalamic-Pituitary-Adrenal (HPA) Axis to Stress

• Abnormally low secretion of cortisol in response to stress, with subsequently
decreased levels of cortisol

• Increased negative feedback regulation of cortisol
• Dysregulated mechanism of cortisol secretion

Decreased Hippocampal Volume on MRI Scans

PET Findings on Exposure to Stress or Reminders of the Trauma
• Excessive activation of limbic and perilimbic structures
• Activation of the visual cortex
• Decreased activity of the cortical areas involved in language expression

MRI, magnetic resonance imaging; PET, positron emission tomography.
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1990) and increased negative feedback regulation of cortisol via corticotropin-
releasing hormone and ACTH. A low plasma cortisol level in the period
immediately following the trauma has also been considered to suggest a
higher likelihood of developing PTSD (e.g., McFarlane et al., 1997; Yehuda
et al., 1998a).

Suggestions that lower levels of cortisol might be specific for PTSD have
not been supported by other research (e.g., Liberzon et al., 1999; Young
andBreslau, 2004; Fries et al., 2005). One systematic reviewandmeta-analysis
reported no differences in cortisol levels between people with and without
PTSDand found low cortisol levels in studies conducted only in femaleswith
PTSD, in studies in which PTSD followed physical or sexual abuse, and in
studies that measured cortisol levels in a certain way (Meewise et al., 2007).
This indicates that neuroendocrinological abnormalities in PTSD may be
more complex and that they may not characterize all people with PTSD.

Neuroanatomy and Pathophysiological Mechanisms

Neuroimaging Studies

Many magnetic resonance imaging studies have found a smaller hippo-
campal volume in adults with chronic PTSD (Kitayama et al., 2005). This
finding has been considered important for two reasons: (1) hippocampal
atrophy may be caused by the stress-induced, persistently high levels of
cortisol (Sapolsky, 1995) and (2) the hippocampus is believed to be crucially
involved in memory processes, so that reduced hippocampal volume might
account formemory disturbances that are oftenprominent in PTSD. Research
has not supported these propositions unequivocally. As already noted,many
PTSD patients have decreased, not increased, levels of cortisol. While a long-
term treatment of PTSDwith paroxetine was found to increase hippocampal
volume and improve hippocampus-based verbal declarative memory
(Vermetten et al., 2003), one study failed to find a correlation between
memory impairment in PTSD and hippocampal volume (Lindauer et al.,
2006). In addition, some studies could not replicate the finding of a smaller
hippocampal volume in PTSD patients (e.g., Golier et al., 2005), and others
also found a reduced hippocampal volume in patients with depression (e.g.,
Bremner et al., 2000b). Therefore, it does not seem that decreased hippo-
campal volume represents a specific neurobiological correlate of PTSD.

Several positron emission tomography studies used PTSD symptom
provocation paradigms (e.g., visualizing or viewing traumatic scenes,
recalling or listening to the accounts of one’s own traumatic experiences).
These studies did not produce consistent findings about regional cerebral
blood flow changes in PTSD patients, but some preliminary conclusions
may be made on the basis of these findings. It appears that in response to
traumatic stimuli, there may be a decreased activity of the inferior frontal
cortex (Rauch et al., 1996; Shin et al., 1999), Broca’s area (Shin et al., 1997),
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middle temporal cortex (Rauch et al., 1996), medial prefrontal cortex, hip-
pocampus, and visual association cortex (Bremner et al., 1999). Under the
same circumstances, there was increased activity of the limbic, paralimbic,
and visual cortex (Rauch et al., 1996), anterior cingulate, amygdala (Shin
et al., 1997), orbitofrontal cortex, and anterior temporal pole (Shin et al.,
1999). These findings suggest that PTSD may be characterized by an exces-
sive but nonspecific response of the limbic and perilimbic structures to the
trauma, in conjunctionwith an activation of the visual cortex and decreased
response of parts of the cortex that are pivotal for language expression. In
clinical terms, this may help account for nonverbal visual reexperiencing of
the trauma along with hyperarousal, which is so common in PTSD.

Neurotransmitter Systems

Noradrenaline Many patients with PTSD exhibit hyperarousal as a conse-
quence of centrally increased noradrenergic stimulation and involvement
of the locus coeruleus. This is similar to the changes in the noradrenaline
system that may be present in panic disorder. Another similarity with panic
disorder comes from the results of studies using yohimbine, which
increases noradrenergic function as an a2 adrenergic antagonist. When
yohimbine was administered to PTSD patients, a significant proportion
experienced panic attacks, flashbacks, intrusive recollection of the
trauma, and emotional numbing (Southwick et al., 1993, 1997). Also, nora-
drenergic suppressors (clonidine, propranolol) alleviate symptoms of auto-
nomic hyperactivity (e.g., increased heart rate and blood pressure) and
intrusive reexperiencing of the trauma (Kolb et al., 1984).

The potential role of noradrenaline and adrenaline in PTSD is under-
scored by their involvement in the normal response to stress. It has been
suggested that in PTSD there may be a hyperresponsiveness of noradrena-
line and adrenaline to stress (e.g., McFall et al., 1990). However, studies in
which the levels of adrenaline and/or noradrenaline were measured in
blood and urine of PTSD patients produced conflicting results.

Serotonin Several findings support the role of the serotonin system in the
pathogenesis of PTSD. For example, the administration ofm-chlorophenyl-
piperazine (an agonist at some serotonin receptors and antagonist at other
serotonin receptors) to PTSD patients induced panic attacks and intensified
symptoms of PTSD (Southwick et al., 1997). Serotonergic activity may be
affected by stress, for example, by corticotropin-releasing hormone, which
is a part of the HPA axis (Kirby et al., 2000). Increased irritability, anger,
impulsivity, and aggressive and suicidal behavior, which are often encoun-
tered in PTSD patients, have been associated with decreased functioning of
the serotonin system (Evenden, 1999; Mann, 1999). The efficacy of selective
serotonin reuptake inhibitors in the treatment of PTSD may also suggest a
role of serotonin in the pathogenesis of PTSD.
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Kindling

Kindling was originally proposed as an explanation for epilepsy but has
also been invoked to account for some features of PTSD. In epilepsy,
kindling involves sensitization of the neurons to repeatedly administered,
subthreshold electrical stimuli so that they eventually start firing sponta-
neously and produce seizures, without any external stimulation (Goddard
et al., 1969). In PTSD, the limbic structures become kindled, that is, sensi-
tized to the trauma-related stimuli as a result of exposure, so that even in
the absence of these stimuli and absence of stress, limbic structures demon-
strate an exaggerated response, with abrupt changes in mood, anger, and
impulsive and aggressive behavior. Kindling in PTSD may involve an
excessive noradrenergic stimulation of the amygdala from the locus coer-
uleus (Post et al., 1997). This theory may explain the efficacy of some antic-
onvulsants in the treatment of PTSD manifestations such as mood
instability and impulsive outbursts.

PSYCHOLOGICAL MODELS

Psychological models of PTSD have grappled with more or less success to
explain a conditionwith complex disturbances in the realms of emotion (e.g.,
fear, anger), cognition (e.g., memory, attention, interpretations, beliefs about
trauma, oneself, and the world), and behavior (e.g., avoidance, impulsivity).
A review of the most prominent psychological models is presented below.

Behavioral Model

This model proposes that fear in PTSD is a consequence of classical
conditioning, as a learned response to a wide variety of the initially neutral
stimuli that become associated with the traumatic event (Keane et al., 1985).
Any aspect of the traumatic situation or experience may acquire the ability to
elicit fear through stimulus generalization and higher order conditioning.
People with PTSD become very sensitive to these trauma-associated stimuli
or reminders of the trauma and reactwith high levels of anxiety.Analogous to
the role of avoidance in phobias, PTSD is maintained through avoidance of
trauma-related stimuli because such avoidance ‘‘protects’’ against fear.
Although the behavioral model is somewhat simplistic, it has been useful as
an explanation for the seemingly inextinguishable fear of the wide variety of
trauma-related stimuli and for the role of avoidance in perpetuating PTSD.

Theory of Shattered Assumptions and Beliefs

This theory highlights the impact of the trauma on PTSD patients’ basic,
preexisting assumptions and beliefs (e.g., Horowitz, 1986; Janoff-Bulman,
1992). Since the traumatic event is unpredictable and brutal, it shatters
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assumptions and beliefs that peoplemay have about adherence to rules and
law, safety, justice, fairness, reciprocity in interactions with others, and
meaningfulness. The traumatic event turns upside down the person’s
whole assumptive world in which structure, order, stability, hope, and
predictability play important roles. According to this model, PTSD reflects
poor adjustment to the trauma, with the traumatized person failing to come
to terms with post-trauma reality that is so incongruous with pre-trauma
assumptions and beliefs.

Horowitz’s Model of Alternate Reprocessing and Avoidance

This theory (Horowitz, 1976, 1986), based on psychodynamic ideas, postu-
lates that PTSD is characterized by alternating attempts to reprocess (work
through) and avoid trauma-related information. As a result, PTSD patients
oscillate between unpleasant, painful, and frightening ‘‘compulsive repeti-
tion’’ of the trauma (e.g., through intrusivememories and flashbacks) and the
temporarily comforting avoidance of all reminders of the trauma or even
denial of the trauma. Trauma-related information remains active and fails to
be adequately reprocessed and integrated with pre-trauma experience.

Cognitively Based Models

Cognitively based models emphasize specific assumptions, beliefs, apprai-
sals, and faulty information processing in the pathogenesis of PTSD. These
models attempt to account for traumatic (or emotional) memories as the
most characteristic feature of PTSD. That is, they explicitly or implicitly
conceptualize PTSD as largely being based on the failure of the traumatic
memories to be adequately processed so that they appear intrusively and
repeatedly and are accompanied by overwhelming, negative emotions.

Information-Processing Theories

The basic tenet of the information-processing theories is that PTSD results
from faulty or incomplete cognitive and emotional processing of the trauma-
related experience. The origin of these theories can be found in Lang’s (1979)
theory of emotional imagery. In the context of PTSD, traumatic or emotional
memory is conceptualized as a network that connects the following:

• Information about the physical (perceptual) aspects of the traumatic
situation

• Information about the person’s reaction (emotional and
physiological) to the situation

• Information about the personal meaning of the situation

Although any of these components of the network can activate traumatic
memory, it is usually activated by stimuli that remind the person of the
physical aspects of the traumatic situation. For example, exposure to the
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sights or sounds reminiscent of the traumatic situation automatically acti-
vates the original emotional and physiological reactions to the trauma. These
reactions lead to an appraisal of the situation as currently threatening, with
the consequent urge to escape. The memory is strengthened by its link with
the sympathetic nervous system, so that every time the person experiences
autonomic arousal, the memory of the trauma reawakens.

Lang’s theory served as the basis for the ‘‘network model’’ of PTSD (Foa
et al., 1989). There are several important components of this model:

1. Traumatic memory is conceived of as a network in which concepts
of safety and danger play a salient role. Various stimuli associated
with the notions of danger and lack of safety activate traumatic
memory in PTSD.

2. There is a lowered threshold for the activation of the traumatic
memory in PTSD and memory of the trauma is easily accessed.

3. It is difficult for PTSD patients to habituate to trauma-related
stimuli because of their tendency to avoid such stimuli.

Emotional Processing Theory

The emotional processing theory brings together several aspects of the
work of Foa and associates, including components of the network model
(Foa and Kozak, 1986; Foa et al., 1989; Foa and Riggs, 1993; Foa and
Rothbaum, 1998). In its original form, this theory postulated a memory-
fear structure in PTSD,which consists of neuronal networks that participate
in selective emotional processing of trauma-related fear stimuli. This struc-
ture is maintained by avoidance, beliefs about constant external threat,
perception of oneself as weak and inadequate, and appraisal of PTSD
symptoms as a sign of personal failure.

In an updated version of the theory, it is proposed that cognitive rigidity
makes selective emotional processing of the traumamore likely. The cognitive
rigidity pertains to inflexible pre-trauma attitudes and views about oneself
(especially one’s own competence) and/or the surroundingworld (in terms of
it being safe or dangerous). If these are excessively optimistic, the expectations
and assumptions will be contradicted by the trauma; if they are excessively
negative, the expectations and assumptions will be confirmed by the trauma.

The emotional processing theory has served as the basis for a successful
treatment approach to PTSD, which uses both exposure and modification of
the hypothesized memory-fear structure (see Psychological Treatment,
below). The latter entails adoption of positive, corrective information that is
incompatible with the pathological memory-fear structure (Foa and
Rothbaum, 1998).

Dual Representation Theory

The dual representation theory of PTSD (Brewin et al., 1996) proposes that
traumatic experience is represented in two different memory systems. One
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system is called ‘‘verbally accessible memory.’’ Within this system, the
trauma clearly belongs to the past and memory of the trauma has been
well integrated with other aspects of the personality, allowing deliberate
and easy retrieval of the trauma-related information and verbal expression
of this information. The other system is ‘‘situationally accessible memory,’’
which is activated involuntarily (usually in the form of flashbacks and
intrusive memories) by the situations that remind the person of the trauma.
Within situationally accessible memory, the trauma is experienced as if it
were occurring in the present. Thememory of the trauma is represented on a
perceptual level (containing sights, sounds, and/or smells) and is associated
with ‘‘raw,’’ unprocessed emotions (as they were experienced at the time of
the trauma) and physiological responses to the trauma (with various symp-
toms of hyperarousal).

According to this theory, PTSD may result from an imbalance between
the twomemory systems. That is, verbally accessiblememory of the trauma
cannot neutralize situationally accessible memory, with the latter being
easily activated by numerous, unpredictable, and uncontrollable reminders
of the trauma and enjoying a retrieval advantage. Therefore, when the
memory of the trauma is retrieved, it is automatically experienced as if
the traumawere occurring in the present, alongwith perceptual, emotional,
and physiological components of the traumatic experience.

The treatment of PTSD is seen as a modification of the highly distressing
trauma memories within situationally accessible memory so that the rela-
tively benign trauma representations are created during exposure and
cognitive restructuring. The trauma-related information contained in situa-
tionally accessible memory is thereby reprocessed, followed by its transfer
to the verbally accessible memory because it can be better represented
there. Trauma reminders will then retrieve reprocessed, trauma-related
information from verbally accessible memory only. Ultimately, the disso-
ciated, automatic, uncontrollable, distressing, and largely nonverbal and
incommunicable memories of the trauma are replaced by fully integrated,
well-controlled, verbally expressible, and communicable memories of the
trauma.

Comprehensive Cognitive Model

This model (Ehlers and Clark, 2000) suggests that trauma victims who go
on to develop PTSD appraise the traumatic experience and its conse-
quences in a way that generates a sense of constant, unpredictable, and
generalized threat. Such an appraisal of the trauma is mademore likely by
the presence of ‘‘mental defeat’’ (Ehlers et al., 2000). This refers to a state of
mind of traumatized individuals at the time of the event, which is char-
acterized by a sense of helplessness, loss of all control and autonomy, and
readiness to give up and surrender. This experience leads to specific
appraisals of oneself as weak and unable to cope and protect against
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omnipresent danger. Many other factors related to negative pre-trauma
experiences and certain personality characteristics also contribute to a
negative appraisal of oneself, one’s own future, and the surrounding
world. A combination of mental defeat, ruminations, and pre-trauma
anxiety or depression has been found to be the most reliable predictor of
PTSD (Kleim et al., 2007).

The model postulates that there are several specific memory disturbances
in PTSD and that memory of the trauma is poorly integrated, poorly elabo-
rated, and poorly contextualized. This is manifested clinically through frag-
mented memories of the trauma, difficulties in intentional recall of certain
aspects of the trauma, andmisplacing of traumaticmemories as if the trauma
were occurring in the present. A strong associative memory accounts for the
firm link between memories of the trauma and certain cues or triggers and
explains a quick, unexpected reactivation of traumatic memories by various
stimuli and a disturbing lack of control over such memories.

Many behavioral and cognitive factors and processes maintain PTSD.
Behavioral factors include various attempts to avoid trauma reminders and
thereby prevent a return of the traumamemories, safety behaviors designed
to minimize trauma-related threat, and use of alcohol and drugs to suppress
discomfort or anxiety. The cognitive processes that maintain PTSD include
persistent,maladaptive ruminations about various aspects of the trauma and
its consequences and selective attention to trauma-related threat cues.

The comprehensive cognitive model has received some empirical sup-
port (e.g., Fairbrother and Rachman, 2006), but its various components
need further testing and validation. The model serves as the basis for
cognitive therapy of PTSD, which has shown efficacy in several studies
(Gillespie et al., 2002; Ehlers et al., 2003, 2005).

Psychodynamic Approaches

There are several psychodynamic contributions to our understanding of
PTSD. Freud speculated that ‘‘traumatic neurosis,’’ a conceptual forerunner
of PTSD, develops through ‘‘repetition compulsion’’; patients keep on
reliving the trauma to obtain a greater sense of control over trauma, but
failing to do so leads to neurosis.

Krystal (1988) proposed that the essence of PTSD is in the patients’
inability to use trauma-related emotions as signals that would activate
adequate defense mechanisms against painful recollections of the
trauma. Instead, patients experience trauma-related emotions as a
warning that the trauma will recur and resort to somatization or use
alcohol or other substances in an attempt to alleviate discomfort, avoid
painful emotions, and prevent recurrence of the trauma. This may
explain a relatively high frequency of psychosomatic conditions, alex-
ithymia, and substance abuse among trauma survivors and patients
with PTSD.
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The psychodynamic approach to PTSD also takes into account the
defense mechanisms used by PTSD patients. The purpose of these mechan-
isms is to alleviate the consequences of the trauma and avoid painful
trauma-related feelings. Patients with PTSD often use immature defense
mechanisms, such as denial and projection: they may deny their own
feelings or project anger and guilt feelings onto others. Traumatized indi-
viduals sometimes defend themselves against the feeling of helplessness
through anger, revenge fantasies, or relentless pursuit of compensation.

All psychodynamic approaches to PTSD emphasize importance of the
personal meaning of the trauma. Understanding of this meaning is con-
sidered crucial for treatment and is related to patient’s personality
characteristics.

TREATMENT

Many people with PTSD seek professional help only reluctantly and rela-
tively late, after a full clinical picture has emerged. There are several reasons
for this. Some people feel ashamed or embarrassed about their traumatic
experience; others feel that seeking treatment is a sign of weakness, poor
coping, or lack of resilience; there are also people with chronic PTSD who
harbor beliefs that they do not have a real disorder and expect their symp-
toms to go away with the passage of time. This ambivalent and sometimes
quite negative attitude toward treatment can affect the treatment process
adversely. Some mental health professionals, on their part, are reluctant to
treat PTSD patients; this may be due to factors such as discomfort about
having to address very unpleasant and painful issues in the course of treat-
ment, lack of readiness to work with patients who are often very difficult to
treat, or unwillingness to be drawn into a PTSD-related litigation process.

It is being increasingly recognized that the timing of therapeutic inter-
vention in PTSD is critical and that the best results may be achieved by
secondary prevention. In other words, if traumatic events cannot be pre-
vented, perhaps pathological reactions to such events can. Hence the
expectation from early treatment to prevent development of the disabling
features of PTSD and its complications and improve prognosis of PTSD.

The issues in early treatment of PTSD revolve around two questions.
First, who should be treated? All victims of the trauma or only those who
appear to be at risk for developing PTSD? Second, how should the early
treatment be conducted? Through specific psychological interventions,
pharmacotherapy, or some combination of psychological and pharmacolo-
gical treatment?

Considering the findings that most trauma victims recover without any
treatment, it appears reasonable to institute early treatment in individuals
who aremore likely to develop PTSD. A large body of research has revealed
numerous risk factors for PTSD (see Etiology and Pathogenesis, above), but
most of them are not specific for PTSD and are therefore of limited value for
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identification of at-risk individuals who should be offered early treatment.
Clinicians are often left with their own judgment as to which combination
of risk factors might be predictive of PTSD. As for the most appropriate
early treatment approach, there is an increasing knowledge about psycho-
logical strategies that might be useful in this phase but little information on
effective pharmacotherapy.

A full-blown PTSDpresentswith different combinations of symptoms. It
is unknown whether a single, underlying mechanism leads to different
manifestations of PTSD, and current treatments can only target ‘‘surface’’
clinical features, for example, flashbacks, avoidance, or hyperarousal.
Considering clinical heterogeneity of PTSD, no treatment approach is
likely to be applicable to all patients. It follows that whenmaking a decision
about treatment of PTSD, one should take into account specific character-
istics of each patient’s clinical presentation and personality.

Various treatments are often combined in clinical practice. The severity
of PTSD can serve only as a rough guide to the selection of treatment: in
mild forms of PTSD, psychological treatments alone may be preferred,
whereas in the more severe forms, a combination of psychological and
pharmacological treatments is usually used (Ballenger et al., 2000). Only a
few studies have compared the efficacy of pharmacological and psycholo-
gical treatment in PTSD. There is some indication that over short-term
treatment, pharmacotherapy (paroxetine) may be as efficacious as cogni-
tive-behavioral therapy (CBT) (Frommberger et al., 2004) or that pharma-
cotherapy (fluoxetine) may not fare as well as eye movement
desensitization and reprocessing (EMDR) (van der Kolk et al., 2007). In
the long run, CBT and EMDR tend to produce better outcomes than phar-
macotherapy (Frommberger et al., 2004; van der Kolk et al., 2007).

Once the full clinical picture of PTSD has emerged, it may not be realistic
to expect all of its features to completely and permanently disappear with
treatment. In an effort to avoid unrealistic expectations and disappoint-
ment, it is important to set realistic goals of treatment (Table 7—15).

Table 7–15. Goals of Treatment in Posttraumatic Stress Disorder

• Alleviation of symptoms and behavioral disturbances

• Alleviation of the manifestations of any co-occurring conditions

• Better understanding of the trauma, its meanings, implications, and
consequences, with sensible incorporation of the traumatic experience and
traumatic memories into one’s identity

• Increased resilience to stress

• Improvement in functioning

• Minimization of disability
• Prevention of complications
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PHARMACOLOGICAL TREATMENT

Aspects of pharmacotherapy that are specific for PTSD are presented in
Table 7—16. The precise role of pharmacotherapy in the treatment of PTSD
remains to be elaborated.While there is evidence that somemedications are
efficacious, themagnitude of their effects is not impressive. The response to
pharmacotherapy is achieved in just over one half of patients, and many
responders still have significant symptoms. A remission (almost complete
disappearance of all symptoms, with return to normal functioning) with
pharmacotherapy occurs less often, perhaps in one fifth to one quarter of
PTSD patients (although in one study, the remission rate achieved after 6
months of pharmacological treatment was 50.9% [Davidson et al., 2006a]).
Therefore, there is much room for improvement when using pharmacolo-
gical treatment for PTSD and a role for psychological therapy to maximize
the benefits of pharmacotherapy.

Different symptoms with which PTSD patients present may have dif-
ferent neurobiological underpinnings, with different patterns of response
to pharmacological agents. For this reason, it may be very difficult to find a
medication that would be equally effective for all the major symptoms of
PTSD or for many different combinations of these symptoms. This may

Table 7–16. Aspects of Pharmacotherapy that Are Relatively Specific for

Posttraumatic Stress Disorder

• Use of pharmacotherapy for secondary prevention of PTSD (i.e., medications
administered early in the aftermath of trauma may prevent full-blown PTSD)

• Rates of response and remission are generally lower in PTSD than in other
anxiety disorders, except for obsessive-compulsive disorder

• More classes ofmedications are used for PTSD than for other anxiety disorders

• Simultaneous use of two or moremedications is more frequently seen in PTSD
than in other anxiety disorders (with the possible exception of obsessive-
compulsive disorder)

• Antidepressants are considered the treatment of choice, but other medications
are often combined with antidepressants, sometimes from the very beginning
of treatment

• When a combination of medications is used for PTSD, antidepressants are an
essential component of any pharmacotherapy ‘‘package’’

• Choice of medications other than antidepressants may be based, at least in
part, on predominant type of symptoms

• When selective serotonin reuptake inhibitors are used, their propensity to
cause or worsen insomnia and to initially cause or worsen agitation may have
significant practical implications

• Benzodiazepines have a very limited role in treatment

• Boundary between routine treatment and treatment resistance in PTSD is often
blurred
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help explain why the simultaneous use of two or more medications is more
frequently seen in PTSD than in other anxiety disorders (with the possible
exception of obsessive-compulsive disorder).

Pharmacological treatment in PTSD is used with the goals of signifi-
cantly decreasing the most prominent and disabling symptoms and
improving functioning. Pharmacotherapy may also be used for treatment
of co-occurring psychiatric disorders and prevention of complications. The
efficacy ofmedications in reaching these goals varies dramatically from one
patient to another. Main indications for pharmacological treatment of PTSD
include its greater severity, presence of symptoms that may be likely to
respond to pharmacotherapy (e.g., sleep disturbance, restlessness, impul-
sivity), and co-occurrence of psychiatric conditions such as depression.

An early pharmacological treatment should target symptoms that
appear within several weeks of the traumatic event and are both predictive
of the later development of PTSD and responsive to pharmacotherapy.
These include depressive manifestations and symptoms of autonomic
hyperarousal (e.g., increased heart rate). One recommendation is to start
treatment of PTSD symptoms with an antidepressant about 3 weeks after
the traumatic event if the acute response to trauma has not subsided by that
time, and in particular, if depressive symptoms are prominent (Ballenger
et al., 2000). In addition, an early, short-term use of medications that
decrease autonomic arousal, such as clonidine and propranolol, may be
beneficial (e.g., Taylor and Cahill, 2002; Vaiva et al., 2003). These medica-
tions can be administered in conjunction with or instead of muscle relaxa-
tion that also aims to alleviate symptoms of hyperarousal. An early use of
benzodiazepines was not found to prevent development of the full-blown
PTSD (Gelpin et al., 1996).

Certain medications may work better for some symptoms of PTSD than
for others, but it is still unclear to what extent medications can be combined
to complement each other’s effects and how best to use them in combina-
tion. Because of the heterogeneity of the clinical picture, it is not surprising
that several quite different classes of medications have been used in PTSD
(Table 7—17). The choice of medication, apart from antidepressants, may
depend to some extent on the predominant symptomatology of the PTSD
patient (Table 7—18), but we do not have specific pharmacological treat-
ments for specific clusters of PTSD symptoms.

Antidepressants are considered to be the most important pharmacolo-
gical agents for PTSD. They are used to treat PTSD both because they have
direct and specific effects on a wide range of PTSD symptoms and because
they are effective in treating the commonly co-occurring depression and
anxiety disorders. If not used alone, antidepressants are an essential com-
ponent of any pharmacotherapy ‘‘package’’ for PTSD. Several classes of
antidepressants have been found to be useful in PTSD, but the evidence of
efficacy is strongest for selective serotonin reuptake inhibitors (SSRIs) and
venlafaxine (in its extended-release [XR] formulation), a serotonin and
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noradrenaline reuptake inhibitor. Consequently, these medications repre-
sent first- and second-line pharmacotherapy for PTSD (Table 7—19).
Tricyclic antidepressants (TCAs), mirtazapine, a noradrenergic and spe-
cific serotonergic antidepressant, and phenelzine, a classical and irrever-
sible monoamine oxidase inhibitor (MAOI), have also been efficacious in
the treatment of PTSD, but with less evidence. Major tolerability and other
problems with TCAs and phenelzine make them less suitable for
treatment.

Several other medications–second-generation antipsychotics, anticon-
vulsants/mood stabilizers, prazosin, a centrally active a1-adrenergic
antagonist, and benzodiazepines–have demonstrated some efficacy for
PTSD, whether used alone or, more commonly, in conjunction with an
antidepressant. Their role in the treatment of PTSD has not been defined
precisely because they can be used as an alternative monotherapy, along
with an antidepressant from the very beginning of treatment, and/or for
treatment-resistant PTSD, when they are usually added to an antidepres-
sant. In the text below, these medications (listed in Table 7—21) are referred
to as alternative and/or adjunctive pharmacotherapy for PTSD.

Table 7–17. Classes of Medications Used in Treatment of Posttraumatic

Stress Disorder

Antidepressants

Selective serotonin reuptake inhibitors
Venlafaxine extended-release (serotonin and noradrenaline reuptake inhibitor)
Tricyclic antidepressants
Mirtazapine (noradrenergic and specific serotonergic antidepressant)
Classical monoamine oxidase inhibitors

Second-Generation Antipsychotics

Risperidone, olanzapine, quetiapine

Anticonvulsants/Mood Stabilizers

Lamotrigine, carbamazepine, valproate, gabapentin, tiagabine, topiramate,
lithium

a1-adrenergic Antagonist
Prazosin

Benzodiazepines

Non-benzodiazepine Hypnotics

Zolpidem, zopiclone, eszopiclone, zaleplon

Noradrenergic Suppressors

Clonidine, propranolol

Buspirone (azapirone anxiolytic)
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Antidepressants in Treatment of Posttraumatic

Stress Disorder

Selective Serotonin Reuptake Inhibitors

Owing to their broad efficacy and relatively good tolerability, SSRIs have
become the first-line pharmacotherapy for PTSD. The efficacy in PTSD in
controlled trials has been established for fluoxetine (van der Kolk et al.,
1994, 2007; Connor et al., 1999; Meltzer-Brody et al., 2000; Martenyi

Table 7–18. Aspects of Patients’ Clinical Presentation That May Guide the

Choice of Medication in Posttraumatic Stress Disorder, Apart From

Antidepressants

Predominant Symptomatology Choice of Medication

Recurrent, intrusive reexperiencing of
the trauma

Second-generation antipsychotics

Quasi-hallucinatory experiences (e.g.,
flashbacks)

Second-generation antipsychotics

Psychotic symptoms (e.g.,
hallucinations, delusions)

Second-generation antipsychotics

Irritability, outbursts of anger,
impulsive, aggressive behavior
(behavioral disturbance)

Anticonvulsants/mood stabilizers(?)
Second-generation antipsychotics(?)

Nightmares Prazosin

Sleep disturbance, insomnia Prazosin
Non-benzodiazepine hypnotics
Benzodiazepines(?)

Autonomic hyperactivity and
hyperarousal

Clonidine
Propranolol
Benzodiazepines(?)

Table 7–19. Choice of Medication in Treatment of Posttraumatic

Stress Disorder

Rank Medication

First-line SSRIs (especially fluoxetine, sertraline, and paroxetine)

Second-line Venlafaxine extended-release (XR)

Third-line TCAs (amitriptyline, imipramine)

Fourth-line Mirtazapine

Fifth-line Phenelzine

SSRI, selective serotonin reuptake inhibitor; TCA, tricyclic antidepressant.
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et al., 2002a), sertraline (Brady et al., 2000; Davidson et al., 2001a; Zohar
et al., 2002; Stein DJ et al., 2006), and paroxetine (Marshall et al., 2001;
Tucker et al., 2001). There is also some evidence of efficacy for citalopram
(Seedat et al., 2000; Tucker et al., 2003) and fluvoxamine (Marmar et al.,
1996; Davidson et al., 1998; Escalona et al., 2002), but it comes from open-
label studies and one small, controlled trial. Response rates to SSRIs inmost
of the controlled trials varied between 50% and 60%, with fairly high
placebo response rates. In a number of trials, the difference between
response rate to an SSRI and to a placebo was barely significant, and
some studies failed to distinguish between the effects of SSRIs and those
of placebo in certain groups of PTSD patients (e.g., veterans with combat-
related PTSD).

There are conflicting findings with regard to the type of PTSD symp-
toms that may be most responsive to SSRIs. It appears that SSRIs are
efficacious in treating various symptom clusters of PTSD but not to the
same extent, and that pattern of response varies from one patient to
another. Therefore, SSRIs do not seem to be more suitable for any parti-
cular type or cluster of PTSD symptoms, and their choice is not necessarily
suggested by the presence of specific PTSD symptoms. A study of the
effects of sertraline on PTSD symptoms found an early decrease (after 1
week of treatment) in irritability and anger and a more pronounced
impact on the psychological than on the somatic symptoms of PTSD
(Davidson et al., 2002).

Some improvement in the symptoms of PTSD usually occurs after
2—4 weeks of treatment, but full response can be expected only after a
patient has been on a therapeutic dose for 4—6 weeks. Therefore, a trial of
an SSRI should last for at least 6 weeks, although an adequate trial
requires about 12 weeks of treatment.

Several studies have suggested that SSRIs may be more useful for PTSD
related to civilian trauma than for PTSD associatedwith combat trauma (van
der Kolk et al., 1994; Connor et al., 1999; Hertzberg et al., 2000; Davidson et
al., 2001a; Zohar et al., 2002). Other studies have reported efficacy of fluvox-
amine in combat-related PTSD (e.g., Marmar et al., 1996; Escalona et al.,
2002). Posttraumatic stress disorder associated with war-related traumas,
and especially with combat experiences, tends to have more severe features
and to be more resistant to treatment. It does not come as a surprise, there-
fore, that SSRIs seem to underperform in the treatment of this type of PTSD.
One clinical situation in which SSRIs may be useful is when PTSD co-occurs
with alcohol-related problems (Brady et al., 1995).

Side effects of SSRIs and other issues associated with their use are
described in Chapter 2. The main specific drawback of SSRIs in the treat-
ment of PTSD is their propensity to cause or worsen insomnia, which,
along with recurrent dreams of the trauma, nightmares, and other sleep
disturbances, is often a prominent feature of PTSD. Selective serotonin
reuptake inhibitors are not necessarily implicated in sleep disturbances,

7. Posttraumatic Stress Disorder 343



but it is very important to discuss with patients their possible association
with insomnia before commencing treatment. Patients with sleep distur-
bance should be encouraged to follow the principles of sleep hygiene; if
that is not sufficient to improve sleep, hypnotic medications can be com-
bined with SSRIs. Non-benzodiazepine hypnotics (e.g., zolpidem, zopi-
clone, eszopiclone, and zaleplon) should be given preference over
benzodiazepines, and if possible, they should be used on a short-term or
as-needed (prn) basis. Treatment with hypnotics need not begin immedi-
ately; it is recommended that hypnotic medication be commenced after
the patient has had at least four consecutive nights of disturbed sleep
(Ballenger et al., 2000).

The other relatively specific feature of treatment of PTSD with SSRIs is
the propensity of these medications to worsen anxiety and cause agitation
in some patients during initial treatment. This effect is similar to that seen
in patients with panic disorder treated with SSRIs (see Chapter 2), and
may be more frequently encountered when fluoxetine or sertraline is
used. As a result, it is prudent to initiate treatment with an SSRI in the
same way as in panic disorder–at a very low dose, which is usually one
quarter to one half of the dose used to treat depression. Depending on the
side effects and treatment response, the dose of an SSRI is then gradually
and very carefully increased to a level that is often above its dose usually
used in the treatment of depression. The range of effective doses of SSRIs
and other antidepressants for PTSD tends to be quite wide (Table 7—20).

Table 7–20. Doses of Antidepressants Usually Used in

Treatment of Posttraumatic Stress Disorder

Medication Dose Range

Selective serotonin reuptake inhibitors

Fluoxetine 20—60 mg/day
Sertraline 50—200 mg/day
Paroxetine 20—60 mg/day
Citalopram 20—60 mg/day
Fluvoxamine 100—300 mg/day

Venlafaxine extended-release 75—300 mg/day

Tricyclic antidepressants

Amitriptyline 75—250 mg/day
Imipramine 75—250 mg/day

Mirtazapine 30—60 mg/day

Classical monoamine oxidase inhibitors

Phenelzine 45—90 mg/day
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Venlafaxine Extended Release

One controlled trial has established the efficacy of venlafaxine extended
release (venlafaxine XR) in the treatment of PTSD (Davidson et al., 2006b).
Interestingly, that study compared venlafaxine XR with sertraline and
placebo, and found that only venlafaxine XR, but not sertraline, was
superior to placebo. Venlafaxine XR may be particularly useful for PTSD
patientswho have a severe, co-occurring depression, andwhere dual action
of this drug may be advantageous. Many of the issues regarding the treat-
ment of PTSD with SSRIs also pertain to venlafaxine XR. Side effects of
venlafaxine XR and othermatters surrounding its use are discussed inmore
detail in Chapter 2.

Tricyclic Antidepressants

Of the TCAs, the efficacy for PTSDwas demonstrated in controlled trials of
amitriptyline (Davidson et al., 1990) and imipramine (Kosten et al., 1991).
These trials were conducted in patients with combat-related PTSD, and
improvements were not impressive. Unlike SSRIs, TCAs do not interfere
with sleep and may be useful in the treatment of patients with severe sleep
disturbance, restlessness, and agitation. However, this advantage may
come at a cost of excessive sedation. The tolerability of TCAs and their
toxicity in overdose makes them less desirable as a treatment option (see
Chapter 2).

Mirtazapine

Mirtazapine was found to be efficacious in one small placebo-controlled
study, where the response rate was over 60% (Davidson et al., 2003). Like
TCAs, the specific advantage of this drug is that it does not interfere with
sleep and that it may be used to treat PTSD patients with severe insomnia;
its main side effects are sedation and weight gain.

Phenelzine

Phenelzine, a classical and irreversible MAOI, has demonstrated efficacy for
PTSD in oneplacebo-controlled comparison studywith imipramine (Kosten et
al., 1991). In another comparison trial with imipramine, there was no differ-
ence in overall efficacy, but phenelzine appeared to be superior in terms of
alleviating symptoms of intrusive reexperiencing of the trauma (Frank et al.,
1988). Because of the side effects, special dietary requirements and numerous
interactions with other drugs (see Chapter 4), phenelzine is reserved for PTSD
patients who have not responded to other antidepressants. It may be very
difficult and potentially dangerous to use phenelzine whenever compliance
with its proper use is in doubt; this is particularly relevant for PTSD patients
who lack behavioral control and are prone to act impulsively.
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Alternative and/or Adjunctive Pharmacotherapy for
Posttraumatic Stress Disorder

Second-Generation Antipsychotics

Second-generation antipsychotics (risperidone, olanzapine, quetiapine) are
increasingly used in the treatment of PTSD, regardless of the presence of
psychotic symptoms. They are administered either as monotherapy or,
more frequently, in combination with an antidepressant. The rationale for
this practice is second-generation antipsychotics’ anxiolytic, antidepres-
sant, andmood-stabilizing properties (Hamner and Robert, 2005), although
there is some evidence that these agents also have specific effects on some
PTSD symptoms. Second-generation antipsychotics also have serotonergic
and noradrenergic effects, which is of relevance for PTSD because mechan-
isms involving the corresponding neurotransmitter systems have been
implicated in its development (see Etiology and Pathogenesis, above).

The evidence of efficacy of second-generation antipsychotics for PTSD has
been somewhat mixed. In controlled studies, monotherapy with olanzapine
was not superior to placebo (Butterfield et al., 2001), whereas monotherapy
with risperidone showed a significantly better result (Padala et al., 2006).
When used as an add-on to antidepressant therapy for PTSD in controlled
trials, both risperidone (Hamneret al., 2003a;Monnelly et al., 2003; Reich et al.,
2004; Bartzokis et al., 2005) andolanzapine (SteinMBet al., 2002b) have shown
efficacy. One controlled trial inwhich risperidonewas added to sertraline did
not show an unequivocal advantage of this combination (Rothbaum et al.,
2008). No placebo-controlled study of quetiapine in PTSD has been published
yet, but open-label trials have reported favorable results of its use as mono-
therapy (Kozaric-Kovacic and Pivac, 2007) and adjunctive therapy (Hamner
et al., 2003b) in PTSD. Thedoses of second-generation antipsychotics thatmay
be useful in PTSD may be generally lower than those used in the treatment
of schizophrenia and bipolar disorder (e.g., risperidone, 0.5—3 mg/day).

Second-generation antipsychotics seem to be commonly prescribed to
PTSD patients with behavioral disturbances (e.g., Monnelly et al., 2003),
but evidence-based justification for this practice is sparse. Thesemedications
are clearly indicated in the presence of psychotic symptoms, which may be
more common in combat-relatedPTSD (Hamner et al., 1999;Kozaric-Kovacic
and Borovecki, 2005). Several studies in which adjunctive risperidone and
olanzapine demonstrated efficacy, were conducted in patients with combat-
related PTSD (Stein MB et al., 2002b; Hamner et al., 2003a; Monnelly et al.,
2003; Bartzokis et al., 2005); these patients are often difficult to treat and may
benefit from adjunctive second-generation antipsychotics. One meta-ana-
lysis has found that adjunctive treatment with risperidone may have bene-
ficial effects on the cluster of intrusion symptoms of PTSD, which include
flashbacks and various quasi-hallucinatory experiences (Pae et al., 2008).

Potential side effects of second-generation antipsychotic drugs include
extrapyramidal symptoms, sexual dysfunction, andmetabolic complications

346 Anxiety Disorders in Adults



such as weight gain, diabetes, and hyperlipidemias. These adverse events
need to be weighed carefully against the possible benefits of these drugs.

Anticonvulsants and Mood Stabilizers

Anticonvulsants and mood stabilizers have usually been considered as
adjunctive treatment for PTSD patients, particularly for those with prominent
irritability, outbursts of anger, and impulsive, aggressive behavior. The ratio-
nale for using anticonvulsants and mood stabilizers may be found in the
conceptualization of PTSD as a disorder of affective instability, based on the
kindling phenomenon (see Etiology and Pathogenesis, above). Many case
reports, case series, and open-label studies involving carbamazepine,
valproate, lamotrigine, gabapentin, tiagabine, topiramate, and lithium have
suggested potential benefits of these drugs. However, a few controlled trials
(e.g., with valproate as monotherapy for male military veterans with PTSD,
[Davis et al., 2008] and with tiagabine as monotherapy for a mixed group of
PTSDpatients [Davidson et al., 2007]) didnot showefficacy inPTSD.Only one
small controlled study reported that lamotrigine was more efficacious than
placebo asmonotherapy for PTSD (Hertzberg et al., 1999). A lack of efficacy of
some anticonvulsants and mood stabilizers as monotherapy for PTSD in
controlled studies does not preclude their use as adjunctive treatment.

Prazosin

Several case series and open-label trials have shown that prazosin, a centrally
activea1-adrenergic antagonist, has a specific effect onnightmares inpatients
with PTSD. In a small controlled trial, combat-related PTSD patients treated
with prazosin (either as adjunctive therapy or monotherapy) showed a
significant decrease in nightmares and improvement in other sleep distur-
bances and other features of PTSD (Raskind et al., 2003). Hypotension,
tachycardia, and dizziness are the main side effects of prazosin. Its thera-
peutic dose is 4—9mg/day, but some patientsmay need a higher dose.When
prazosin is ceased, it is common for nightmares to return.

Benzodiazepines

In the only controlled study with a benzodiazepine in PTSD, alprazolam
decreased anxiety levels but had no effect on the specific symptoms of
PTSD (Braun et al., 1990). There is some support for the short-term or as-
needed (prn) use of benzodiazepines in the treatment of symptoms of
hyperarousal in PTSD patients (e.g., Shalev and Rogel-Fuchs, 1992).
Benzodiazepines could also be used for short-term treatment of insomnia,
but other medications are preferable.

Long-term treatment of PTSDwith benzodiazepines is not recommended,
particularly in patients who have poor impulse control. Benzodiazepines
may make it more likely for these patients to exhibit aggression. In addition,
PTSD patients seem to have more difficulty than patients with other anxiety
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disorders with the discontinuation of benzodiazepines and with benzodia-
zepine withdrawal symptoms (Risse et al., 1990). Benzodiazepines should
also be avoided in patients who abuse alcohol or other substances. For all
these reasons, the role of benzodiazepines in the treatment of PTSD is very
limited. If theyhave to be used at all, that should be for clear symptom targets
(e.g., insomnia, autonomic hyperarousal), in conjunction with antidepres-
sants or other drugs, and for a very brief period.

Long-Term Pharmacological Treatment of Posttraumatic

Stress Disorder

There are no data on long-term treatment of PTSD with medications other
than antidepressants. Therefore, it is unknown whether and to what extent
these medications, when efficacious in acute treatment, maintain their
efficacy in the course of long-term treatment of PTSD.

Several antidepressants have demonstrated efficacy in controlled, long-
term and/or relapse prevention studies in PTSD over periods of up to 28
weeks. These include fluoxetine (Martenyi et al., 2002b; Davidson et al.,
2005; Martenyi and Soldatenkova, 2006), sertraline (Davidson et al., 2001b),
and venlafaxine XR (Davidson et al., 2006a). In one long-term, open-label
study, patients who previously responded to sertraline in a 12-week pla-
cebo-controlled study,maintained their improvement over an additional 24
weeks of treatment; some PTSD patients who did not respond to sertraline
during initial treatment subsequently became responders (Londborg et al.,
2001). The latter finding suggests that some patients need to be treatedwith
an SSRI longer (more than 12 weeks) to respond.

The optimal duration of pharmacological treatment of PTSD is
unknown. For most cases of chronic PTSD, it is recommended that phar-
macotherapy with an antidepressant be continued for at least 1 year after a
satisfactory response to acute treatment has been achieved (Ballenger et al.,
2000). In clinical practice, this recommendation often translates to an even
longer treatment. The dose administered during that time should probably
be the same as the dose that produced the initial response.

As with other anxiety disorders, there is a risk of relapse upon disconti-
nuation of pharmacotherapy. Therefore, if the medication is to be ceased, it
is imperative that its dose be gradually and carefully reduced (e.g., by not
more than 25% every 2—3months). Psychological treatment techniquesmay
be combined with pharmacotherapy to decrease the risk of relapse.

Pharmacotherapy of Treatment-Resistant Posttraumatic

Stress Disorder

Although not precisely established, it is reasonable to postulate that an
adequate pharmacological trial for chronic PTSD consists of a minimum
of 12 weeks of treatment with an antidepressant at the highest
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recommended dose or the highest dose tolerated by the patient. In case of
intolerable side effects, an adequate pharmacological trial is shorter.

Treatment resistance in PTSD has not been well defined. Theoretically, a
patient is not treatment resistant if he or she has not had a trial with all
classes of antidepressants that have been found to be efficacious for PTSD.
In practice, many clinicians consider treatment resistance to be present if
the patient has not responded to two antidepressants, usually one or two
SSRIs, or an SSRI and venlafaxine XR. It should be emphasized, however,
that PTSD patients who do not respond to SSRIs and venlafaxine should be
treatedwith other antidepressants that have shown efficacy in PTSD, unless
use of the latter might be hazardous on medical grounds.

A sharp distinction between routine pharmacotherapy of PTSD andman-
agement of treatment-resistant PTSD cannot be made in clinical practice. As
an illustration of this, some patients commence treatmentwith an antidepres-
sant and another medication from the very beginning, as if theywere already
treatment resistant. A decision as to whether a patient will be administered
only an antidepressant at that time or an antidepressant with another drug
will likely depend on the clinician’s assessment of the antidepressant’s ability
to target most of the symptoms that the individual patient presents with.
Thus, if some symptoms, such as insomnia and nightmares, are particularly
prominent, and TCAs or mirtazapine cannot be used, a medication targeting
these symptoms (e.g., prazosin or a non-benzodiazepine hypnotic) may be
administered with an SSRI or venlafaxine XR from the onset of treatment.

A ‘‘true’’ treatment resistance probably begins after the patient has
completely failed trials with several antidepressants, alone or in combina-
tion with other drugs. What options are then available to clinicians?

Besides initiating psychological treatment or intensifying it if the patient
has already been engaged in psychological therapy, it is reasonable to admin-
ister medications that have not been used up to that point (Table 7—21). The
choice ofmedication anddecision about using one ormoremedications again
depend on the circumstances of the individual patient, his or her clinical
presentation, and nature of themedications under consideration. In practical
terms, this means either combining an antidepressant with one of the alter-
native and/or adjunctive medication options for PTSD or using the latter
alone. Alternative medications can also be combined, for example, a second-
generation antipsychotic plus an anticonvulsant/mood stabilizer. In addi-
tion, several other medications, for which there is very little, inconsistent, or
questionable evidence of efficacy can be used. These include noradrenergic
suppressors clonidine andpropranolol, andbuspirone, an azapirone that acts
as a partial agonist on serotonin 1A receptors.

Clonidine, which is an a2 adrenergic agonist, and propranolol, a
b-adrenergic blocker, may be used to counteract autonomic hyperactivity
and decrease autonomic hyperarousal. There is some evidence that cloni-
dine may also decrease hypervigilance, alleviate various symptoms of
reexperiencing trauma, and improve sleep and impulse control (Kolb
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et al., 1984). Clonidine may cause hypotension, and tolerance seems to
develop to its therapeutic effects during long-term administration.

If there has been partial response to one of the antidepressants used
alone or to an antidepressant in combination with another drug, various
augmentation strategies could be considered. The choice of an augmenting
agent is usually guided by the symptoms and behaviors that are still
prominent, despite pharmacotherapy (Table 7—21). Thus, patients with
severe outbursts of anger and impulse control problems can be adminis-
tered a second-generation antipsychotic or an anticonvulsant/mood stabi-
lizer, whereas patients with autonomic hyperarousal symptoms may
respond to clonidine, propranolol, or even a benzodiazepine. In case of

Table 7–21.Alternative and/or Adjunctive Pharmacotherapy Options and

Pharmacological Options for Treatment-Resistant Posttraumatic

Stress Disorder

Alternative and/or adjunctive pharmacotherapy options (used alone or in combination
with first-, second-, third-, or fourth-line antidepressants)

• Second-generation antipsychotics (risperidone, olanzapine, quetiapine)
• Anticonvulsants and mood stabilizers (carbamazepine, valproate, lamotrigine,

gabapentin, tiagabine, topiramate, lithium)
• Prazosin
• Benzodiazepines (caution when using them; combination treatment preferred

over monotherapy)

Lack of response to first-, second-, third-, and fourth-line antidepressants, used alone or in
combination with other medications

• Medications (from the list of alternative and/or adjunctive pharmacotherapy
options for PTSD) that have not been used previously, administered alone or in
combination with antidepressants

• Combinations of alternative and/or adjunctive pharmacotherapy options for
PTSD

• Symptom-driven augmentation with noradrenergic suppressors (clonidine,
propranolol)

• Augmentation with buspirone

Partial response to a first-, second-, third-, or fourth-line antidepressant, used alone or in
combination with another medication

Augmentation strategies (usually symptom-driven)

• With second-generation antipsychotics (risperidone, olanzapine, quetiapine)
• With anticonvulsants and mood stabilizers (carbamazepine, valproate,

lamotrigine, gabapentin, tiagabine, topiramate, lithium)
• With prazosin
• With noradrenergic suppressors (clonidine, propranolol)
• With buspirone
• With non-benzodiazepine hypnotics (zolpidem, zopiclone, eszopiclone, zaleplon)
• With benzodiazepines
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severe insomnia, a hypnotic medication can be added; augmentation with
prazosin may be reasonable in the presence of frequent nightmares. There
are no clear guidelines as to how and when to combine these and other
medications, and physicians and psychiatrists have to rely on their clinical
judgment when making these decisions.

PSYCHOLOGICAL TREATMENT

General Issues in Psychological Treatment of Posttraumatic Stress Disorder

Regardless of the type of psychological treatment used for PTSD, the nature
of the therapeutic relationship is likely to play a major role in affecting the
outcome. This is a consequence of the specific needs and characteristics of
PTSD patients. Above all, they need to feel safe in a therapeutic setting,
probablymore so than other patients. The sense of safety should be fostered
by the therapist in multiple ways, some of which are listed below.

• The therapist should communicate an unconditional acceptance of
patients.

• The therapist should convey a nonjudgmental attitude, which helps
create an atmosphere in which patients feel free to express their
feelings and attitudes (without negative consequences to follow).

• The therapist needs to be sensitive about issues that are important to
patients, compassionate about their plight, and able to empathize.

• The therapist should pay particular attention to aspects of the
patients’ traumatic experience that they feel ashamed of, or guilty,
embarrassed, angry, or desperate about. These aspects should be
neither avoided nor emphasized too much.

• The therapist should promote a positive attitude toward the future
while demonstrating to patients that he or she is fully aware of and
understands their past traumatic experience and its impact.

Patients with PTSD who have become mistrustful through a traumatic
experience or its consequences can have their sense of trust restored only
within a safe therapeutic environment. Other issues that often need to be
addressed in the course of psychotherapy include effects of the trauma on
patients’ sense of self-worth and their perception of other people and life in
general, and their own future in particular.

Phase-Based Approach to Psychological Treatment of

Posttraumatic Stress Disorder

The period shortly after the trauma has occurred seems ideal for using
psychological interventions to prevent PTSD or alleviate PTSD-like symp-
toms. While the use of early psychological interventions in trauma victims
is generally not disputable, there are some unresolved issues. Thus, which
interventions should be used, for which trauma victims, at what time after a
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traumatic event, and for how long? Only those trauma victims who are at
risk for developing PTSD may need psychological intervention. Therefore,
themain tasks following a traumatic event are identification of victimswho
are at risk for developing PTSD (see Tables 7—12 and 7—13) and offering
specific psychological intervention to them. Early psychological interven-
tions involve psychological debriefing and CBT.

After full-blown PTSD has developed, well-established psychological
treatments can be used. They include several types of CBT, EMDR, group
therapy, and psychodynamic psychotherapy. Of these, trauma-focused
therapies (individually delivered CBT and EMDR) have been most effica-
cious (e.g., Bisson et al., 2007).

Early Psychological Interventions

Psychological Debriefing Psychological debriefing (Mitchell, 1983;
Dyregrov, 1989) was the first intervention developed specifically for use
during the first several days after a traumatic event. It was designed for
both group and individual format but has increasingly been used as an
individual intervention. Psychological debriefing is usually administered
in a single session that takes about 2 hours. It is provided to all victims of the
trauma (and even more broadly, to relatives of the victims, military per-
sonnel, emergency care workers, and others whomay be in contact with the
victims), regardless of the degree of their distress and presence of any
symptoms of acute stress disorder.

Psychological debriefing provides victims with support and reassur-
ance, information about normal and abnormal responses to trauma, and
the opportunity to go over the event in full detail, express their feelings and
thoughts associated with the event, and learn basic skills for coping with
the impact of the trauma. In addition, personal meaning(s) of the trauma
may be explored. The goals of psychological debriefing include promotion
of normal emotional and cognitive processing of the trauma, symptom
alleviation, empowerment of the victims to deal effectively with trauma-
related consequences, and prevention of PTSD.

Despite the appeal of psychological debriefing as simple, based on
common sense, pragmatic, and intuitively useful for alleviating acute dis-
tress and preventing PTSD, long-term efficacy studies of single-session
psychological debriefing have not produced encouraging results. Two sys-
tematic reviews and one meta-analysis failed to demonstrate superiority of
psychological debriefing over the absence of any intervention (Rose and
Bisson, 1998; Van Emmerick et al., 2002; Rose et al., 2003). Two studies
showed that the outcome following psychological debriefing was even
worse (Bisson et al., 1997; Mayou et al., 2000). These studies have been
criticized on methodological grounds and as not being representative of
psychological debriefing as it is carried out in the real world (Deahl, 2003).
One study did not find any particular advantage of group debriefing over
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the lack of any intervention, but it did not show that group debriefing was
detrimental (Devilly and Annab, 2008). The usefulness of psychological
debriefing has been debated, with some arguing that it is a ‘‘waste of
time’’ (Wessely, 2003) and others emphasizing that it is unethical ‘‘not to
do anything’’ in the aftermath of trauma (Deahl, 2003).

Resolution of this controversy does not appear to be in either complete
rejection of psychological debriefing nor in its endorsement for routine use
after traumatic events. Psychological debriefing is often perceived by its
recipients to have short-term benefits and play an important educational
role (Deahl, 2003). The way in which this intervention is administered may
determine whether or not it works. Proponents of psychological debriefing
emphasize that this is notmeant to be a one-off, stand-alone intervention, but
merely the initial one, and usually as a part of a treatment package (Mitchell
and Everly, 1995; Deahl, 2003).

Psychological debriefing should not be mandatory and should prefer-
ably not be conducted by people who are strangers to the victims (Wessely,
2003). Anyone contemplating to use psychological debriefing should be
mindful of potential reasons for its lack of efficacy:

• Inadvertent re-traumatization through imaginal exposure to the
trauma-related material too soon after the traumatic event (Rose
et al., 2003)

• Emergence of the sense of shame that cannot be adequately
addressed during a single session of debriefing (Rose et al., 2003)

• Interference with the natural process of healing through
medicalization of the trauma-related distress (Rose et al., 2003;
Wessely, 2003)

• Erroneous assumptions that it is always salubrious for trauma
victims to ‘‘open up,’’ express their feelings, and give an account
of what happened (Rose et al., 2003; Wessely, 2003).

Early Cognitive-Behavioral Therapy

There are several reports of CBT used early after a traumatic event and in
patients with acute stress disorder (Foa et al., 1995b; Bryant et al., 1998,
1999, 2003, 2008b; Gidron et al., 2001). In contrast to psychological
debriefing, which is administered to all trauma victims, early CBT has
been used mainly in victims at high risk for developing PTSD, including
those with acute stress disorder. The technical aspects of administering this
version of CBT and its efficacy have received most attention.

Patients with early symptoms of PTSD who commenced treatment 2
weeks after a traumatic event and received a four-session CBT package had
a better post-treatment outcome than patients without any structured treat-
ment (Foa et al., 1995b). At follow-up, however, these differences in efficacy
disappeared, suggesting that CBT might be useful in accelerating recovery
of trauma victims with PTSD symptoms.
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Studies by Bryant et al. (1998, 1999, 2003, 2008b) were conducted in
patients with acute stress disorder during the first month after a traumatic
event. The version of CBT used in these studies relied mainly on exposure
therapy and was similar to the standard CBT for PTSD, except that it was
condensed, lasting 5 instead of the usual 12—16 sessions. Earlier studies
(Bryant et al., 1998, 1999, 2003) demonstrated that this version of CBTwas
superior to ‘‘supportive counseling,’’ and that this difference in favor of
CBTwas maintained at 4-year follow-up. The comparison treatment mod-
ality, supportive counseling, specifically excluded components of CBT
(exposure, cognitive restructuring, and anxiety management techniques)
and consisted of psychoeducation, training in problem-solving skills, and
support. Therefore, the superiority of CBTcould be attributed to its specific
ingredients. These studies also reported a higher dropout rate among
patients treatedwith CBT, suggesting that use of CBTearly after a traumatic
event may not be suitable for some traumatized patients, perhaps because
of its intensity and temporal proximity to a traumatic event.

In the subsequent, controlled study, five sessions of exposure-based
therapy were compared with five sessions of cognitive restructuring and
lack of any treatment in patients with acute stress disorder (Bryant et al.,
2008b). Exposure-based therapy was superior in terms of greater symptom
reduction, decreased likelihood of developing PTSD, and increased rates of
remission. This led to a conclusion that exposure-based therapy is efficacious
as an early intervention for trauma victims at high risk for developing PTSD.

Psychological Treatments for Chronic Posttraumatic

Stress Disorder

Cognitive-Behavioral Therapy

There are several components of a typical CBT package for PTSD. They
include psychoeducation, exposure, cognitive restructuring, and anxiety
management techniques. In various versions of CBT these components are
used in different proportions, and different techniques are usedwithin each
component of CBT.

Psychoeducation This is carried out at the very beginning of treatment.
Patients are informed about normal and pathological responses to trauma
and nature of CBT. The main goals of psychoeducation are to dispel mis-
conceptions about PTSD by providing appropriate information and agree
on treatment goals through collaborative negotiation.

Exposure This is usually considered to be the main ingredient of CBT for
PTSD. The general principles of exposure therapy are the same as those for
treatment of agoraphobia and other phobias (see Chapters 2 and 5). They
are based on constructing hierarchies of the feared situations and stimuli to
which patients are gradually being exposed, from the least fear- or
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discomfort-eliciting situation or stimulus to the strongest fear- or discom-
fort-eliciting situation or stimulus. There are several aspects of exposure
that are relatively specific for PTSD (Table 7—22).

Most exposure-based programs for PTSD include prolonged imaginal
exposure. This technique requires that patients vividly imagine the trau-
matic situation for prolonged periods of time–preferably for 1—2 hours
every day, both in sessions and as homework exercises. When imaginal
exposure occurs in sessions, the therapist can assist with the exposure by
requesting that patients provide a detailed account of their traumatic
experience. To enhance this process, patients need to be emotionally
engaged, which can be achieved by asking them to speak in the present
tense and in the first person, while including in their accounts a detailed
description of their emotional responses to the trauma (e.g., feelings of fear,
helplessness, despair, disgust, shame, or loss of control). Patients’ accounts
should also include trauma-related sensory cues (e.g., sounds, sights, or
smells); these can subsequently be used to enhance exposure and reliving of
the trauma. For example, an audiotape with a sound of a helicopter can be
played to patients with combat-related PTSD.

In vivo exposure usually follows imaginal exposure and involves expo-
sure to situations and stimuli that remind patients of the trauma or activate
traumatic memories. In vivo exposure in PTSD is conducted in a way
similar to in vivo exposure in agoraphobia (see Chapter 2).

Table 7–22. Aspects of Cognitive-Behavioral Therapy That Are Relatively

Specific for Posttraumatic Stress Disorder

Exposure

• Prolonged imaginal exposure is used
• In vivo exposure usually follows imaginal exposure
• Gradual exposure is preferable to flooding
• Patients should be fully emotionally engaged during exposure
• Greater flexibility may be needed to devise situations and stimuli that patients

are exposed to
• Some improvement achieved during in-session, therapist-assisted exposure

should generally precede self-exposure

Cognitive Restructuring

Identifying, challenging, and modifying the specific trauma-related appraisals,
such as

• Feeling responsible or blaming oneself for the occurrence of trauma
• Perceiving oneself as too weak
• Negative appraisal of one’s own coping abilities
• Perceiving symptoms of PTSD (especially reexperiencing of the trauma) as

personal defeat
• Negative (mistrustful, hostile) attitude toward others, often because of their

perceived failure to be supportive or offer help
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As in other anxiety disorders, exposure is beneficial in treating PTSD
because it promotes habituation to patients’ fears and a sense of self-mastery.
In addition, there may be specific benefits of exposure in treating PTSD as it
allows patients to relive their traumatic experience in a controlled manner. It
then becomes possible for patients to reappraise the trauma, adopt relevant
corrective information (e.g., about threat and safety), and reprocess corre-
sponding emotional reactions. Ultimately, successful exposure treatment
leads to a reconstruction of the trauma within the patients’ memory
system. This reconstruction encompasses both cognitive and emotional
levels, without any component of the traumatic experience being split off.

Some patients are unable to complete a full exposure program because it
is too unpleasant and painful. This is understandable because exposure
requires patients to face and fully re-create a traumatic event that they are
desperately trying to push aside. To minimize the risk of dropout, the
therapist should carefully explain to patients the rationale and goals of
exposure and be attentive to any signs that they are becoming over-
whelmed by the experience of reliving the trauma.

There have been attempts to enhance adherence to exposure-based
therapy, minimize the risk of dropping out, improve its delivery, and
make it more accessible. Thus, virtual reality exposure therapy has been
found to be useful in the treatment of PTSD and recommended for patients
who are unable to fully engage in standard exposure therapy (e.g., Difede et
al., 2007). Internet-based, self-management, and therapist-assisted CBTwas
shown to be efficacious in one controlled trial (Litz et al., 2007).

Cognitive Restructuring Cognitive techniques for PTSD (Table 7—22)
involve identifying and challenging specific appraisals and beliefs per-
taining to patients, their future, the traumatic event, other people, and the
world in general. In a broad sense, the goal of cognitive approaches is for
patients to ‘‘normalize’’ the traumatic experience through reappraisal of the
trauma and its consequences and change in their meaning. A more
balanced appraisal and understanding of the trauma would then ensue.
Patients need to come to termswith traumatic experience and incorporate it
into their lives so that they do not have to try to forget it, deny it, or be afraid
or ashamed of it.

There are several types of cognitive distortions that are relatively specific
for PTSD and, if present, should be addressed in the course of CBT. For
example, patients may hold themselves responsible or guilty for the occur-
rence of a traumatic event despite a lack of any indicator that they were
indeed responsible or guilty. Some patients have a particularly distorted
view of others and the world, which is permeated with mistrust, suspi-
ciousness, and hostility. Such a view is often based on exaggerated apprai-
sals of danger that need to be modified during treatment. Any beliefs that
the trauma has permanently damaged the person and prevented some
accomplishments also need to be addressed.
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Anxiety Management Techniques These techniques are often used as part of
the CBT package, with the goals of alleviating tension, anxiety, and hyper-
arousal symptoms. They may also assist PTSD patients in their struggle to
regain some control over their symptoms and may help them engage with
anxiety-provoking CBT procedures, particularly exposure.

Anxiety management techniques often involve use of muscle relaxation
and breathing retraining in a way similar to their use in other anxiety
disorders. ‘‘Stress inoculation training,’’ originally proposed by
Meichenbaum (1975), includes psychoeducation, role-playing, modeling,
some cognitive restructuring, and ‘‘thought stopping’’ and ‘‘self-instruc-
tion’’ (or ‘‘self-talk’’). The latter entails attempts to suppress intrusive,
trauma-related thoughts. However, these attempts often do not work and
may even intensify intrusive thoughts (e.g., Harvey and Bryant, 1998;
Rassin et al., 2000). Therefore, the original stress inoculation training is
now used less often or, when used, it is substantially modified.

Efficacy of Cognitive-Behavioral Therapy Cognitive-behavioral therapy has
been used in PTSD associated with different types of trauma, which has
required adaptations of some of its techniques. For example, frequent
themes in the course of treatment of sexual assault victims are guilt,
shame, secrecy about the trauma, safety, trust, power, self-esteem, inti-
macy, and avoidance (Table 7—4). When treating PTSD related to sexual
assault, CBT is often modified to address these themes adequately,
usually through a greater emphasis on cognitive approaches. Issues of
pain, injury, litigation, and persistent, disabling avoidance of trauma-
related reminders are common during the treatment of motor vehicle
accident survivors with PTSD (Table 7—5), which calls for these issues to
be attended to during CBT.

In victims of assault and violent crime, CBT has been efficacious. Foa
et al. (1991, 1999) found prolonged exposure (over 9 sessions) among female
victims of sexual and nonsexual assault to be superior to stress inoculation
training and supportive counseling, whereas stress inoculation training
was more efficacious than supportive counseling. When exposure plus
specific cognitive interventions (in ‘‘cognitive processing therapy’’) was
compared with prolonged exposure alone (both conducted over 13 ses-
sions) in the treatment of female victims of sexual assault, the two treat-
ments were approximately equally efficacious; however, patients whowere
treated with specific cognitive techniques improved more on measures of
guilt (Resick et al., 2002).

Cognitive-behavioral therapy has also been successfully used in treat-
ment of PTSD related to motor vehicle accidents. Studies have shown that
8—12 sessions of CBT are superior to supportive psychotherapy and no
treatment in survivors of road traffic accidents with PTSD (Fecteau and
Nicki, 1999; Blanchard et al., 2003). At 1- and 2-year follow-up, CBT gen-
erally continued to show superiority over supportive psychotherapy, but
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therewas little improvement from the end of treatment to the 2-year follow-
up (Blanchard et al., 2004).

The results of CBT for war veterans with PTSD have been less encoura-
ging. Possible reasons include greater severity of PTSD in many of these
patients, presence of complications (alcohol or other substance abuse,
enduring personality changes, depression), and the fact that many patients
commencedCBT years after traumatic events. Nevertheless, several studies
suggest that CBT may be beneficial to this group of patients (e.g., Cooper
and Clum, 1989; Keane et al., 1989; Glynn et al., 1999). Cognitive-behavioral
therapy for combat-related PTSD may need to last longer (14—20 sessions
instead of 8—12) than CBT for PTSD related to other types of trauma. The
outcome of CBT in these patients may crucially depend on how exposure is
conducted (i.e., what proportion of exposure is imaginal and in vivo,
whether exposure is gradual enough, and how traumatic memories elicited
by exposure and the accompanying feelings are dealt with).

The efficacy of a standard course of prolonged, imaginal exposure alone
was compared to that of cognitive restructuring alone in two large studies
involving PTSD patients with various types of traumas (Marks et al., 1998;
Tarrier et al., 1999). There were no significant differences between the out-
comes of the two treatments, suggesting that exposure does not have to be
an ingredient of CBT in the treatment of all PTSD patients.

The efficacy of cognitive therapy based on the comprehensive cognitive
model of PTSD (Ehlers and Clark, 2000) has been tested in several studies. In
one of these, cognitive therapy was used to treat PTSD in survivors of a
terrorist attack and produced substantial improvement after an average of
eight sessions (Gillespie et al., 2002). In two randomized controlled trials,
cognitive therapy demonstrated a similarly good outcome, with a very low
dropout rate and maintenance of treatment gains at 6-month follow-up
(Ehlers et al., 2003, 2005). It should be noted that this form of cognitive
therapy also uses both imaginal and in vivo exposure. The emphasis, how-
ever, is on reappraisal of the trauma-related material elicited through expo-
sure and on the elimination of avoidance, other safety behaviors, and
maladaptive cognitive strategies that play a crucial role inmaintaining PTSD.

Eye Movement Desensitization and Reprocessing

Eye movement desensitization and reprocessing combines behavioral and
cognitive techniques with eye movements (Shapiro, 1995). Patients are
required to focus on trauma-related stimuli andmemories (in a way similar
to imaginal exposure), while simultaneously tracking the therapist’s finger
as it moves quickly across their visual field. This procedure is repeated and
accompanied by cognitive techniques aimed at changing dysfunctional
assumptions and beliefs about the trauma.

This technique has generated some controversy, largely because the role
of eye movements is poorly understood. Numerous studies have examined
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the efficacy of EMDR. It appears that EMDR is more efficacious than
fluoxetine (van der Kolk et al., 2007) and nonspecific psychological inter-
ventions (e.g., supportive listening), relaxation, and stress management
(Carlson et al., 1998; Bisson et al., 2007). When EMDR was compared to
CBT, it was found to be somewhat less efficacious (Devilly and Spence,
1999; Taylor et al., 2003), but two subsequent meta-analyses found no
difference in efficacy (Seidler and Wagner, 2006; Bisson et al., 2007). While
some research suggests that initial treatment gains with EMDR may not be
maintained over time (e.g.,Macklin et al., 2000), other studies have reported
that EMDR produces a lasting improvement (e.g., van der Kolk et al., 2007).
It is important to ascertain which PTSD patients might benefit the most
from EMDR, as there has been some question about the suitability and
efficacy of EMDR for combat-related PTSD (e.g., Feske, 1998).

Group Therapy

It is not clear whether group therapy for PTSD is useful and how it should
optimally be conducted. A group format may allow its members to share
their experiences and support each other. It may also facilitate exposure to
traumatic stimuli through encouragement from group members and obser-
vation of other patients’ exposure during the group sessions. Some PTSD
patients feel that only people who have undergone similar traumatic experi-
ences can understand them and are therefore keen to join groups composed
of other PTSD patients. Others feel too embarrassed to talk about their
trauma and their symptoms in front of others and look for safety within a
therapeutic relationship with their therapist. The anger and hostility of some
PTSD patients are destructive to the group processes. Therefore, patients’
suitability for group therapy should be assessed on a case-by-case basis.

The efficacy of group therapy for PTSD has not been well established,
although there are many reports of its successful use within different theore-
tical frameworks, in a variety of contexts, and for victims of various traumas.
One study in adult female victims of childhood sexual abuse found a sig-
nificant decrease in PTSD symptoms following ‘‘affect management’’ in the
course of CBT-based group therapy (Zlotnick et al., 1997). In another study,
the outcome of CBT-based group therapy of Vietnam veterans with PTSD
was not better than that of supportive group therapy (Schnurr et al., 2003).
One meta-analysis reported a greater improvement in PTSD symptomswith
group CBT than with ‘‘usual care’’ and no treatment (Bisson et al., 2007).

Psychodynamic Psychotherapy

Psychodynamic psychotherapy may be suitable only for a subset of patients
with PTSD. It may be indicated for patients who are motivated to explore
their traumatic experiences and whose goal is not merely to have these
experiences ‘‘under control.’’ It should not be used if patients have disruptive
emotional dysregulation, poor impulse control, or a significant substance use
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problem. The goal of psychodynamic psychotherapy is a healing reconstruc-
tion of traumatic experiences by means of transference. The therapeutic
process focuses on the meaning of the trauma for PTSD sufferers and may
include reliving of the traumatic event and emotional catharsis.

Patients’ transferrential reactions may be vehement, as they direct much
of their frustration and anger to the therapist. The outcome of psychody-
namic psychotherapy may then depend on the therapist’s response and on
his or her countertransference. The therapist must be careful not to suc-
cumb to feelings of helplessness that may permeate the relationship with
the patient. Also, the therapist should be attentive to issues of mistrust and
expectation of rejection, which PTSD patients often bring into the thera-
peutic situation. Some patients test the therapeutic relationship by challen-
ging the therapist’s authority or by insisting that the therapist is unable to
understand them. In these situations, the therapist should not hurry to offer
‘‘proofs’’ of competence, availability, and compassion. In other instances,
the therapist must not plunge to ‘‘rescue’’ the patient and should be vigilant
about his or her omnipotence fantasies.

COMBINED TREATMENTS

Combining pharmacotherapy with psychological treatments, especially
CBT, for chronic PTSD seems reasonable because either treatment alone
often produces a partial improvement or is effective only for some symp-
toms. This has created an expectation that combining pharmacotherapy
and CBTwould improve outcome. While combined treatments are appar-
ently used frequently in clinical practice, their efficacy in PTSD has hardly
been tested. There have been no large-scale comparisons of the efficacy of
combined pharmacotherapy and CBT to that of either treatment alone.
Many of the issues regarding combined treatment for panic disorder dis-
cussed in Chapter 2 also apply to the combined treatment for PTSD.

As with other anxiety disorders, a combination of pharmacotherapy and
CBT in PTSD may produce better results than pharmacotherapy alone.
This is suggested by the finding of a pilot study that treatment with a 10-
session CBT and sertraline was superior to treatment with sertraline alone
in PTSD patients who had not responded to previous pharmacotherapy
(Otto et al., 2003).

The issue of whether combined treatment of PTSD produces better
results than CBT alone is controversial. Many CBT therapists are opposed
to combined treatment because its advantage over CBTalone has often been
doubtful in studies of other anxiety disorders (see Chapters 2 and 6). In
practical terms, it would be important to know whether and to what extent
the use of medications (especially antidepressants) might interfere with
prolonged exposure and other more specific CBT techniques for PTSD.

In the absence of research findings for PTSD, clinicians may rely on
considerations for other anxiety disorders regarding indications for
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combined treatment and the sequence of combining pharmacotherapy and
CBT (see Chapter 2). Thus, combined treatments may be useful in treating
patients with severe forms of PTSD, those whose illness has been compli-
cated by depression or other mental disorders, and patients who have had
only a limited response to pharmacotherapy alone or CBT alone. Patients
treated originally or primarily with pharmacotherapy may benefit from
augmentation with CBT to decrease the likelihood of relapse after stopping
the medication(s). It is uncertain whether pharmacotherapy may facilitate
exposure therapy for PTSD, but adding a medication seems reasonable
when patients have great difficulty engaging in exposure therapy.

OUTLOOK FOR THE FUTURE

The concept of PTSD has been seriously challenged. The way in which this
challenge is responded to will ultimately determine the fate of PTSD so that
its validity is confirmed or it becomes just another chapter in the history of
psychiatry. Considering only the vast intellectual and financial resources
invested into PTSD-inspired research, the latter outcome seems unlikely.
Additional resources are now needed to disentangle some of the key con-
undrums surrounding PTSD. These include better understanding of the
interactions between vulnerability to PTSD and trauma, elucidation of the
mechanisms that lead to various clinical presentations of PTSD, identifica-
tion of its unique features, conceptualization of any subtypes of PTSD, and
clarification of what may be specific for PTSD at the neurobiological level
and with regard to psychological mechanisms. All this will play a major
role in the process of validating the concept of PTSD. Once this is achieved,
PTSD will have a greater chance of becoming a ‘‘respectable’’ diagnosis,
provided also that society does not foster its unjustified use and abuse.

Aswith numerous other illnesses in psychiatry andmedicine, we cannot
wait for the outcome of conceptual debates and for the discoveries that
would allow us to understand better why and how PTSD develops.
Posttraumatic stress disorder is an important public health problem and a
pragmatic approach is essential; much of it should revolve around endea-
vors to identify more precisely trauma victims who are at high risk of
developing PTSD, and then treat them early whenever possible.

Research into risk factors for developing PTSD has enhanced only to
some extent our understanding of the trajectory from trauma to PTSD. One
way of advancing in this area is to improve research methodology, for
example, by studying risk factors prospectively, while controlling for con-
founding variables, and taking into account the ways in which various risk
factors are interrelated. The other strategy would be to shift the focus and
study resilience in the face of adversity and trauma. Both of these
approaches would converge to provide a clearer picture of the pathways
leading from trauma to PTSD, related syndromes, and other forms of
psychopathology.
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Perhaps the most puzzling aspect of PTSD is the fact that most trauma
victims do not develop PTSD and of those who do, the majority recovers
spontaneously. Better understanding of this phenomenon might help
devise more effective treatments insofar as the natural healing processes
can be used both to intervene early in the aftermath of trauma and to treat
chronic PTSD. Treatment results will also improve to the extent that the
target of treatment is shifted from symptoms or ‘‘surface’’ manifestations of
PTSD to the underlying (pathophysiological and psychological) mechan-
isms and meanings of the trauma and its consequences. This is likely to
reduce polypharmacy and decrease a tendency to assess treatment out-
comes mainly through reductions in symptoms.
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Jansson L, Öst L-G. 1982. Behavioral treatments for agoraphobia: An evaluative
review. Clinical Psychology Review, 2: 311—336.

Jenike MA. 1998. Neurosurgical treatment of obsessive-compulsive disorder. British
Journal of Psychiatry, 173 (Suppl. 35): 79—90.

Jenike MA, Baer L, Ballantine T, et al. 1991. Cingulotomy for refractory obsessive-
compulsive disorder: A long-term follow-up of 33 patients.Archives of General
Psychiatry, 48: 548—555.

Jenike MA, Baer L, Minichiello WE, et al. 1986. Concomitant obsessive-compulsive
disorder and schizotypal personality disorder. American Journal of Psychiatry,
143: 530—532.

Jenike MA, Baer L, Minichiello WE, et al. 1997. Placebo-controlled trial of fluoxetine
and phenelzine for obsessive-compulsive disorder. American Journal of
Psychiatry, 154: 1261—1264.

Jensen HH, Poulsen JC. 1982. Amnestic effects of diazepam: ‘‘Drug dependence’’
explained by state dependent learning. Scandinavian Journal of Psychology, 23:
107—111.

JiangW, GlassmanA, Krishnan R, et al. 2005. Depression and ischemic heart disease.
American Heart Journal, 150: 54—78.

Johnson J, Weissman MM, Klerman GL. 1990. Panic disorder, comorbidity, and
suicide attempts. Archives of General Psychiatry, 47: 805—808.

Johnston DG, Troyer IE, Whitsett SF. 1988. Clomipramine treatment of agoraphobic
women: An 8-week controlled trial. Archives of General Psychiatry, 45:
453—459.

Jones MK, Menzies RG. 1998. Danger ideation reduction therapy (DIRT) for obses-
sive-compulsive washers: A controlled trial. Behaviour Research and Therapy,
36: 959—970.
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