
Abstract: Anxiety disorders are highly prevalent, disabling conditions. The diagnoses of anxiety disorders
are continually undergoing revision. In clinical treatment and research, both dimensional and structural
diagnoses can be used, depending on the situation. Recently, emphasis has been placed on neuroimaging
and genetic research as they apply to specific treatment sites. Although this research generally has not yet
produced new treatments or diagnostic procedures, it has provided a more comprehensive understanding
of how genetic, biological, and stress factors interact to shape the symptoms of anxiety. Anxiety disorders
can be treated effectively with cognitive-behavioral and psychopharmacological interventions. Because
these interventions target different symptoms, combinations of the different strategies need to be further
studied. Alternative treatment strategies are widely used and continue to develop, but thus far they have
not shown efficacy comparable to mainstream treatments. Treatment algorithms for anxiety disorders
should be developed that can be used easily in primary care settings, and such algorithms should empha-
size the management of functional impairment in patients with anxiety disorders.
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CLINICAL CONTEXT

DIAGNOSTIC DILEMMAS

Epidemiological research on anxiety over the
past decade has served to refine the categorical
diagnoses of anxiety disorders through succeeding

Anxiety disorders constitute the largest group of
psychiatric disorders as well as the most prevalent
(1), yet they have not received the broad recogni-
tion that other major syndromes, such as mood
disorders and psychotic disorders, have received.
Even 20 years after the Epidemiologic Catchment
Area study first revealed the true prevalence of this
group of disorders (2), they remain poorly recog-
nized and treated. Anxiety disorders reduce pro-
ductivity and increase morbidity, mortality, and
alcohol and drug abuse in a large segment of the
population (3–5).

In recent years, however, many developments
have occurred in the study of anxiety. The most sig-
nificant among them are reviewed here in order to
help clinicians better understand and treat anxiety
disorders.

Table 1 lists the anxiety disorders that are
included in DSM-IV-TR (6). Posttraumatic stress
disorder (PTSD) was the topic of the Summer 2003
issue of Focus and will not be discussed in this issue.
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sis of obsessive-compulsive disorder (OCD) may be
more useful in a clinical discussion of a patient,
whereas a dimensional delineation of “obsessive-
ness” may be more useful in research seeking a gene
responsible for this symptom.

Similarities between disorders and categorical/
dimensional perspectives led to the introduction
of the term “spectrum disorders,” a phrase initially
developed for OCD (10). This conceptualization
was helpful in evaluating similar responses to
pharmacological and psychological treatments,
and it led to the development of other spectrums,
including social anxiety, panic-agoraphobic, and
posttraumatic spectrum disorders (11–13).
Although this approach is useful, it may be over-
inclusive and misleading, as it lumps together dis-
orders that have little in common (such as
pathological gambling and body dysmorphic dis-
orders in OCD spectrum).

Dimensional/categorical diagnosis is usually pro-
duced by cross-sectional observation. However, the
diagnostic presentation may be better understood as
a psychopathological process. For example, obsessive
and compulsive symptoms are related, since com-
pulsions are usually designed to counteract a threat,
and anxiety is associated with obsessive thought. In
medical diseases, symptoms usually represent a com-
bination of a noxious agent and the body’s reaction
to its presence. Psychiatric symptoms may behave
the same way. Thus, anxiety disorders may be viewed
as a sequential process of the emergence of initial
symptoms and inadequate mental or behavioral
attempts to deal with the perceived problem.

For example, panic disorder (see Table 2) may
start as an initial devastating panic attack that leads
to an increased concern about personal health and
safety. This concern then leads to a medical workup,
which initially calms the fear. However, worry and
anticipation of another, imminent attack persist
because of an abnormal catastrophic perception of
the events that created the situation, and no amount
of reassurance is enough to allay the patient’s fears.
This leads to an increase in “safety” coping behav-
iors, such as having repeated medical examinations,
carrying a cell phone, and having a “safe” person
around at all times. Unfortunately, since absolute
“safety” can never be found, these behaviors become
more and more extensive and unreasonable and
induce more anxiety, starting the vicious cycle of the
disorder and leading to even more inappropriate
coping, such as agoraphobic avoidance, eventually
resulting in despair and depression.

Most of the anxiety disorders follow this process,
although different stages may predominate in dif-
ferent disorders (e.g., ritualistic behavior is more
characteristic of OCD, and avoidance predomi-

editions of the DSM. As the data from the
National Comorbidity Survey indicate, however,
comorbidity is common with this group of disor-
ders (1). In some disorders, such as generalized
anxiety disorder, comorbidity is the rule rather
than the exception (7). In many other anxiety dis-
orders, it is not unusual for two or more diagnos-
able conditions to coexist or for there to be some
symptomatic overlap between an anxiety disorder
and subsyndromal states, especially symptom over-
lap between different anxiety disorders and
between anxiety and depression (8).

Because of this extensive comorbidity and the
absence of specific etiological factors and specific
treatments, researchers suggested that a dimensional
model might be more useful for studying and treat-
ing these conditions (9). In the dimensional
approach, the disorder is seen as a complex of coex-
isting symptomatic dimensions, such as panic,
anticipation, obsessiveness, and avoidance. Each of
these dimensions can be used in research to corre-
late hypothetical, biological, or genetic factors. Each
dimension also may require a distinct biological or
psychological treatment approach (e.g., behavioral
treatment for panic or specific medication for treat-
ment of obsessive trends). One of the fruitful ways
of making a dimensional diagnosis is to analyze psy-
chometric rating scales that have been designed to
measure personality characteristics or symptoms of
a specific condition. The comparative usefulness of
dimensional and categorical diagnoses is a highly
debated issue in research and in clinical practice.
Both approaches are acceptable, depending on the
circumstances. For example, the categorical diagno-
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Table 1. Anxiety Disorders Listed in
DSM-IV-TR

Panic disorder

Agoraphobia

Social phobia

Specific phobia

Posttraumatic stress disorder

Acute stress disorder

Generalized anxiety disorder

Obsessive-compulsive disorder

Anxiety disorder due to a general medical condition

Substance-induced anxiety disorder

Anxiety disorder not otherwise specified
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stress event or to a period of continuous, persistent
stress. It is well known that anxiety disorders are
stress dependent. For example, increased stress usu-
ally accounts for relapses in chronic anxiety condi-
tions such as generalized anxiety disorder. Recent
findings also indicate that stress produced by an
event or by a persistent and chronic disorder is
capable of causing secondary biological changes in
specific brain structures (17, 18).

The relationship between biological factors,
genetic factors, and stress is a complex one.
Catastrophic stresses, such as those associated with
PTSD, can produce a disorder even in the absence
of damage to the brain or a genetic predisposition
to the disorder. At the same time, damage to the
brain or heightened genetic vulnerability, as in the
case of patients who have multiple relatives suffer-
ing from an anxiety disorder, can be a cause of anx-
iety with minimal or no stress. Most patients,
however, are in between these extremes, and typi-
cally there is some interplay of the various factors.
Clinicians need to address this complex interplay
of factors in order to have a complete picture of the
patient’s psychopathology and to develop a sound
treatment plan. This approach calls for a revision or
expansion of axis IV of DSM-IV-TR to account for
the acuity, severity, and duration of stress.

Chronic stress in patients with anxiety and mood
disorders can cause dysregulation of the hypothala-
mic-pituitary-adrenal axis (18). In addition, acute
and chronic stress causes an elevation in glutamate
levels that can cause secondary toxicity in some
parts of the brain, such as the hippocampus, which
can account for the reduction of hippocampal vol-
ume seen in patients with PTSD (19). Biological
investigations of the stress system in anxiety disor-
ders are scarce, and more research in this area is
needed. Such research is complicated by the fact
that chronic psychiatric illnesses such as OCD, gen-
eralized anxiety disorder, and PTSD frequently lead
to decreases in functioning (e.g., loss of job or rela-
tionships), which can produce the secondary stress.

nates in social anxiety disorder). Understanding the
process of the disorder and the core fears and cop-
ing strategies may lead to more precise diagnosis
and help in the biological and psychological man-
agement of the disorder. Lack of such an under-
standing may lead to the misdiagnosis of an anxiety
disorder as another one with a similar presentation.
For example, in public speaking phobia, the patient
may have a fear of being evaluated, which is more
a component of social anxiety disorder, or a fear of
mispronouncing words, which is more OCD-like.
Both will result in avoidance of social situations,
but the two would be managed differently.

BIOLOGICAL AND PSYCHOLOGICAL FACTORS

To effectively treat an anxiety disorder, the clini-
cian must understand how the condition emerges
and what factors contribute to its maintenance.
One of the major advances in anxiety research in
recent years is our better understanding of the inter-
play of genetic, biological, and stress factors in the
presentation of anxiety disorders. Study of the
genetic underpinnings of anxiety disorders using
the most modern techniques have yet to identify a
gene or even multiple gene solutions for any single
anxiety disorder, although some interesting findings
have been reported for OCD and agoraphobia (14,
15). However, family and twin studies suggest that
some genetic components may be shared between
different anxiety disorders, depression, and alcohol
and drug abuse (16). Currently, it is not clear what
exactly is inherited in anxiety disorders.

One possibility is that abnormal cognitions could
be the inherited factor. Cognitive theory assigns pri-
mary importance to abnormal or “catastrophic”
cognitions as an underlying mechanism of all of the
anxiety disorders. Most of the cognitive strategies
for treatment and research were developed long ago.
Recently, there has been a shift to the recognition of
abnormal information processing in anxiety disor-
ders. In a majority of anxiety disorders, information
about threat is processed in a very peculiar way.
Patients typically catalog the information in exces-
sive detail or divide the information into “good”
and “bad,” with no gray area in between, and later
question whether or not the threat exists. Under
these circumstances, the only safe way to deal with
the situation is to consider the worst-case scenario
(i.e., using catastrophic cognition) and then act to
protect oneself against the danger.

Stress also plays a major role in the pathology of
anxiety disorders, and in PTSD it is the main etio-
logical factor. Although the role of stress is less
apparent in other anxiety disorders, patients can
often date the onset of their disorder to a strong
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Table 2. Stages of Panic Disorder

Prodrome (stress/anxiety/worry)

Initial panic attack

Health worry (scanning, anticipation)

Limited avoidance (attempts to suppress or prevent an attack, leading to
new panic attacks)

Extensive avoidance

Depression

BYSTRITSKY



caused by an illness could produce the syndrome of
anxiety—for example, hyperthyroidism could pro-
duce panic attacks. The symptoms of a medical ill-
ness could serve as a trigger for anxiety, such as the
sensation of an abnormal heartbeat in arrhythmia
triggering a panic attack. Sometimes the medical
illness mimics the anxiety disorder, as with perse-
veration in mental retardation and OCD. Finally,
medical illness and an anxiety disorder could sim-
ply coexist. Among the most interesting interac-
tions between medical illness and anxiety disorders
studied in recent years are the pediatric autoim-
mune neuropsychiatric disorders associated with
streptococcal infections (PANDAS) observed in a
subset of OCD patients (20).

In recent years, the main thrust of biological
research has shifted increasingly from peripheral
measures of autonomic and neurochemical parame-
ters to the use of neuroimaging techniques to
directly identify reactivity and neurochemistry of
live brain in anxiety disorders. This research on neu-
ronal circuits is generally developed around models
of anxiety and fears that were proposed earlier by
basic scientists (21, 22). A synthesis of current data
has been attempted for panic (23) and OCD (24),
although the puzzle has not been completed.

Anxiety disorders are an especially appropriate
target for neuroimaging research, because a specific
symptom provocation can often be employed.
Excellent reviews of neuroimaging experiments in
anxiety have been published (25, 26), although to
date the data remain limited. As discussed earlier,
every anxiety disorder may be viewed as an interplay
of initial anxiety, abnormal information processing,
and inadequate coping strategies. In the contempo-
rary model of anxiety, specific neuronal circuits are
responsible for alarm reactions, processing of threat
information, and behavioral coping (Table 4).
Alarm circuits include the amygdala, periaqueduc-
tal gray matter, and the hippocampus area. A dis-
turbance of these circuits produces a lower
threshold for alarm reactions such as spontaneous
panic attacks. These circuits may be responsible for
a quick-learning response to a threat. Information
processing circuits are probably closely associated
with the cingulum and cortico-striatal systems,
which are typically affected in OCD. Abnormalities
in coping are very likely governed by large cortical
networks and hence will be difficult to tease apart.
The above-mentioned models attempt to simplify
very complex brain circuitry that will probably be
extensively studied over the next several decades
before a solid understanding emerges of how the
brain processes and deals with threat.

The postulated circuits are governed by multiple
neurotransmitter systems, with gamma-aminobu-

Biological factors are of primary importance in
anxiety disorders. Anxiety disorders can occur in
the context of medical illness, for example. The list
of medical conditions that should be considered in
the differential diagnosis of anxiety disorder is
extensive (see Table 3). The clinician should con-
sider the possibility of an intricate, manifold rela-
tionship between medical illnesses and anxiety
disorders. Metabolic or autonomic abnormalities
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Table 3. Differential Diagnosis of Panic and
Anxiety Disorders 
Medical disorders

Cardiac conditions
Arrhythmiasa,c,d

Supraventricular tachycardiaa,c,d

Mitral valve prolapseb,c,d

Endocrine disorders
Thyroid abnormalitya,b,c,d

Hyperparathyroidismb,c,d

Pheochromocytomad

Hypoglycemiaa,c,d

Vestibular dysfunctionb,c,d

Seizure disorders (e.g., temporal lobe epilepsya,b,c,d)
Psychiatric disorders

Affective disorders
Major depressiond,e,f

Bipolar disorderb,d,e,f

Other anxiety disordersa,b,c,d,e,f

Acute stress disordera,b,c,d,e,f

Obsessive-compulsive disordera,b,c,d,e,f

Posttraumatic stress disordera,b,c,d,e,f

Social phobiaa,c,d,e,f

Specific phobiaa,c,d,e,f

Psychotic disordersa,d,e,f

Substance abuse and dependence
Withdrawal from central nervous system depressantsa,b,c,d,e,f

Alcohol abuse
Barbiturates

Stimulantsa,b,c,d,e,f

Cocaine
Amphetamines
Caffeine

Cannabisa,b,c,d,e,f

Hallucinogensa,b,c,d,e,f

a The disorder can mimic panic disorder.
b The disorder can cause or worsen panic disorder through a variety of physiological

mechanisms.
c The disorder’s symptoms could serve as triggers of panic attacks.
d The disorder could coexist with panic disorder independently.
e The disorder could be a comorbid disorder whose symptoms intermingle with those

of panic disorder.
f The disorder could lead to panic disorder or could be a sequel of panic disorder.
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the dose used in depression and use a slow titration,
changing the dose no more than once a week.
Discontinuation of SSRIs has not been well studied
but should be done very gradually and, if possible,
in parallel with cognitive behavior therapy.

COGNITIVE BEHAVIOR THERAPY

Cognitive behavior therapy is important in the
treatment of anxiety disorders and deserves a more
extensive discussion than can be provided here.
Any contemporary clinician who works with
patients with anxiety disorders should know the
elements of cognitive behavior therapy. The ther-
apy is usually disorder specific, although it shares
many features between the disorders. Manuals are
available for all of the anxiety disorders, and refer-
ences to them can be found on the Anxiety
Disorders Association of America Web site
(www.adaa.org).

Cognitive behavior therapy starts with an exten-
sive assessment and education for the patient on
the principles and goals of therapy. Homework
assessment and intervention tasks are a common
and often required component of the therapy. The
core of the therapy consists of cognitive restructur-
ing that is aimed at changing pathological cata-
strophic or overgeneralized thinking, followed by
exposure and response prevention tasks. Exposure
and response prevention, which requires close
patient-therapist collaboration, essentially consists
of exposure to impulses, images, feelings, or situa-
tions the patient fears while preventing the patient
from using his or her abnormal coping strategies,
such as rituals, mental distractions, and escape. A
variety of treatment strategies have been developed
over the years, including gradual exposure to fear-
producing stimuli (internal or external) or immedi-
ate and forceful exposures to the worst feared
situation (referred to as flooding). During the
response prevention phase, provoked anxiety usu-
ally decreases over a period of 2 hours, permitting

tyric acid (GABA) and glutamate the most promi-
nent among them. Three major neurotransmitter
systems—serotonin, dopamine, and norepineph-
rine—have been extensively studied in normal and
pathological anxiety states. The significance of these
systems is clear from the fact that most of the effec-
tive treatments of anxiety affect one or several of the
systems. It is clear, however, that anxiety disorders
are not a result of a simple deficiency of one of the
neurotransmitters. The accumulated body of
research shows that the networks governed by these
transmitters have extensive interrelationships, mul-
tiple feedback mechanisms, and complex receptor
structures. This complexity can explain the unpre-
dictable and sometimes paradoxical responses to
medication. A new avenue of research involving
other, more specific neurotransmitter systems has
been fruitful in elucidating their function in anxiety
but thus far has not produced any new treatments.

TREATMENT STRATEGIES AND EVIDENCE

INITIAL TREATMENT ALGORITHMS

In the past decade, mainstream psychological and
pharmacological treatments of anxiety disorders
have been developed and tested. The initial algo-
rithm is similar for all major anxiety disorders (27,
28). The typical algorithm is presented in Figure 1.
In general, one must choose between cognitive
behavior treatment and a selective serotonin reup-
take inhibitor (SSRI); another SSRI is tried if the
first one does not work or is not tolerated. None of
the SSRIs has shown superiority to the others, and
the choice of an SSRI is usually based on side effect
profile (Table 5), pharmacokinetic and pharmaco-
dynamic properties, and drug-drug interactions.
The use of SSRIs in anxiety disorders has been care-
fully reviewed (29). The principle of “start low and
go slow” applies when SSRIs are used in the man-
agement of anxiety—that is, start with about half of
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Table 4. Hypothetical Neurocircuits of Anxiety

Stages of Disorder Neuronal Circuits Possible Treatments

Anxiety attacks (alarm reactions) Periaqueductal gray matter, amygdala, Low-dose SSRIs, SNRIs, benzodiazepines; 
hippocampus introceptive exposure

Anxious expectation, catastrophic thoughts Orbital frontal cortex, cingulum, SSRIs, SNRIs, cognitive restructuring,
(abnormal information processing) hippocampus, striatum antipsychotics

Precautions, rituals, and avoidances Prefrontal and temporal cortex SSRIs, SNRIs, antipsychotics, exposure and
response prevention

SSRIs=selective serotonin reuptake inhibitors; SNRIs=serotonin and norepinephrine reuptake inhibitors



reject it because they have a bias against psycholog-
ical interventions or consider their symptoms to be
the result of a medical illness. Cost, along with the
generally poor insurance coverage of cognitive
behavior therapy, is another reason for patients to
reject the treatment. Finally, many patients have
difficulty finding trained behavior therapists, since
most psychology programs produce graduates who
prefer insight-oriented treatment to cognitive
behavior therapy.

MANAGEMENT OF NONRESPONSE TO TREATMENT

Patients who do not respond to initial therapy
with an SSRI or cognitive behavior therapy are
treated with other antidepressants that have a
broader mechanism of action, such as venlafaxine
and clomipramine. These medications act on more

the patient to develop more rational thinking as
well as more adequate coping strategies.

These treatments are very effective. Some papers
describe response rates in excess of 80% in panic
disorder (30). A response can sometimes be
achieved within a six-session program (31).
Randomized clinical trials have shown cognitive
behavior therapy to be superior to medication (32).
Cognitive behavior therapy can also be helpful in
withdrawing patients from antidepressants and
benzodiazepines, and ongoing cognitive behavior
therapy is associated with fewer relapses over time
(33, 34). Why, then, is cognitive behavior therapy
not always used instead of medication? The answer
is that for cognitive behavior therapy to be given,
the patient must agree to it. Some patients reject it
because it frequently provokes more anxiety, espe-
cially during the initial phases of therapy. Some
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Figure 1. Stepped Algorithm for the Treatment of Anxiety Disorders

Step 1

Step 2

Step 3

Medication treatment
(Usually an SSRI, titrated to a therapeu-
tic dose. If the agent is not tolerated, a

second SSRI may be tried.)

Evaluate response to treatment in step 1.
Patients who have a full response to either

treatment go to maintenance treatment.
Others go to step 2.

Cognitive
behavior
therapy

Medication treatment Cognitive behavior therapy

Partial response

Augment anti-
depressant

or
add cognitive

behavior therapy

No response

Cognitive behavior
therapy

or
different 

antidepressant type

Partial response

Augment cognitive behavior
therapy (additional sessions)

or
add first-line antidepressant

No response

Augment cognitive
behavior therapy

or
add first-line

antidepressant

Evaluate response to step 2 treatments. Patients
with full response go to maintenance treatment.

Others are considered for step 3.

Consider:
• Trial of second or third type of antidepressant (e.g., SNRI, venlafaxine, nefazadone,

mirtazapine, and clomipramine)
• Intensive cognitive behavior therapy (several times a week)
• Other augmentation of antidepressants (if patient had a partial response to

an antidepressant in step 2)
• Referral to specialty mental health care for more ongoing treatment if more

complex problems are present (e.g., childhood abuse and PTSD)



was specifically studied (37). Polypharmacy is
becoming the rule rather than the exception, espe-
cially for complex and treatment-resistant cases.

COMBINING COGNITIVE BEHAVIOR THERAPY
AND MEDICATION

Some studies have shown that medication treat-
ment does not confer any additional benefits to
cognitive behavior therapy, whereas other studies
have shown that joint treatment with cognitive
behavior therapy and medication can be an effective
approach (38). It makes sense to combine these two
effective strategies, for some patients at least, since
the two modalities probably have different primary
targets. With medication treatment, the primary
targets are alarm reactivity and abnormal informa-
tion processing and cognitive appraisal of the threat.
While improvements in these areas could lead to
secondary behavior changes, it is unlikely that any
of the pharmacological agents currently in use
directly affect complex behaviors such as avoidance.

than one neurotransmitter system, and some meta-
analytic data suggest that they may be more effec-
tive in the treatment of depression and OCD (35).
Benzodiazepines are generally avoided except in the
treatment of acute states or treatment-resistant
chronic conditions.

There is little clinical evidence on what to do
after the few initial steps of the treatment, although
the past few years have seen more testing of com-
bined treatment strategies at the initial and later
steps of the typical algorithm (32, 36).

In recent years some clinical evidence has been
produced that supports the use of two groups of
medications that show efficacy at later stages of
treatment of anxiety disorders, namely, GABA-ergic
antiepileptics and atypical antipsychotics. In multi-
ple case reports, nearly every antiepileptic, and espe-
cially valproate and gabapentin, has been described
as an effective tool in treating anxiety disorders. The
evidence for efficacy in the treatment of anxiety is
even stronger for atypical antipsychotics, as demon-
strated in placebo-controlled trials in which OCD
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Table 5. Side Effect Profiles of Antidepressants

Headache ↑ — — — — — ↓ —

Agitation ↑↑ ↑ — — ↑ ↑ — —
or anxiety

Tremor ↑ ↑ ↑ — — ↑↑ ↑↑ ↑↑

Insomnia ↑↑ ↑↑ — — — ↑↑ ↓ —

Drowsiness ↑ ↑ ↑↑ ↑↑ — ↑↑ ↑↑ ↑↑

Fatigue ↑ — ↑↑ — ↑ ↑ ↑↑ ↑↑

Confusion — — — — — — — —

Dizziness — — ↑ — — ↑ ↑ ↑

Anticholinergic — — ↑ — — — ↑↑↑ ↑↑↑
effectsb

Sweating — — — — — ↑↑ ↑↑ ↑↑

Weight gain ↑ ↑ ↑↑ ↑ — ↑ ↑↑ ↑↑

Gastrointestinal ↑ ↑↑ — ↑↑ — ↑↑ — —
effects

Sexual side ↑↑ ↑↑ ↑↑ ↑ ↑ ↑↑ ↑ ↑↑
effectsc

↑ = increases occurrence

↓ = decreases occurrence
— = no known effect
a Can increase blood pressure.
b Anticholinergic effects include dry mouth, constipation, urinary hesitancy or retention, and blurred vision.
c Sexual side effects include decrease in desire and delayed ejaculation.

Adverse Citalopram or 
Effect Fluoxetine Sertraline Paroxetine Fluvoxamine Escitalopram Venlafaxinea Nortriptyline Clomipramine



the past five years, efforts have been made to develop
comprehensive treatments for panic disorder that
can be delivered in the primary care setting. One
recent study, for example, tested such an algorithm
for the treatment of panic disorder (40). Such stud-
ies reflect the current trend of psychiatrists becoming
more like consultants to primary care physicians,
assisting them in formulating correct initial manage-
ment plans and taking over the management of
more severe and treatment-resistant cases.

MANAGEMENT OF TREATMENT RESISTANCE

In managing treatment-resistant anxiety it is
important to start with a reevaluation of the patient.
All the factors discussed above are important,
including diagnosis, comorbidity, and the interplay
of biological, cognitive, and stress factors.
Inadequate coping strategies, on the part of both
the patient and the patient’s family, need to be
reviewed. Medication doses and duration of the ini-
tial treatments need to be examined. Initially, a
more intensive course of cognitive behavior therapy
in combination with an adequate trial of an SSRI, a
serotonin and norepinephrine reuptake inhibitor
(SNRI), or a combination of these may be needed
to confirm a treatment-resistant disorder. After that,
treatment may progress to a combination of an
SSRI with an antiepileptic or an atypical antipsy-
chotic, especially if a comorbid bipolar or psychotic
disorder is suspected (41, 42). Later, partial hospi-
talization in specialized centers with more extensive
cognitive behavior therapy and medication manage-
ment could be recommended (43). While other
forms of therapy have not demonstrated efficacy in
the treatment of anxiety disorders, they may be
helpful for patients with chronic anxiety in order to
address personality issues.

QUESTIONS AND CONTROVERSY

EXPERIMENTAL TREATMENTS

Treatments of anxiety disorders other than combi-
nations of conventional treatments, off-label use of
antiepileptics, antipsychotic agents, and more inten-
sive cognitive behavior therapy programs are largely
experimental. Most of the promising medication
treatments, such as intravenous clomipramine,
intravenous citalopram, and oral morphine for
OCD, are under investigation (41). Many other
treatments targeting more specific neurotransmitter
systems have failed. Electroconvulsive therapy and
transcranial magnetic stimulation seem to have only
limited value. Vagus nerve stimulation and deep

In fact, extensive compulsions and avoidance are
among the best predictors of nonresponse to SSRIs
(39). Furthermore, medications that reduce alarm
frequently also cause sedation or a reduction in gen-
eral alertness, thus limiting the tolerable dose of any
antianxiety medication. Strong episodic responses
that are cued to specific phobic situations can still
break through and create considerable discomfort
even in sedated patients.

Cognitive behavior therapy, by contrast, largely
targets abnormal coping strategies. Modification of
abnormal behaviors leads to secondary changes in
cognitions and to a resetting of the alarm to a lower
level. Understanding these processes can help in the
rational use of combined treatment. For example, a
physician working with a behavioral therapist may
want to “undertreat” anxiety to leave room for a
behavioral intervention. Another consideration is to
avoid use of medication strategies that have been
shown to interfere with learning (e.g., large as-
needed doses of benzodiazepines or the use of other
sedating medications). It is of paramount impor-
tance that each of the health care professionals treat-
ing the patient know their treatment targets, the
limitations of their treatment, and the roles and
responsibilities of the others involved. Frequent
communication among treatment team members is
a must, especially during the initiation or discon-
tinuation of treatment. For example, medication
may need to be stabilized before cognitive behavior
therapy begins and withdrawn before it ends. Some
patients may not need medication treatment at all,
and some would not be able to process the infor-
mation necessary to achieve success in behavioral
treatment without medication. The complexity of
combined treatment can hardly be re-created exper-
imentally, which may explain why it was not found
to be superior in some studies.

SHIFTING TREATMENT TO PRIMARY CARE SETTINGS

In the managed care environment, most treat-
ment of anxiety disorders occurs in primary care
settings. Primary care physicians notoriously
underrecognize and undertreat anxiety. However,
they increasingly prescribe SSRIs to manage emo-
tional distress of all sorts. Because SSRIs are often
prescribed in inadequate doses for an inadequate
duration and side effects are often managed only by
discontinuation of the treatment, psychiatrists are
currently seeing patients who have more severe,
treatment-resistant anxiety disorders and fre-
quently are disenchanted with the medication.

Another problem of primary care is a lack of
understanding of behavioral strategies and hence
low referral rates to mental health professionals. In
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anxiety syndromes. Patients who need to return to
the workforce would experience increased stress,
which may provoke a reemergence of the symptoms,
resulting once again in a decrease in productivity
and possibly the loss of employment. More research
and development are needed to address this issue
and to develop strategies that use focused interven-
tions to address functional status.

CONCLUSIONS

Effective treatments for anxiety disorders have
been developed, and algorithms for treatment have
been shaping up in recent years. Anxiety disorders
are treatable. However, more work needs to be
done, not least in further merging our developing
knowledge of biological mechanisms of anxiety
with treatment strategies in order to better predict
and improve treatment response. We also need to
learn how to better administer our current effica-
cious treatments in real-life health care settings.
Furthermore, we need to test alternative treatment
strategies, which continue to emerge, and to iden-
tify their place in the treatment and prevention of
anxiety disorders. We need to maintain our efforts
to treat patients whose anxiety is resistant to current
treatment strategies. Finally, we need to focus early
on the functional aspects of the human response to
mental illness and find ways to manage it effectively.
All of these measures will improve the care we give
people who suffer from anxiety disorders.

DISCLOSURE OF UNAPPROVED OR

INVESTIGATIONAL USE OF A PRODUCT

APA policy requires disclosure by CME authors of unapproved or investigational
use of products discussed in CME programs. Off-label use of medications by
individual physicians is permitted and common. Decisions about off-label use
can be guided by the scientific literature and clinical experience. This article
contains discussion of unlabeled use of a commercial product or investigational
use of a product not yet approved for this purpose.
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