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STATEMENT OF INTENT

 

The APA Practice Guidelines are not intended to be con-
strued or to serve as a standard of medical care. Standards
of medical care are determined on the basis of all clinical
data available for an individual patient and are subject to
change as scientific knowledge and technology advance
and practice patterns evolve. These parameters of practice
should be considered guidelines only. Adherence to them
will not ensure a successful outcome for every individual,
nor should they be interpreted as including all proper
methods of care or excluding other acceptable methods of
care aimed at the same results. The ultimate judgment re-
garding a particular clinical procedure or treatment plan
must be made by the psychiatrist in light of the clinical
data presented by the patient and the diagnostic and treat-
ment options available.

This practice guideline has been developed by psychi-
atrists who are in active clinical practice. In addition, some
contributors are primarily involved in research or other
academic endeavors. It is possible that through such activ-
ities some contributors, including work group members
and reviewers, have received income related to treatments
discussed in this guideline. A number of mechanisms are
in place to minimize the potential for producing biased
recommendations because of conflicts of interest. Work
group members are selected on the basis of their expertise
and integrity. Any work group member or reviewer who
has a potential conflict of interest that may bias (or appear
to bias) his or her work is asked to disclose this to the
Steering Committee on Practice Guidelines and the work
group. Iterative guideline drafts are reviewed by the
Steering Committee, other experts, allied organizations,
APA members, and the APA Assembly and Board of
Trustees; substantial revisions address or integrate the
comments of these multiple reviewers. The development
of the APA practice guidelines is not financially supported
by any commercial organization. 

More detail about mechanisms in place to minimize
bias is provided in a document entitled “APA Guideline
Development Process,” which is available from the APA
Department of Quality Improvement and Psychiatric
Services or at http://www.psychiatryonline.com/content.
aspx?aID=58560. 

This practice guideline was approved in July 2008 and
published in January 2009.

OVERVIEW OF GUIDELINE 
DEVELOPMENT PROCESS

 

This practice guideline was developed under the auspices of
the Steering Committee on Practice Guidelines. The devel-
opment process is detailed in a document entitled “APA
Guideline Development Process,” which is available from
the APA Department of Quality Improvement and Psychi-
atric Services or at http://www.psychiatryonline.com/
content.aspx?aID=58560. Key features of this process in-
clude the following:

• A comprehensive literature review to identify all rele-
vant randomized clinical trials as well as less rigorously
designed clinical trials and case series when evidence
from randomized trials was unavailable

• Development of evidence tables that reviewed the key
features of each identified study, including funding
source, study design, sample sizes, subject characteris-
tics, treatment characteristics, and treatment outcomes

• Initial drafting of the guideline by a work group that
included psychiatrists with clinical and research exper-
tise in panic disorder

• Production of multiple revised drafts with widespread
review; 29 organizations and 80 individuals submitted
significant comments

• Approval by the APA Assembly and Board of Trustees
• Planned revisions at regular intervals

Relevant updates to the literature were identified
through a MEDLINE literature search for articles pub-
lished since the initial guideline edition, published in 1997.
Thus, relevant literature was identified through a comput-
erized search of MEDLINE, using PubMed, for the period
from 1994 to 2005. Using the key words “panic” OR “panic
attack” OR “panic attacks” OR “panic disorder” OR “anx-
iety attack” OR “anxiety attacks” OR “agoraphobia” OR
“agoraphobic,” a total of 5,088 citations limited to articles
on humans were found. Using PsycInfo (EBSCOHost), the
same search strategy yielded 5,444 references. Using Psy-
choanalytic Electronic Publishing (http://www.p-e-p.org),
a search of the terms “panic disorder” OR “agoraphobia”
yielded 132 references. Additional, less formal, literature
searches were conducted by APA staff and individual work
group members, to include references through mid-2007.
Practice guidelines for the treatment of patients with panic
disorder that have been published by other organizations
also were reviewed (1, 2). The Cochrane databases were
also searched for relevant meta-analyses. Sources of fund-



8

 

APA PRACTICE GUIDELINES

 

ing were considered when the work group reviewed the lit-
erature but are not always identified in this document.
When reading source articles referenced in this guideline,
readers are advised to consider the sources of funding for
the studies.

This document represents a synthesis of current scien-
tific knowledge and rational clinical practice regarding the
treatment of patients with panic disorder. It strives to be as
free as possible of bias toward any theoretical approach to
treatment. In order for the reader to appreciate the evi-
dence base behind the guideline recommendations and the
weight that should be given to each recommendation, the
summary of treatment recommendations is keyed accord-
ing to the level of confidence with which each recommen-
dation is made. Each rating of clinical confidence considers
the strength of the available evidence and is based on the
best available data. When evidence is limited, the level of
confidence also incorporates clinical consensus with regard
to a particular clinical decision. In the listing of cited refer-
ences, each reference is followed by a letter code in brackets
that indicates the nature of the supporting evidence.

GUIDE TO USING THIS 
PRACTICE GUIDELINE

 

The 

 

Practice Guideline for the Treatment of Patients With
Panic Disorder, Second Edition

 

, consists of three parts (Parts
A, B, and C) and many sections, not all of which will be
equally useful for all readers. The following guide is de-
signed to help readers find the sections that will be most
useful to them.

Part A, “Treatment Recommendations,” is published
as a supplement to the 

 

American Journal of Psychiatry

 

 and
contains general and specific treatment recommenda-
tions. Section I summarizes the key recommendations of
the guideline and codes each recommendation according

to the degree of clinical confidence with which the recom-
mendation is made. Section II is a guide to the formula-
tion and implementation of a treatment plan for the
individual patient. Section III, “Specific Clinical Features
Influencing the Treatment Plan,” discusses a range of
clinical considerations that could alter the general recom-
mendations discussed in Section I.

Part B, “Background Information and Review of Avail-
able Evidence,” and Part C, “Future Research Needs,” are
not included in the 

 

American Journal of Psychiatry

 

 supple-
ment but are provided with Part A in the complete guide-
line, which is available in print format from American
Psychiatric Publishing, Inc., and online through Psychia-
tryOnline (http://www.psychiatryonline.com/pracGuide/
pracGuideHome.aspx). Part B provides an overview of
panic disorder, including general information on natural
history, course, and epidemiology. It also provides a struc-
tured review and synthesis of the evidence that underlies
the recommendations made in Part A. Part C draws from
the previous sections and summarizes areas for which
more research data are needed to guide clinical decisions.

To share feedback on this or other published APA prac-
tice guidelines, a form is available at http://mx.psych.org/
survey/reviewform.cfm.

OFF-LABEL USE 
OF MEDICATIONS

 

Medications discussed in this practice guideline may not
have an indication from the U.S. Food and Drug Admin-
istration for the disorder or condition for which they are
recommended. Off-label use of medications by individual
physicians is permitted and common. Decisions about off-
label use can be guided by the evidence provided in the
APA practice guideline, other scientific literature, and
clinical experience.
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Part A 

 

TREATMENT RECOMMENDATIONS

I. EXECUTIVE SUMMARY

 

A. CODING SYSTEM

 

Each recommendation is identified as falling into one of
three categories of endorsement, indicated by a bracketed
Roman numeral following the statement. The three cate-
gories represent varying levels of clinical confidence:

[I] Recommended with substantial clinical confidence
[II] Recommended with moderate clinical confidence 
[III] May be recommended on the basis of individual cir-

cumstances

 

B. PSYCHIATRIC MANAGEMENT

 

Panic disorder is a common and often disabling mental
disorder. Treatment is indicated when symptoms of the
disorder interfere with functioning or cause significant
distress [I]. Effective treatment for panic disorder should
lead not only to reduction in frequency and intensity of
panic attacks, but also reductions in anticipatory anxiety
and agoraphobic avoidance, optimally with full remission
of symptoms and return to a premorbid level of function-
ing [I]. Psychiatric management consists of a comprehen-
sive array of activities and interventions that should be
instituted for all patients with panic disorder, in combi-
nation with specific modalities that have demonstrated
efficacy [I].

 

1. Establishing a therapeutic alliance

 

Psychiatrists should work to establish and maintain a ther-
apeutic alliance so that the patient’s care is a collaborative
endeavor [I]. Careful attention to the patient’s preferences
and concerns with regard to treatment is essential to fos-
tering a strong alliance [I]. In addition, education about
panic disorder and its treatment should be provided in
language that is readily understandable to the patient [I].
Many patients with panic disorder are fearful of certain
aspects of treatment (e.g., medication side effects, con-

fronting agoraphobic situations). A strong therapeutic al-
liance is important in supporting the patient through
phases of treatment that may be anxiety provoking [I].

 

2. Performing the psychiatric assessment

 

Patients should receive a thorough diagnostic evaluation
both to establish the diagnosis of panic disorder and to
identify other psychiatric or general medical conditions
[I]. This evaluation generally includes a history of the
present illness and current symptoms; past psychiatric his-
tory; general medical history; history of substance use;
personal history (e.g., major life events); social, occupa-
tional, and family history; review of the patient’s medica-
tions; previous treatments; review of systems; mental
status examination; physical examination; and appropriate
diagnostic tests (to rule out possible medical causes of
panic symptoms) as indicated [I]. Assessment of substance
use should include illicit drugs, prescribed and over-the-
counter medications, and other substances (e.g., caffeine)
that may produce physiological effects that can trigger or
exacerbate panic symptoms [I].

Delineating the specific features of panic disorder that
characterize a given patient is an essential element of as-
sessment and treatment planning [I]. It is crucial to deter-
mine if agoraphobia is present and to establish the extent
of situational fear and avoidance [I]. The psychiatrist also
should evaluate other psychiatric disorders, as co-occur-
ring conditions may affect the course, treatment, and
prognosis of panic disorder [I]. It must be determined that
panic attacks do not occur solely as a result of a general
medical condition or substance use and that they are not
better conceptualized as a feature of another diagnosis [I].
The presence of medical disorders, substance use, and
other psychiatric disorders does not preclude a concomi-
tant diagnosis of panic disorder. If the symptoms of panic
disorder are not deemed solely attributable to these fac-
tors, then diagnosing (and treating) both panic disorder
and another condition may be warranted [I].
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3. Tailoring the treatment plan for the individual patient

 

Tailoring the treatment plan to match the needs of the
particular patient requires a careful assessment of the fre-
quency and nature of the patient’s symptoms [I]. It may be
helpful, in some circumstances, for patients to monitor
their panic symptoms using techniques such as keeping a
daily diary [I]. Such monitoring can aid in identification of
triggers for panic symptoms, which may become a focus
of subsequent intervention.

Continuing evaluation and management of co-occur-
ring psychiatric and/or medical conditions is also essential
to developing a treatment plan for an individual patient
[I]. Co-occurring conditions may influence both selection
and implementation of pharmacological and psychosocial
treatments for panic disorder [I].

 

4. Evaluating the safety of the patient

 

A careful assessment of suicide risk is necessary for all pa-
tients with panic disorder [I]. Panic disorder has been
shown to be associated with an elevated risk of suicidal
ideation and behavior, even in the absence of co-occurring
conditions such as major depression. An assessment of
suicidality includes identification of specific psychiatric
symptoms known to be associated with suicide attempts
or suicide; assessment of past suicidal behavior, family his-
tory of suicide and mental illness, current stressors, and
potential protective factors such as positive reasons for
living; and specific inquiry about suicidal thoughts, intent,
plans, means, and behaviors [I].

 

5. Evaluating types and severity of functional impairment

 

Panic disorder can impact numerous spheres of life in-
cluding work, school, family, social relationships, and lei-
sure activities. The psychiatrist should develop an
understanding of how panic disorder affects the patient’s
functioning in these domains [I] with the aim of develop-
ing a treatment plan intended to minimize impairment [I].

 

6. Establishing goals for treatment

 

All treatments for panic disorder aim to reduce the fre-
quency and intensity of panic attacks, anticipatory anxiety,
and agoraphobic avoidance, optimally with full remission
of symptoms and return to a premorbid level of function-
ing [I]. Treatment of co-occurring psychiatric disorders
when they are present is an additional goal [I]. The inter-
mediate objectives that will help achieve these goals will
depend on the chosen modality or modalities [I].

 

7. Monitoring the patient’s psychiatric status

 

The different elements of panic disorder may resolve at
different points during the course of treatment (e.g., panic

attacks may remit before agoraphobic avoidance is elimi-
nated). The psychiatrist should continue to monitor the
status of all symptoms originally presented by the patient
[I]. Psychiatrists may consider using rating scales to help
monitor the patient’s status at each session [I]. Patients
also can be asked to keep a daily diary of panic symptoms
to aid in ongoing assessment [I].

 

8. Providing education to the patient and, 
when appropriate, to the family

 

Education alone may relieve some of the symptoms of
panic disorder by helping the patient realize that his or
her symptoms are neither life-threatening nor uncom-
mon. Thus, once a diagnosis of panic disorder is made, the
patient should be informed of the diagnosis and educated
about panic disorder and treatment options [I]. Regard-
less of the treatment modality selected, it is important to
inform the patient that in almost all cases the physical sen-
sations that characterize panic attacks are not acutely dan-
gerous and will abate [I]. Educational tools such as books,
pamphlets, and trusted web sites can augment the face-to-
face education provided by the psychiatrist [I].

Providing the family with accurate information about
panic disorder and its treatment is also important for
many patients [I]. Education sometimes includes discus-
sion of how changes in the patient’s status affect the family
system and of how responses of family members can help
or hinder treatment of the patient’s panic disorder [II].

Patient education also includes general promotion of
healthy behaviors such as exercise, good sleep hygiene,
and decreased use of caffeine, tobacco, alcohol, and other
potentially deleterious substances [I]. 

 

9. Coordinating the patient’s care with other clinicians

 

Many patients with panic disorder will be evaluated by or
receive treatment from other health care professionals in
addition to the psychiatrist. Under such circumstances,
the clinicians should communicate periodically to ensure
that care is coordinated and that treatments are working
in synchrony [I].

It is important to ensure that a general medical evalu-
ation has been done (either by the psychiatrist or by an-
other health care professional) to rule out medical causes
of panic symptoms [I]. Extensive or specialized testing for
medical causes of panic symptoms is usually not indicated
but may be conducted based on individual characteristics
of the patient [III].

 

10. Enhancing treatment adherence

 

Problems with treatment adherence can result from a vari-
ety of factors (e.g., avoidance that is a manifestation of panic
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disorder, logistical barriers, cultural or language barriers,
problems in the therapeutic relationship). Whenever possi-
ble, the psychiatrist should assess and acknowledge potential
barriers to treatment adherence and should work collabora-
tively with the patient to minimize their influence [I].

Many standard pharmacological and psychosocial treat-
ments for panic disorder can be associated with short-term
intensification of anxiety (e.g., because of medication side
effects or exposure to fear cues during therapy). These
temporary increases in anxiety may contribute to de-
creased treatment adherence. The psychiatrist should
adopt a stance that encourages patients to articulate their
fears about treatment and should provide patients with a
realistic notion of what they can expect at different points
in treatment [I]. In particular, patients should be informed
about when a positive response to treatment can be ex-
pected so that they do not prematurely abandon treatment
due to misconceptions about the time frame for response
[I]. Patients should also be encouraged to contact the psy-
chiatrist (e.g., by telephone if between visits) if they have
concerns or questions, as these can often be readily ad-
dressed and lead to enhanced treatment adherence [I].

 

11. Working with the patient to 
address early signs of relapse

 

Although standard treatments effectively reduce the bur-
den of panic disorder for the majority of patients, even
some patients with a good treatment response may con-
tinue to have lingering symptoms (e.g., occasional panic
attacks) or have a recurrence of symptoms after remission.
Patients should be reassured that fluctuations in symp-
toms can occur during the course of treatment before an
acceptable level of remission is reached [I]. Patients
should also be informed that symptoms of panic disorder
may recur even after remission and be provided with a
plan for how to respond [I].

 

C. FORMULATION AND IMPLEMENTATION 
OF A TREATMENT PLAN

 

1. Choosing a treatment setting

 

The treatment of panic disorder is generally conducted
entirely on an outpatient basis, as the condition by itself
rarely warrants hospitalization [I]. However, it may be nec-
essary to hospitalize a patient with panic disorder because
of symptoms of co-occurring disorders (e.g., when acute
suicidality associated with a mood disorder is present or
when inpatient detoxification is required for a substance
use disorder) [I]. Under such circumstances, the treatment
of panic disorder can be initiated in the hospital along with

treatment of the disorder that prompted hospitalization
[I]. Rarely, hospitalization or partial hospitalization is re-
quired in very severe cases of panic disorder with agora-
phobia when administration of outpatient treatment has
been ineffective or is impractical [I]. Home visits are an-
other treatment option for patients with severe agorapho-
bia who are limited in their ability to travel or leave the
house [II]. When accessibility to mental health care is lim-
ited (e.g., in remote or underserved areas), telephone- or
Internet-based treatments may be considered [II].

 

2. Choosing an initial treatment modality

 

A range of specific psychosocial and pharmacological in-
terventions have proven benefits in treating panic disorder.
The use of a selective serotonin reuptake inhibitor (SSRI),
serotonin-norepinephrine reuptake inhibitor (SNRI), tri-
cyclic antidepressant (TCA), benzodiazepine (appropriate
as monotherapy only in the absence of a co-occurring
mood disorder), or cognitive-behavioral therapy (CBT) as
the initial treatment for panic disorder is strongly sup-
ported by demonstrated efficacy in numerous randomized
controlled trials [I]. A particular form of psychodynamic
psychotherapy, panic-focused psychodynamic psychother-
apy (PFPP), was effective in one randomized controlled
trial and could be offered as an initial treatment under cer-
tain circumstances [II].

There is insufficient evidence to recommend any of
these pharmacological or psychosocial interventions as
superior to the others, or to routinely recommend a com-
bination of treatments over monotherapy [II]. Although
combination treatment does not appear to be significantly
superior to standard monotherapy as initial treatment for
most individuals with panic disorder, psychiatrists and pa-
tients may choose this option based on individual circum-
stances (e.g., patient preference) [II].

Considerations that guide the choice of an initial treat-
ment modality include patient preference, the risks and
benefits for the particular patient, the patient’s past treat-
ment history, the presence of co-occurring general medi-
cal and other psychiatric conditions, cost, and treatment
availability [I]. Psychosocial treatment (with the strongest
evidence available for CBT) is recommended for patients
who prefer nonmedication treatment and can invest the
time and effort required to attend weekly sessions and
complete between-session practices [I]. One caveat is that
CBT and other specialized psychosocial treatments are
not readily available in some geographic areas. Pharmaco-
therapy (usually with an SSRI or SNRI) is recommended
for patients who prefer this modality or who do not have
sufficient time or other resources to engage in psychoso-
cial treatment [I]. Combined treatment should be consid-
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ered for patients who have failed to respond to standard
monotherapies and may also be used under certain clinical
circumstances (e.g., using pharmacotherapy for temporary
control of severe symptoms that are impeding the patient’s
ability to engage in psychosocial treatment) [II]. Adding
psychosocial treatment to pharmacotherapy either from
the start, or at some later point in treatment, may enhance
long-term outcomes by reducing the likelihood of relapse
when pharmacological treatment is stopped [II].

 

3. Evaluating whether the treatment is working

 

After treatment is initiated, it is important to monitor
change in key symptoms such as frequency and intensity
of panic attacks, level of anticipatory anxiety, degree of ag-
oraphobic avoidance, and severity of interference and dis-
tress related to panic disorder [I]. Effective treatment
should produce a decrease in each of these domains, al-
though some may change more quickly than others. The
severity of co-occurring conditions also should be as-
sessed at regular intervals, as treatment of panic disorder
can influence co-occurring conditions (e.g., major depres-
sion; other anxiety disorders) [I]. Rating scales are a useful
adjunct to ongoing clinical assessment for the purpose of
evaluating treatment outcome [I].

 

4. Determining if and when to change treatment

 

Some individuals do not respond, or respond incompletely,
to first-line treatments for panic disorder. Whenever treat-
ment response is unsatisfactory, the psychiatrist should first
consider the possible contribution of fundamental clinical
factors such as an underlying untreated medical illness that
accounts for the symptoms, interference by co-occurring
general medical or psychiatric conditions (including de-
pression and substance use), inadequate treatment adher-
ence, problems in the therapeutic alliance, the presence of
psychosocial stressors, motivational factors, and inability to
tolerate a particular treatment [I]. These potential impedi-
ments to successful treatment should be addressed as early
as possible in treatment [I]. In addition, if panic-related
concerns are leading the patient to minimize the impact of
avoidance or accept functional limitations, the patient
should be encouraged to think through the costs and ben-
efits of accepting versus treating functional limitations [I].
Clinicians should be reluctant to accept partial improve-
ment as a satisfactory outcome and should aim for remis-
sion whenever feasible [I].

If response to treatment remains unsatisfactory, and if
an adequate trial has been attempted, it is appropriate for
the psychiatrist and the patient to consider a change [I].
Decisions about whether and how to make changes will
depend on the level of response to the initial treatment
(i.e., none versus partial), the palatability and feasibility of

other treatment options for a given patient, and the level
of symptoms and impairment that remain [I]. Persistent
significant symptoms of panic disorder despite a lengthy
course of a particular treatment should trigger a reassess-
ment of the treatment plan, including possible consulta-
tion with another qualified professional [I].

 

5. Approaches to try when a first-line 
treatment is unsuccessful

 

If fundamental clinical issues have been addressed and it is
determined that a change is desirable, the psychiatrist and
patient can either 

 

augment

 

 the current treatment by adding
another agent (in the case of pharmacotherapy) or another
modality (i.e., add CBT if the patient is already receiving
pharmacotherapy, or add pharmacotherapy if the patient is
already receiving CBT) [I], or they can decide to 

 

switch

 

 to a
different medication or therapeutic modality [I]. Decisions
about how to address treatment resistance are usually
highly individualized and based on clinical judgment, since
few studies have tested the effects of specific switching or
augmentation strategies. However, augmentation is gen-
erally a reasonable approach if some significant benefits
were observed with the original treatment [II]. On the
other hand, if the original treatment failed to provide any
significant alleviation of the patient’s symptoms, a switch
in treatment may be more useful [II].

If one first-line treatment (e.g., CBT, an SSRI, an
SNRI) has failed, adding or switching to another first-line
treatment is recommended [I]. Adding a benzodiazepine
to an antidepressant is a common augmentation strategy to
target residual symptoms [II]. If the treatment options
with the most robust evidence have been unsuccessful,
other options with some empirical support can be consid-
ered (e.g., a monoamine oxidase inhibitor [MAOI], PFPP)
[II]. After first- and second-line treatments and augmenta-
tion strategies have been exhausted (either due to lack of
efficacy or intolerance of the treatment by the patient), less
well-supported treatment strategies may be considered
[III]. These include monotherapy or augmentation with
gabapentin or a second-generation antipsychotic or with a
psychotherapeutic intervention other than CBT or PFPP
[III]. Psychiatrists are encouraged to seek consultation
from experienced colleagues when developing treatment
plans for patients whose symptoms have been resistant to
standard treatments for panic disorder [I].

 

6. Specific psychosocial interventions

 

Psychosocial treatments for panic disorder should be con-
ducted by professionals with an appropriate level of train-
ing and experience in the relevant approach [I]. Based on
the current available evidence, CBT is the psychosocial
treatment that would be indicated most often for patients
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presenting with panic disorder [I]. Cognitive-behavioral
therapy is a time-limited treatment (generally 10–15
weekly sessions) with durable effects. It can be success-
fully administered individually or in a group format [I].
Self-directed forms of CBT may be useful for patients
who do not have ready access to a trained CBT therapist
[II]. Cognitive-behavioral therapy for panic disorder gen-
erally includes psychoeducation, self-monitoring, coun-
tering anxious beliefs, exposure to fear cues, modification
of anxiety-maintaining behaviors, and relapse prevention
[I]. Exposure therapy, which focuses almost exclusively on
systematic exposure to fear cues, is also effective [I].

Panic-focused psychodynamic psychotherapy also has
demonstrated efficacy for panic disorder, although its evi-
dence base is more limited. Panic-focused psychodynamic
psychotherapy may be indicated as an initial psychosocial
treatment in some cases (e.g., patient preference) [II].
Panic-focused psychodynamic psychotherapy is a time-
limited treatment (twice weekly for 12 weeks) that is ad-
ministered on an individual basis. Panic-focused psycho-
dynamic psychotherapy utilizes the general principles of
psychodynamic psychotherapy, with special focus on the
transference as the therapeutic agent promoting change,
and encourages patients to confront the emotional signif-
icance of their panic symptoms with the aim of promoting
greater autonomy, symptom relief, and improved func-
tioning. Although psychodynamic psychotherapies (other
than PFPP) that focus more broadly on emotional and in-
terpersonal issues have not been formally tested for panic
disorder, some case report data and clinical experience
suggest this approach may be useful for some patients [III].

Other psychosocial treatments have not been formally
tested for panic disorder or have proven ineffective (e.g.,
eye movement desensitization and reprocessing [EMDR])
or inferior to standard treatments such as CBT (e.g., sup-
portive psychotherapy).

Group CBT is effective and can be recommended for
treatment of panic disorder [I]. Other group therapies
(including patient support groups) are not recommended
as monotherapies for panic disorder, although they may
be useful adjuncts to other effective treatments for some
patients [III].

Couples or family therapy alone is not recommended
as a treatment for panic disorder, although it may be help-
ful in addressing co-occurring relationship dysfunction
[III]. It can be beneficial to include significant others in
CBT (e.g., partner-assisted exposure therapy for agora-
phobia), especially if they are educated in the cognitive-
behavioral model of panic disorder and enlisted to help
with between-session practices [II]. When pursuing other
treatments for panic disorder (e.g., pharmacotherapy),
education of significant others about the nature of the dis-

order and enlisting significant others to improve treat-
ment adherence may also be helpful [III].

 

7. Specific pharmacological interventions

 

Selective serotonin reuptake inhibitors, SNRIs, TCAs,
and benzodiazepines have demonstrated efficacy in nu-
merous controlled trials and are recommended for treat-
ment of panic disorder [I]. Monoamine oxidase inhibitors
appear effective for panic disorder but, because of their
safety profile, they are generally reserved for patients who
have failed to respond to several first-line treatments [II].
Other medications with less empirical support (e.g., mir-
tazapine, anticonvulsants such as gabapentin) may be con-
sidered as monotherapies or adjunctive treatments for
panic disorder when patients have failed to respond to
several standard treatments or based on other individual
circumstances [III].

Because SSRIs, SNRIs, TCAs, and benzodiazepines ap-
pear roughly comparable in their efficacy for panic disor-
der, selecting a medication for a particular patient mainly
involves considerations of side effects (including any appli-
cable warnings from the U.S. Food and Drug Administra-
tion [FDA]), cost, pharmacological properties, potential
drug interactions, prior treatment history, co-occurring
general medical and psychiatric conditions, and the
strength of the evidence base for the particular medication
in treatment of panic disorder [I]. The relatively favorable
safety and side effect profile of SSRIs and SNRIs makes
them the best initial choice for many patients with panic
disorder [I]. Although TCAs are effective, the side effects
and greater toxicity in overdose associated with them often
limit their acceptability to patients and their clinical utility.
Selective serotonin reuptake inhibitors, SNRIs, and TCAs
are all preferable to benzodiazepines as monotherapies for
patients with co-occurring depression or substance use
disorders [I]. Benzodiazepines may be especially useful ad-
junctively with antidepressants to treat residual anxiety
symptoms [II]. Benzodiazepines may be preferred (as
monotherapies or in combination with antidepressants)
for patients with very distressing or impairing symptoms
in whom rapid symptom control is critical [II]. The benefit
of more rapid response to benzodiazepines must be bal-
anced against the possibilities of troublesome side effects
(e.g., sedation) and physiological dependence that may
lead to difficulty discontinuing the medication [I].

Patients should be educated about the likely time
course of treatment effects associated with a particular
medication [I]. Because patients with panic disorder can
be sensitive to medication side effects, low starting doses
of SSRIs, SNRIs, and TCAs (approximately half of the
starting doses given to depressed patients) are recom-
mended [I]. The low dose is maintained for several days
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then gradually increased to a full therapeutic dose over
subsequent days and as tolerated by the patient [I]. Un-
derdosing of antidepressants (i.e., starting low and then
not increasing gradually to full therapeutic dosages as
needed) is common in treatment of panic disorder and is a
frequent source of partial response or nonresponse [II]. A
regular dosing schedule rather than a p.r.n. (“as needed”)
schedule is preferred for patients with panic disorder who
are taking benzodiazepines [II], where the goal is to pre-
vent panic attacks rather than reduce symptoms once an
attack has already occurred.

Once an initial pharmacotherapy has been selected, pa-
tients are typically seen every 1–2 weeks when first start-
ing a new medication, then every 2–4 weeks until the dose
is stabilized [I]. After the dose is stabilized and symptoms
have decreased, patients will most likely require less fre-
quent visits [I].

When considering any specific medication, the psychi-
atrist must balance the risks associated with the medica-
tion against the clinical need for pharmacotherapy [I].
The FDA has warned of the possibility that antidepres-
sants may increase the risk of suicidal ideation and behav-
ior in patients age 25 years and younger; this is an
important factor to consider before using an SSRI, an
SNRI, or a TCA for panic disorder. Other important
safety considerations for SSRIs include possible increased
likelihood of upper gastrointestinal bleeding (particularly
when taken in combination with nonsteroidal anti-
inflammatory drugs [NSAIDs] or with aspirin) and in-
creased risk of falls and osteoporotic fractures in patients
age 50 years and older. With venlafaxine extended release
(ER), a small proportion of patients may develop sus-
tained hypertension. It is recommended that psychiatrists
assess blood pressure during treatment, particularly when
venlafaxine ER is titrated to higher doses [I].

Tricyclic antidepressants should not be prescribed for
patients with panic disorder who also have acute narrow-
angle glaucoma or clinically significant prostatic hyper-
trophy. Tricyclic antidepressants may increase the likeli-
hood of falls, particularly among elderly patients. A
baseline electrocardiogram should be considered before
initiating a TCA, because patients with preexisting car-
diac conduction abnormalities may experience significant
or fatal arrhythmia with TCA treatment. Overdoses with
TCAs can lead to significant cardiac toxicity and fatality,
and therefore TCAs should be used judiciously in suicidal
patients.

Benzodiazepines may produce sedation, fatigue, ataxia,
slurred speech, memory impairment, and weakness.
Geriatric patients taking benzodiazepines may be at
higher risk for falls and fractures. Because of an increased
risk of motor vehicle accidents with benzodiazepine use,

patients should be warned about driving or operating
heavy machinery while taking benzodiazepines [I]. Pa-
tients should also be advised about the additive effects of
benzodiazepines and alcohol [I]. Caution and careful mon-
itoring is indicated when prescribing benzodiazepines to
elderly patients, those with preexisting cognitive impair-
ment, or those with a history of substance use disorder [I].

For women with panic disorder who are pregnant,
nursing, or planning to become pregnant, psychosocial in-
terventions should be considered in lieu of pharmacother-
apy [II]. Pharmacotherapy may also be indicated [III] but
requires weighing and discussion of the potential benefits
and risks with the patient, her obstetrician, and, whenever
possible, her partner [I]. Such discussions should also con-
sider the potential risks to the patient and the child of un-
treated psychiatric illness, including panic disorder and
any co-occurring psychiatric conditions [I].

 

D. MAINTAINING OR DISCONTINUING 
TREATMENT AFTER RESPONSE

 

Pharmacotherapy should generally be continued for 1 year
or more after acute response to promote further symptom
reduction and decrease risk of recurrence [I]. Incorporat-
ing maintenance treatment (e.g., monthly “booster” ses-
sions focused on relapse prevention) into psychosocial
treatments for panic disorder also may help maintain pos-
itive response [II], although more systematic investigation
of this issue is needed.

Before advising a taper of effective pharmacotherapy,
the psychiatrist should consider several factors, including
the duration of the patient’s symptom stability, the pres-
ence of current or impending psychosocial stressors in the
patient’s life, and the extent to which the patient is moti-
vated to discontinue the medication [II]. Discussion of
medication taper should also include the possible out-
comes of taper, which could include discontinuation symp-
toms and recurrence of panic symptoms [I]. If medication
is tapered, it should be done in a collaborative manner with
continual assessment of the effects of the taper and the pa-
tient’s responses to any changes that emerge [I].

If a decision is made to discontinue successful treat-
ment with an SSRI, an SNRI, or a TCA, the medication
should be gradually tapered (e.g., one dosage step down
every month or two), thereby providing the opportunity
to watch for recurrence and, if desired, to reinitiate treat-
ment at a previously effective dose [II]. However, under
more urgent conditions (e.g., the patient is pregnant and
the decision is made to discontinue medications immedi-
ately), these medications can be discontinued much more
quickly [I].
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The approach to benzodiazepine discontinuation also
involves a slow and gradual tapering of dose [I]. With-
drawal symptoms and symptomatic rebound are com-
monly seen with benzodiazepine discontinuation, can
occur throughout the taper, and may be especially severe

toward the end of the taper. This argues for tapering ben-
zodiazepines very slowly for patients with panic disorder,
probably over 2–4 months and at rates no higher than 10%
of the dose per week [I]. Cognitive-behavioral therapy may
be added to facilitate withdrawal from benzodiazepines [I].

II. FORMULATION AND IMPLEMENTATION 
OF A TREATMENT PLAN

 

The formulation of a treatment plan considers the full
range of predispositions, precipitants, and symptoms ex-
hibited by patients with panic disorder. Effective treat-
ment involves not only resolution of panic attacks but also
satisfactory reductions in anticipatory anxiety and agora-
phobic avoidance, optimally with full remission of symp-
toms and return to a premorbid level of functioning.

 

A. PSYCHIATRIC MANAGEMENT

 

Psychiatric management consists of a comprehensive ar-
ray of activities and interventions that should be instituted
by psychiatrists for all patients with panic disorder, in
combination with specific treatment modalities.

 

1. Establishing a therapeutic alliance

 

As in all of medical practice, the physician first works to
establish and then to maintain a therapeutic alliance so
that the patient’s care is a collaborative endeavor. By the
very nature of the illness, many patients with panic disor-
der are anxious about treatment. Therefore, education
and support are important components of the psychiatric
management of panic disorder. As is true for most individ-
uals who are first initiating treatment for psychiatric or
general medical disorders, patients with panic disorder
may require additional support and access to their health
care professionals in the early phase of treatment, before
symptoms resolve. Patients should be informed about
courses of action they can pursue if they need help ur-
gently, such as having the psychiatrist paged, going to the
emergency department, or calling 911. This information
should be provided in the context of education that panic
symptoms themselves are rarely dangerous and that oc-
currence of panic symptoms does not usually require im-
mediate medical attention.

Panic disorder can be a chronic condition for which ad-
herence to a treatment plan is important. Hence, a strong
treatment alliance is crucial. It is often the case that the
treatment of panic disorder involves asking the patient to

do things that may be frightening and uncomfortable,
such as confronting agoraphobic situations. Here again, a
strong treatment alliance is necessary to support the pa-
tient in doing these things.

Therapeutic communications explaining panic disor-
der should be made in language that is culturally sensitive
and worded in a way that the patient can understand.
Careful attention to the patient’s fears and wishes with re-
gard to his or her treatment is essential in establishing and
maintaining the therapeutic alliance. Management of the
therapeutic alliance may involve an awareness of the pa-
tient’s beliefs about medication and psychotherapy, cul-
tural differences, transference, countertransference, and
other factors that may influence the psychiatrist-patient
relationship.

 

2. Performing the psychiatric assessment

 

Patients with panic symptoms should receive a thorough
diagnostic evaluation both to determine whether a diag-
nosis of panic disorder is warranted and to identify the
presence of other psychiatric or general medical condi-
tions. This evaluation will generally include a history of
the present illness and current symptoms; past psychiatric
history; general medical history and history of substance
use; personal history (e.g., major life events); social, occu-
pational (including military), and family history; review of
the patient’s medications; review of previous treatments;
review of systems; mental status examination; physical ex-
amination; and diagnostic tests (to rule out possible gen-
eral medical causes of panic symptoms) as indicated.
Family history of anxiety disorders and childhood trau-
matic events are reported more often by patients with
panic disorder than by many comparison groups (3–5),
and longitudinal data suggest that childhood physical and
sexual abuse are risk factors for panic disorder (6). Patients
with panic disorder also report more stressful events in
the month preceding panic onset, compared with control
participants (7). Therefore, the psychiatric assessment
should include careful inquiry about the patient’s develop-
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mental history, life events, family history, and the events
that preceded onset of the panic symptoms. Additional
details about the general principles and components of a
complete psychiatric evaluation have been outlined in
APA’s 

 

Practice Guideline for the Psychiatric Evaluation of
Adults, Second Edition

 

 (8).
Delineating the features of panic disorder that are

present in a given patient is also important in establishing
a diagnosis of panic disorder and developing a plan of
treatment. The essential features of panic disorder are re-
current panic attacks and persistent concern about these
attacks (or change in behavior as a result of the attacks).
Panic attacks are discrete periods of intense fear or dis-
comfort that have abrupt onset and usually reach a peak
within 10 minutes. These attacks are characterized by dis-
tressing physical and psychological symptoms and often
by a sense of imminent danger and an urge to escape. Per-
sistent concern about panic attacks can manifest in several
ways: worry about having additional attacks, worry about
the implications or consequences of the attacks, or
changes in behavior that are intended to prevent attacks
or cope with an attack should one occur. Fear and avoid-
ance of situations and places such as driving, restaurants,
shopping malls, and elevators commonly occur in indi-
viduals with panic disorder; this avoidance is referred to
as agoraphobia. Patients with concurrent agoraphobia
fear and/or avoid situations in which escaping or obtain-
ing help may be difficult or embarrassing if they have
panic symptoms. In any evaluation of panic disorder, it is
crucial to determine if agoraphobia is present and to es-
tablish the extent of situational fear and avoidance. Tables
1–4 provide the DSM-IV-TR criteria for the diagnoses of
panic attack, agoraphobia, panic disorder without agora-
phobia, and panic disorder with agoraphobia. More de-
tailed discussion of the diagnostic features of panic
disorder can be found in DSM-IV-TR and in Section
IV.A of this guideline.

In addition to a full assessment of the features of panic
disorder and agoraphobia, a comprehensive psychiatric as-
sessment is essential to identify other anxiety disorders,
mood disorders, substance use disorders, personality disor-
ders, and other disorders that often co-occur with panic
disorder (9–33). Co-occurring psychiatric disorders re-
quire particular attention as some of them affect the course,
treatment response, and prognosis of panic disorder (34).

Establishing the context in which panic attacks occur
is important for accurate diagnosis. Panic attacks fre-
quently occur in other disorders, and in only a subset of
individuals is panic disorder an appropriate diagnosis.
First, it must be determined that panic attacks do not oc-
cur solely as a result of a general medical condition. Some
examples of medical conditions that can be associated

with panic symptoms include hyperthyroidism, hypothy-
roidism, hypercalcemia, hypoglycemia, pheochromocy-
toma, vestibular dysfunction (e.g., Ménière’s disease),
seizure disorders, and cardiac conditions such as arrhyth-
mias and supraventricular tachycardia (35). With most of
these conditions, definitive causal relationships between
the general medical condition and panic disorder have
not been established. Although there appears to be an in-
creased co-occurrence of mitral valve prolapse and panic
disorder (36–39), mitral valve prolapse is typically an in-
cidental finding in a patient with panic disorder and does
not usually change the treatment plan (i.e., the panic dis-
order remains the primary target of treatment). Section
III.B provides further discussion of the impact of co-
occurring medical conditions on treatment planning for
panic disorder.

 

TABLE  1 .

 

Diagnostic Criteria for 300.01 
Panic Disorder Without Agoraphobia

 

A.  Both (1) and (2):
     1. recurrent unexpected Panic Attacks

2. at least one of the attacks has been followed by 
1 month (or more) of one (or more) of the 
following:
a. persistent concern about having additional 

attacks
b. worry about the implications of the attack or 

its consequences (e.g., losing control, having a 
heart attack, “going crazy”)

c. a significant change in behavior related to the 
attacks

B. Absence of Agoraphobia
C. The Panic Attacks are not due to the direct 

physiological effects of a substance (e.g., a drug of 
abuse, a medication) or a general medical 
condition (e.g., hyperthyroidism).

D. The Panic Attacks are not better accounted for by 
another mental disorder, such as Social Phobia (e.g., 
occurring on exposure to feared social situations), 
Specific Phobia (e.g., on exposure to a specific 
phobic situation), Obsessive-Compulsive Disorder 
(e.g., on exposure to dirt in someone with an 
obsession about contamination), Posttraumatic 
Stress Disorder (e.g., in response to stimuli 
associated with a severe stressor), or Separation 
Anxiety Disorder (e.g., in response to being away 
from home or close relatives).

 

Source.

 

 Reprinted from 

 

Diagnostic and Statistical Manual of
Mental Disorders,

 

 4th Edition, Text Revision. Washington,
DC, American Psychiatric Association, 2000. Copyright ©
2000, American Psychiatric Association.
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Panic attacks are often associated with intoxication with
(e.g., cannabis, stimulant) or withdrawal from (e.g., seda-
tive-hypnotic, alcohol, benzodiazepine) drugs of abuse.
Prescription or over-the-counter medications, including
decongestants (pseudoephedrine, phenylpropanolamine),
stimulants, dopaminergic agents, and agents to treat as-
thma (beta-adrenergic agonist inhalers, theophylline, ster-
oids) may also induce or worsen panic attacks. Finally,
caffeine and related compounds in beverages (e.g., coffee,
colas, tea, “energy drinks”) and other ingested products
(e.g., “energy bars”) can induce panic attacks in anyone at
excessive doses (typically more than 800–1,000 mg/day),
but can do so even at lower doses in individuals susceptible
to panic disorder. Reduction or elimination of intake of
such medications and substances may lead to a marked de-
crease or cessation of panic episodes.

Psychiatrists also should consider other psychiatric dis-
orders for which panic attacks can be an associated feature.
A diagnosis of panic disorder requires the presence of at
least some unexpected attacks during the course of illness
that are not triggered by a specific stimulus. Psychiatrists
should consider other disorders when panic attacks appear
to be exclusively associated with the following:

• Exposure to a specific feared situation or stimulus
(specific phobia)

• Exposure to situations in which the patient fears neg-
ative evaluation (social phobia)

• Exposure to the focus of an obsession or a situation in
which the patient was prevented from performing a
compulsive behavior (obsessive-compulsive disorder)

• Exposure to a reminder of a traumatic experience or to
a situation in which the patient feels that safety is
threatened (posttraumatic stress disorder)

• Intense bouts of worrying (generalized anxiety disorder)
• Exposure to separation from home or an attachment

figure in children or adolescents (separation anxiety
disorder)

 

TABLE  2 .

 

Diagnostic Criteria for 300.21 
Panic Disorder With Agoraphobia

 

A. Both (1) and (2):
1. recurrent unexpected Panic Attacks
2. at least one of the attacks has been followed by 

1 month (or more) of one (or more) of the 
following:
a. persistent concern about having additional 

attacks
b. worry about the implications of the attack or 

its consequences (e.g., losing control, having a 
heart attack, “going crazy”)

c. a significant change in behavior related to the 
attacks

B. The presence of Agoraphobia
C. The Panic Attacks are not due to the direct 

physiological effects of a substance (e.g., a drug of 
abuse, a medication) or a general medical 
condition (e.g., hyperthyroidism).

D. The Panic Attacks are not better accounted for by 
another mental disorder, such as Social Phobia 
(e.g., occurring on exposure to feared social 
situations), Specific Phobia (e.g., on exposure to a 
specific phobic situation), Obsessive-Compulsive 
Disorder (e.g., on exposure to dirt in someone 
with an obsession about contamination), 
Posttraumatic Stress Disorder (e.g., in response to 
stimuli associated with a severe stressor), or 
Separation Anxiety Disorder (e.g., in response to 
being away from home or close relatives).

 

Source.

 

 Reprinted from 

 

Diagnostic and Statistical Manual of
Mental Disorders,

 

 4th Edition, Text Revision. Washington,
DC, American Psychiatric Association, 2000. Copyright ©
2000, American Psychiatric Association.

 

TABLE  3 .

 

DSM-IV-TR Diagnostic Criteria for Panic Attack

 

Note:

 

 A Panic Attack is not a codable disorder. 
Code the specific diagnosis in which the Panic 
Attack occurs (e.g., 300.21 Panic Disorder With 
Agoraphobia).

A discrete period of intense fear or discomfort, in 
which four (or more) of the following symptoms 
developed abruptly and reached a peak within 
10 minutes:
1. palpitations, pounding heart, or accelerated heart 

rate
2. sweating
3. trembling or shaking
4. sensations of shortness of breath or smothering
5. feeling of choking
6. chest pain or discomfort
7. nausea or abdominal distress
8. feeling dizzy, unsteady, light-headed, or faint
9. derealization (feelings of unreality) or 

depersonalization (being detached from oneself)
10. fear of losing control or going crazy
11. fear of dying
12. paresthesias (numbness or tingling sensations)
13. chills or hot flushes

 

Source.

 

 Reprinted from 

 

Diagnostic and Statistical Manual of
Mental Disorders,

 

 4th Edition, Text Revision. Washington,
DC, American Psychiatric Association, 2000. Copyright ©
2000, American Psychiatric Association.
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• Hallucinations or delusional thinking (psychotic dis-
orders)

• Use or withdrawal from use of a substance (substance
use disorders; especially, intoxication with central ner-
vous system stimulants or cannabis and withdrawal
from central nervous system depressants)

In addition to establishing that panic attacks are not ex-
clusively associated with the circumstances listed above, it
must be determined that the patient has experienced 1

month or more of worry about having more attacks, worry
about the implications of the attacks, or panic-related be-
havioral changes. If a patient reports panic attacks without
associated worry or behavioral change, the psychiatrist
should consider whether panic attacks are an associated
feature of another disorder or represent a subthreshold
panic disorder (i.e., the patient demonstrates many fea-
tures of panic disorder but does not meet full criteria). Al-
though subthreshold panic disorder is associated with a
lesser degree of symptoms, comorbidity, and functional
impairment than full panic disorder (40), subthreshold
panic disorder is often distressing for the patient, can in-
terfere with functioning, and may progress to full panic
disorder in some individuals (41). Standard treatments for
panic disorder are generally indicated for patients pre-
senting with subthreshold symptoms, although education
or a briefer course of treatment may be sufficient as a first
treatment step if symptoms are mild.

Panic attacks that occur in the absence of worry about
the attacks or behavior change in response to the attacks
also may be conceptualized as associated features of other
disorders. For instance, it is fairly common for patients
with mood disorders to report occasional unexpected
panic attacks; however, if persistent concerns about the at-
tacks and behavioral changes in response to the attacks are
both absent, then the panic attacks should be conceptual-
ized as an associated feature of the mood disorder. In
other cases, patients may present with panic attacks that
are part of a reaction to a specific stressful situation; in this
circumstance, a diagnosis of adjustment disorder may be
indicated. Finally, patients may report panic symptoms
that, upon further examination, appear to be normal reac-
tions to truly threatening situations (e.g., deployment to a
war zone, diagnosis of a serious illness).

Some patients endorse worry about panic-like symp-
toms and/or avoidance of situations because of fears of
developing panic-like symptoms; however, the episodes
of fearfulness they describe do not meet DSM-IV-TR
criteria for a panic attack. In these cases, a diagnosis of
agoraphobia without history of panic disorder should be
considered. Patients with this diagnosis often fear and
avoid situations that are commonly avoided by patients
with panic disorder (e.g., crowded places, driving long
distances). In contrast to patients with panic disorder,
such patients report only limited symptom attacks (i.e.,
subthreshold panic attacks) or perhaps one discrete
symptom (e.g., stomach distress). Standard treatments
for panic disorder (especially cognitive-behavioral ap-
proaches) are indicated for most patients with agorapho-
bia without history of panic disorder, although they
should be tailored to address the patient’s particular con-
cerns and symptoms.

 

TABLE  4 .

 

DSM-IV-TR Criteria for Agoraphobia

 

Note:

 

 Agoraphobia is not a codable disorder. Code 
the specific disorder in which the Agoraphobia 
occurs (e.g., 300.21 Panic Disorder With 
Agoraphobia or 300.22 Agoraphobia Without 
History of Panic Disorder).

A. Anxiety about being in places or situations from 
which escape might be difficult (or embarrassing) 
or in which help may not be available in the 
event of having an unexpected or situationally 
predisposed Panic Attack or panic-like symptoms. 
Agoraphobic fears typically involve characteristic 
clusters of situations that include being outside the 
home alone; being in a crowd or standing in a line; 
being on a bridge; and traveling in a bus, train, or 
automobile.

 

Note:

 

 Consider the diagnosis of Specific Phobia 
if the avoidance is limited to one or only a few 
specific situations, or Social Phobia if the 
avoidance is limited to social situations.

B. The situations are avoided (e.g., travel is restricted) 
or else are endured with marked distress or with 
anxiety about having a Panic Attack or panic-like 
symptoms, or require the presence of a companion.

C. The anxiety or phobic avoidance is not better 
accounted for by another mental disorder, such as 
Social Phobia (e.g., avoidance limited to social 
situations because of fear of embarrassment), 
Specific Phobia (e.g., avoidance limited to a single 
situation like elevators), Obsessive-Compulsive 
Disorder (e.g., avoidance of dirt in someone with 
an obsession about contamination), Posttraumatic 
Stress Disorder (e.g., avoidance of stimuli 
associated with a severe stressor), or Separation 
Anxiety Disorder (e.g., avoidance of leaving home 
or relatives).

 

Source.

 

 Reprinted from 

 

Diagnostic and Statistical Manual of
Mental Disorders,

 

 4th Edition, Text Revision. Washington,
DC, American Psychiatric Association, 2000. Copyright ©
2000, American Psychiatric Association.
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Some atypical presentations of panic disorder may be
misinterpreted as other disorders. For instance, some pa-
tients experience choking sensations as a prominent symp-
tom of panic and avoid eating many foods due to fears of
choking. Their restricted eating may cause them to ini-
tially appear to have a primary eating disorder. However,
upon further questioning these patients reveal that they
avoid eating certain foods because they fear choking and
that the symptoms they experience while eating are con-
sistent with the definition of a panic attack. If the patient
also reports some unexpected panic attacks, the diagnosis
of panic disorder may be appropriate. If unexpected at-
tacks are absent, then a specific phobia of choking may be a
more accurate diagnosis. Regardless, determining the con-
cern (fear of gaining weight versus fear of panicking and
choking) that motivates the problematic behavior (re-
stricted eating) is essential to differential diagnosis.

Finally, it is important to note that the presence of gen-
eral medical conditions, substance use, and other psychiat-
ric disorders does not preclude a concomitant diagnosis of
panic disorder. If the symptoms of panic disorder are not
deemed to be solely attributable to these factors, then diag-
nosing both panic disorder and another condition (medical,
psychiatric, or substance related) may be warranted.

 

3. Tailoring the treatment plan for the individual patient

 

Although patients with panic disorder share common fea-
tures of the illness, there may be important individual differ-
ences. The frequency of panic attacks varies widely among
patients, and the symptoms associated with panic attacks can
be highly individualized. For example, some patients report
attacks that primarily involve somatic symptoms (e.g., palpi-
tations, chest pain), whereas others are more focused on psy-
chological symptoms (e.g., depersonalization, fear of “going
crazy”). The amount of anticipatory anxiety and the degree
of agoraphobic avoidance also vary from patient to patient.
Many patients with panic disorder exhibit only mild levels of
avoidance; at the opposite extreme are patients who will not
leave the house without a trusted companion. Patients also
present with significant variation in their profiles of panic-
related apprehension, which seem to fall into one or more of
several major foci of concern (i.e., physical, social, or mental
catastrophe) (42). Sensitivity to these individual differences
in the elements of panic disorder is essential for two reasons.
First, it is important for the patient to feel that the psychia-
trist understands his or her individual experience of panic
symptoms. Second, treatment selection, delivery, and re-
sponse may be influenced by the particular constellation of
symptoms of a given patient.

Tailoring the treatment to match the needs of the par-
ticular patient requires a careful assessment of the fre-

quency and nature of the patient’s symptoms. It may be
helpful for patients to monitor their panic symptoms us-
ing techniques such as keeping a daily diary, in order to
gather information regarding the relationship of panic
symptoms to internal stimuli (e.g., emotions) and external
stimuli (e.g., substances, particular situations or settings).
Such monitoring can reveal triggers of panic symptoms
that may be the focus of subsequent intervention.

In addition, it is extremely important when formulating
the treatment plan to address the presence of any of the
many psychiatric and medical conditions that frequently
co-occur with panic disorder. Continuing evaluation and
management of co-occurring conditions are a crucial part
of the treatment plan. In some individuals, treatment of co-
occurring conditions may be required before interventions
for panic disorder can become successful. For example, pa-
tients with serious substance use disorders may need detox-
ification before it is possible to institute treatment for panic
disorder. However, total abstinence should not usually be a
condition of initiating panic disorder treatment, especially
if the substance use appears to be triggered by panic disor-
der symptoms. Symptoms of co-occurring personality dis-
orders (e.g., borderline personality disorder) may also be so
prominent that they interfere with symptom-based treat-
ment of panic disorder. In these circumstances, the person-
ality disorder may require appropriate intervention before
or concomitant with the panic treatment (see APA’s 

 

Practice
Guideline for the Treatment of Patients With Borderline Person-
ality Disorder

 

 [43]).

 

4. Evaluating the safety of the patient

 

A careful assessment of suicide risk is an essential element
of the evaluation of all patients with panic disorder. Panic
disorder has been shown to be associated with an elevated
risk of suicidal ideation and behavior, even after control-
ling for the effects of co-occurring conditions (44). The
assessment should include 1) identification of specific psy-
chiatric symptoms known to be associated with suicide at-
tempts or suicide, which include aggression, violence
toward others, impulsiveness, hopelessness, agitation, psy-
chosis, mood disorders, and substance use disorders; 2) as-
sessment of past suicidal behavior, including the intent
and lethality of self-injurious acts; 3) family history of sui-
cide and mental illness; 4) current stressors such as recent
losses, poor social support, family dysfunction, physical
illnesses, chronic pain, or financial, legal, occupational, or
relationship problems; 5) potential protective factors such
as positive reasons for living (e.g., children, other family
members, pets, positive therapeutic relationships, sense of
responsibility to others), spirituality/religious beliefs, or
good reality testing, frustration tolerance, or coping skills;
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and 6) specific inquiry about suicidal thoughts, intent,
plans, means, and behaviors. For more information about
assessing and managing suicidality, readers may consult
APA’s 

 

Practice Guideline for the Assessment and Treatment of
Patients With Suicidal Behaviors

 

 (45). Issues relating to the
potential for emergence of suicidality with antidepressant
treatment are reviewed in Section II.H.

 

5. Evaluating types and severity of functional impairment

 

The degree of functional impairment varies considerably
among patients with panic disorder. While panic attack
frequency and severity contribute to functional impair-
ment, so do the extent of anticipatory anxiety and agora-
phobic avoidance. In particular, agoraphobic avoidance
can lead to considerable dysfunction in both work and so-
cial domains. Levels of agoraphobic avoidance and appre-
hension have been shown to be stronger predictors of
functional impairment and quality of life than frequency
of panic attacks (46). Even after panic attacks have sub-
sided, the patient may continue to have significant func-
tional limitations that should be addressed in treatment.

 

6. Establishing goals for treatment

 

The ultimate goals of first-line treatments for panic dis-
order are reducing the frequency and intensity of panic
attacks, anticipatory anxiety, and agoraphobic avoidance,
optimally with full remission of symptoms and attain-
ment of a premorbid level of functioning. Treatment of
co-occurring psychiatric disorders when they are present
is an additional goal. The intermediate objectives that will
help achieve these goals will depend on the chosen modal-
ity or modalities (see Section II.C). For example, in the
case of pharmacotherapy the initial objectives include ed-
ucating the patient about panic disorder and medication
treatment (including medication side effects), selecting an
appropriate starting dose of medication, titrating up to a
therapeutic dose, promoting adherence to the medication
regimen, and recommending and reinforcing positive be-
havioral changes. When any psychosocial treatment is
pursued, a coherent explanation of how that treatment is
thought to influence panic disorder should be provided to
the patient. The conceptual model of panic pertinent to
the type of therapy or therapies being deployed, principles
of treatment, and expected outcomes should be made ex-
plicit to the patient.

Treatment of panic disorder should also include sub-
stantial effort to alleviate or minimize functional impair-
ment that may be associated with panic attacks, associated
anxiety, and agoraphobic avoidance. In addressing such
functional impairment, it is critical to determine how pa-
tients define satisfactory outcomes and desirable levels of
functioning for themselves, but also to assist patients who

may not believe certain goals are attainable to become
aware of the possibility of functional gains.

 

7. Monitoring the patient’s psychiatric status

 

The different elements of panic disorder often resolve at
different points during the course of treatment. Usually,
panic attacks are controlled first, but subthreshold panic
attacks, anticipatory anxiety, and agoraphobic avoidance
often continue and require further treatment (47). The
psychiatrist should continue to monitor the status of all of
the symptoms with which the patient originally presented
and should monitor the effectiveness of the treatment
plan on an ongoing basis. Many illnesses, including de-
pression and substance use disorders, co-occur with panic
disorder at higher rates than are seen in the general pop-
ulation (33). Therefore, the psychiatrist should monitor
the patient’s mood (and symptoms of any other co-occur-
ring disorder) on an ongoing basis.

Psychiatrists may consider using rating scales to help
monitor the patient’s status at each session. Other re-
sources provide detailed information about rating scales
that may help with ongoing measurement of the severity
of panic disorder symptoms and symptoms of co-occur-
ring conditions (48, 49). Rating scales such as the Panic
Disorder Severity Scale (PDSS) (50) may complement the
psychiatrist’s interview by offering a quantitative measure
of severity that can be tracked over time. The PDSS can
be administered and rated by the psychiatrist (50, 51), or a
self-report version can be used (52). Rating scales that
measure symptoms of anxiety more broadly also may aid
in monitoring the patient’s status. The Overall Anxiety
Severity and Impairment Scale (OASIS) (53) is an exam-
ple of a rating scale that measures symptoms of anxiety
more broadly (i.e., includes both panic and other anxiety
disorder symptoms), which may also be a useful way to
measure outcome for some patients. Many other rating
scales for anxiety, panic symptoms, and agoraphobia are
available. Psychiatrists may refer to clinical handbooks to
find other appropriate measures of panic symptoms as
well as measures of common co-occurring illnesses (e.g.,
depression). These handbooks offer descriptions of vari-
ous rating scales along with information about reliability
and validity, administration and scoring, and instructions
about how to obtain each scale (48, 49).

Psychiatrists also can evaluate the frequency and sever-
ity of a patient’s panic symptoms by asking the patient to
keep a daily diary that includes information such as the
time, location, nature, and intensity of panic symptoms.
Before instructing patients to monitor panic symptoms,
the psychiatrist should discuss the potential costs (e.g.,
temporary increase in anxiety because of increased focus
on symptoms) and benefits (e.g., more accurate assess-
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ment of symptoms than by using retrospective report) of
this assessment strategy (54).

 

8. Providing education to the patient and, 
when appropriate, to the family

 

Once the diagnosis of panic disorder is made, the patient
should be informed of the diagnosis and educated about
panic disorder, its clinical course, and its complications. The
psychiatrist should convey hope and reasonable expectations
for how treatment will influence the course of the disorder.
Regardless of the treatment modality selected, it is impor-
tant to inform the patient that in almost all cases the physical
sensations that characterize panic attacks are not acutely
dangerous and will abate. In a few rare circumstances (e.g.,
possible elevated risk of hypoperfusion or placental abrup-
tion in pregnant women with panic attacks), panic attacks
may in fact be associated with harmful effects; this informa-
tion should be disseminated as needed for individual patients
who present with co-occurring conditions that put them at
risk for possible complications of panic attacks.

Many patients with panic disorder believe they are suf-
fering from a disorder of an organ system other than the
central nervous system. They may fervently believe, for ex-
ample, that they have heart or lung disease. Partners and in-
volved family members of patients with panic disorder may
share these beliefs, may be frustrated by the patient’s dis-
ability, or may insist that absolutely nothing is wrong with
the patient. Educating both the family and the patient and
emphasizing that panic disorder is a real illness requiring
support and treatment can be crucial. Regardless of the
method of treatment selected, successful therapies of panic
disorder usually begin by explaining to the patient that the
attacks themselves are not life-threatening. By helping the
patient realize that these symptoms are neither life-threat-
ening nor uncommon, education alone may relieve some of
the symptoms of panic disorder. This information also may
enhance motivation for treatment. The family may be
helped to understand that panic attacks are terrifying to the
patient, that avoidant behavior can perpetuate panic symp-
toms, and that the disorder, unless treated, can interfere
significantly with the patient’s life. In addition to receiving
education provided by the treating psychiatrist, patients
and their families may benefit from access to organizations
and to materials that promote understanding of anxiety dis-
orders and other mental health problems (see Appendix).
As with other therapeutic communication, cultural and lan-
guage differences may need to be considered and accom-
modated in imparting information about panic disorder to
patients and their families.

There are rare situations in which agoraphobic avoid-
ance becomes such a routine part of the patient’s life that

the family is actually reluctant to see it remit. A patient
who is homebound because of panic disorder, for exam-
ple, may have assumed all of the household chores for the
family. Remission of this kind of agoraphobic avoidance
might lead the patient to engage in more activities outside
of the home and create a potential for conflict in the fam-
ily system. Without recognizing this, family members
might tacitly undermine a potentially successful treat-
ment to avoid disrupting their ingrained patterns. It is also
possible (although not necessarily common) that success-
ful resolution of agoraphobia may place strain on signifi-
cant relationships as others adjust to the changes in the
patient’s ability to pursue independent activities (55).
Therefore, education sometimes includes discussion of
how changes in the patient’s status might affect the family
system and how responses of family members can help or
hinder treatment of the patient’s panic disorder.

Patient education also includes general promotion of
healthy behaviors such as exercise, good sleep hygiene, and
decreased use of caffeine, tobacco, alcohol, and other po-
tentially deleterious substances. Preliminary evidence sug-
gests that aerobic exercise may benefit individuals with
panic symptoms (56–59). Given the myriad health benefits
of exercise, even if benefits for panic disorder are largely
unproven, psychiatrists should consider recommending
aerobic exercise (e.g., walking for 60 minutes or running
for 20–30 minutes at least 4 days per week) to patients who
are physically able. However, in doing so the psychiatrist
should consider that fears of physical exertion are common
in patients with panic disorder and that exercise may actu-
ally trigger panic attacks in some patients (although most
patients can tolerate exercise without difficulty) (60). In
these individuals, the psychiatrist may wish to incorporate
exercise into the treatment regimen more gradually, as the
patient experiences symptom relief and develops coping
skills for panic symptoms. For patients receiving CBT, aer-
obic exercise can be incorporated into the interoceptive
exposure component of treatment.

When co-occurring tobacco use is present, smoking
cessation interventions may be useful adjuncts to standard
treatments for panic disorder. Epidemiologic data suggest
that daily smoking increases risk for panic attacks and
panic disorder. Thus, smoking may be a causal or exacer-
bating factor in some individuals with panic disorder. The
effects of other substance use disorders on panic disorder
symptoms and treatment are reviewed in Section III.A.2.

 

9. Coordinating the patient’s care with other clinicians

 

Many patients with panic disorder will be evaluated by or
will receive treatment from other health care professionals
in addition to the psychiatrist. Under such circumstances,
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the clinicians should communicate periodically to ensure
that care is coordinated and that any treatments are work-
ing in synchrony. Psychiatric management may also involve
educating nonpsychiatric health care professionals about
panic disorder, including the ability of panic attacks to mas-
querade as other general medical conditions and strategies
for assisting patients who are convinced that panic attacks
represent serious abnormalities of other organ systems.

It is important to ensure that a general medical evalu-
ation has been done (either by the psychiatrist or by an-
other physician) to rule out medical causes of panic
symptoms. By the time a psychiatrist is consulted, many
patients with panic disorder may already have undergone
medical testing, which the psychiatrist should review.
Generally, physicians should test thyroid-stimulating
hormone levels to rule out thyroid disease and obtain a
substance use history (including caffeine, nicotine, alco-
hol, and other potentially deleterious substances) to rule
out overuse, abuse, or dependence that could be causing
or exacerbating symptoms of panic disorder. If cardiac
symptoms are prominent, an electrocardiogram may be
warranted, and if seizures are suspected the physician
should refer the patient to a neurologist for evaluation.
Extensive or specialized testing for medical causes is usu-
ally not indicated during the initial assessment but may be
conducted based on the patient’s specific presentation
(e.g., frequent palpitations may be cause to conduct a
Holter monitoring examination or other specific cardiac
tests). In fact, attempting to diagnose and treat a variety of
nonspecific somatic symptoms may delay initiation of
treatment for the panic disorder itself. However, with
some patients it may be therapeutic and enhance the ther-
apeutic alliance to undertake assessment that will discon-
firm other causative sources for the panic attacks.
Therefore, the extent of assessment for medical causes of
panic attacks will vary according to the individual patient.

 

10. Enhancing treatment adherence

 

The treatment of panic disorder involves confronting
many things that the patient fears. Patients are often afraid
of medically adverse events; hence, they fear taking medi-
cations and can be very sensitive to somatic sensations in-
duced by them (e.g., initial tremulousness or nervousness
caused by antidepressants). As described in Section II.G.1,
patients receiving CBT may be required to confront both
interoceptive fear cues (i.e., feared bodily sensations) and
external fear cues (i.e., agoraphobic situations) and to keep
careful records of anxiety symptoms. These activities may
temporarily increase the patient’s anxiety level.

The short-term intensification of anxiety in association
with standard treatments for panic disorder may decrease
adherence. For example, some patients may miss or arrive

late for treatment sessions, may abruptly stop medication,
or may not complete required assignments during CBT.
Recognition of these possibilities guides the psychiatrist
to adopt a stance that encourages the patient to articulate
his or her fears. It is also helpful to inform the patient that
response is not likely to be immediate and that there may
even be an initial increase in anxiety as treatment begins.
Patients should be educated that relapses may occur dur-
ing the course of recovery but that these events do not
typically indicate that treatment will be ineffective over
time. The psychiatrist should indicate how the patient
could obtain help in the event of a severe relapse.

Problems with treatment adherence can result from a
variety of factors. An empathic and nonjudgmental stance
can facilitate discussion of adherence issues such as missed
sessions, lapses in medication use, or failure to complete
CBT homework assignments. In addition, incomplete ad-
herence may simply be a manifestation of the disorder.
For example, the patient might be afraid of somatic sen-
sations that accompany medication use or be afraid to
complete an exposure to a feared situation. Agoraphobic
avoidance might also cause patients to miss sessions be-
cause of fears of leaving the house or traveling. Psychia-
trists should acknowledge the possibility that anxiety
might sometimes interfere with adherence to treatment
and should help patients plan ahead to minimize this pos-
sibility. For example, for a patient who fears driving, ini-
tially arrangements could be made for a family member to
drive the patient to sessions. Family members or other
trusted individuals also may play other helpful roles in im-
proving treatment adherence, such as reminding the pa-
tient to take medication at scheduled times or giving the
patient positive reinforcement for confronting situations
previously avoided.

Adherence may be limited not only by the disorder but
also by practical issues such as scheduling conflicts, lack of
transportation or child care, or insufficient financial re-
sources. With regard to scheduling, transportation, and
child care issues, it is useful to identify these potential ob-
stacles at an early juncture and help the patient generate
possible solutions. Pharmaceutical companies may pro-
vide free medications for patients with severe financial
limitations, with the exact criteria differing from company
to company. Information on patient assistance programs
is available from the web site of the Partnership for Pre-
scription Assistance (http://www.helpingpatients.org) and
from Rx Assist (http://www.rxassist.org).

Finally, incomplete adherence may reflect issues in the
psychiatrist-patient relationship. If adherence is not im-
proved by measures such as discussing fears, providing reas-
surance and nonpunitive acceptance, providing education,
and mobilizing family support, it may indicate more com-
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plex resistance that is not within the patient’s awareness and
that may need to become the main focus of treatment.

 

11. Working with the patient to 
address early signs of relapse

 

Studies have shown that panic disorder is often a chronic
illness, especially for patients with agoraphobia (61, 62).
Symptom exacerbation can occur even while the patient is
undergoing treatment and may indicate the need for re-
evaluation of the treatment plan. Because such exacerba-
tions can be disconcerting, the patient and, when
appropriate, the family should be reassured that fluctua-
tions in symptom levels can occur during treatment be-
fore an acceptable level of remission is reached. Although
treatment works for most patients to reduce the burden of
panic disorder, patients may continue to have lingering
symptoms, including occasional panic attacks and residual
avoidance. Other problems, such as a depressive episode,
could also develop and require specific attention.

Relapse following treatment cessation is also possible.
Patients should be instructed that panic disorder may re-
cur and that, if it does, it is important to initiate treat-
ment quickly to reduce the likelihood of complications
such as agoraphobic avoidance (63). The patient should
be assured that he or she is welcome to contact the psy-
chiatrist and that resuming treatment almost always re-
sults in improvement.

 

B. CHOOSING A TREATMENT SETTING

 

The treatment of panic disorder is generally conducted
entirely on an outpatient basis, and the condition by itself
rarely warrants hospitalization. Occasionally, the first
contact between patient and psychiatrist occurs in the
emergency department or the hospital when the patient
has been admitted in the midst of an acute panic episode.
The patient may even be admitted by emergency depart-
ment staff to rule out myocardial infarction or other seri-
ous general medical events. In such individuals, the
psychiatrist may be able to make the diagnosis of panic
disorder and initiate treatment once other general medi-
cal conditions have been ruled out. Because panic disorder
frequently co-occurs with mood disorders and may ele-
vate the risk of suicide attempts, it may also be necessary
to hospitalize the patient with panic disorder when sui-
cidal ideation is of clinical concern. Similarly, patients
with panic disorder frequently have co-occurring sub-
stance use disorders, which can occasionally require in-
patient detoxification. Under such circumstances, the
treatment of panic disorder can be initiated in the hospital
along with treatment of the disorder that prompted hos-

pitalization. Rarely, hospitalization or partial hospitaliza-
tion is required in very severe cases of panic disorder with
agoraphobia when administration of outpatient treatment
has been ineffective or is impractical. For example, a
housebound patient may require more intensive and
closely supervised treatment in the initial phase of therapy
than that provided by outpatient care (64, 65). Home vis-
its are another option for severely agoraphobic patients
who are limited in their ability to travel or leave the house.

 

C. CHOOSING AN INITIAL TREATMENT MODALITY

 

A range of specific psychosocial and pharmacological in-
terventions have proven benefits in treating panic disorder.
The use of an SSRI (66–87), SNRI (88, 89), TCA (70, 72,
79, 90–112), benzodiazepine (appropriate as a monother-
apy only in the absence of a co-occurring mood disorder)
(104, 113–132), or CBT (67, 111, 133–144) as the initial
treatment for panic disorder is strongly supported by dem-
onstrated efficacy in numerous controlled trials. A partic-
ular form of psychodynamic psychotherapy called panic-
focused psychodynamic psychotherapy (145) has also been
shown to be effective in a randomized controlled trial
(146), suggesting that under certain circumstances (e.g.,
patient preference for a dynamically oriented therapy),
PFPP could be offered as an initial treatment. Other psy-
chosocial treatments for patients with panic disorder have
either been found equivalent to placebo conditions (e.g.,
EMDR), have proven inferior to standard treatments (e.g.,
supportive psychotherapy [147]), or have not been for-
mally tested in controlled studies (e.g., certain forms of
psychodynamic psychotherapy).

There is insufficient evidence to recommend any
proven efficacious psychosocial or pharmacological inter-
vention over another or to recommend a combination of
treatments over monotherapy. Considerations that guide
the choice of an initial treatment modality include patient
preference, the risks and benefits of the two modalities for
the particular patient, the patient’s past treatment history,
the presence of co-occurring general medical and other
psychiatric conditions, cost, and treatment availability. Ad-
vantages of pharmacotherapy include ready availability and
the need for less effort by the patient for treatment to take
effect. Disadvantages include risks of adverse effects, with
roughly 10%–20% of patients in clinical trials of common
medications for panic disorder specifically citing medica-
tion side effects as a reason for dropping out of the trial.
Discontinuation symptoms can be an additional disadvan-
tage, necessitating that patients taper medication slowly if a
decision is made to stop medication. Costs of medications
vary and are affected by the choice and dose of the agent,
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the availability of generic preparations, the duration of
treatment, requirements for additional pharmacotherapy
or psychosocial treatment, and the cost of treating medica-
tion-related side effects. From the standpoint of patient
preference, many patients do not wish to take medica-
tions (148), and they may perceive a psychosocial treat-
ment as a more favorable option. For example, studies of
CBT have shown that patients may prefer it to pharma-
cotherapy (111, 149). On the other hand, psychotherapy
requires considerable time and discipline on the part of
the patient to confront feared situations or perform the
“homework” associated with treatment. With CBT, ap-
proximately 10%–30% of patients have been found unwill-
ing or unable to do this (133–135, 137). Patients who are
reluctant to invest time, effort, and short-term increases in
anxiety in exchange for possible longer-term resolution of
symptoms may not desire, and are less likely to benefit
from, psychosocial treatment. In terms of psychosocial
treatment costs, contributory factors include the duration
and frequency of treatment, its administration in an individ-
ual or group setting, and any requirements for additional
psychosocial or pharmacological treatment. An additional
disadvantage of specialized psychotherapies is that they may
not be readily available to patients in some areas.

Combining psychotherapy and pharmacotherapy is in-
tuitively attractive and common in clinical practice. Several
specific combination treatments have been studied and
shown to be effective for panic disorder, including CBT (or
exposure therapy) plus imipramine (91, 111, 150–155),
CBT plus paroxetine (69), exposure therapy plus fluvox-
amine (68), psychodynamic psychotherapy plus clomipra-
mine (156), and algorithm-based pharmacotherapy plus a
collaborative care intervention that included CBT (157–159).

With regard to the comparative efficacy of combined
treatment versus monotherapy, the most recent meta-
analysis of randomized controlled trials of treatments for
panic disorder suggested a small but significant advantage
for the combination of antidepressants plus psychotherapy
over monotherapies in the acute phase of treatment (160).
However, combined treatment was no better than psycho-
therapy alone in longer-term follow-up, although it was
superior to pharmacotherapy alone (160). In addition,
some studies have raised concerns about the possibility
that simultaneously initiating benzodiazepines (149, 161)
or antidepressant medications (111) with CBT may dimin-
ish the durability of response to CBT after all treatments
are withdrawn. These results, which are by no means de-
finitive, should be considered in treatment of patients who
plan to pursue CBT and are also contemplating starting
medication.

Although combination treatment does not appear to be
significantly superior to standard monotherapies for most

individuals with panic disorder, psychiatrists and patients
may choose this option for a variety of individual circum-
stances. For example, many clinicians combine pharmaco-
therapy to provide more immediate control of distressing
symptoms with psychosocial treatments intended to ad-
dress symptoms over the long term and reduce future need
for medications. 

 

D. EVALUATING WHETHER THE 
TREATMENT IS WORKING

 

After treatment is initiated, it is important to monitor
change in the patient’s key symptom domains, such as fre-
quency and intensity of panic attacks, level of anticipatory
anxiety, degree of agoraphobic avoidance, and severity of
interference and distress related to panic disorder. Effec-
tive treatment should produce a decrease in each of these
domains, although some may change more quickly than
others (e.g., the frequency of panic attacks may decrease
before agoraphobic avoidance decreases). The pattern of
symptom resolution varies depending on the individual
patient; for example, some experience “sudden gains” in
which they manifest a significant decrement in symptoms
in a brief period of time, whereas others experience steady
and gradual improvement over a period of many weeks.
As described earlier in Section II.A.7, rating scales can be
a useful adjunct to ongoing clinical assessment in evalu-
ating treatment outcome. The severity of co-occurring
conditions also should be assessed at regular intervals, as
effective treatment of panic disorder can influence co-
occurring conditions. 

 

E. DETERMINING IF AND WHEN 
TO CHANGE TREATMENT

 

Clinical trials suggest that many individuals do not re-
spond, or respond incompletely, to first-line treatments
for panic disorder. Whenever treatment response is unsat-
isfactory (e.g., inadequate reduction of panic attacks, con-
tinued agoraphobic avoidance), the psychiatrist should
first consider the possible contribution of the following
factors: an underlying untreated medical illness, interfer-
ence by co-occurring general medical or psychiatric con-
ditions (including substance use), inadequate adherence
to treatment recommendations, problems in the thera-
peutic alliance, the presence of psychosocial stressors,
motivational factors (e.g., secondary gain that results from
the patient’s panic disorder symptoms), and inability to
tolerate a particular treatment. These potential impedi-
ments to successful treatment should be addressed as early
as possible. With pharmacotherapy, the dose of medica-
tion may also be an important consideration. Clinical ex-
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perience suggests that patients who do not respond after
several weeks at the lower therapeutic dose range may do
better with a further dose increase (i.e., to the highest tol-
erable level within accepted dosage ranges), although this
strategy has not been systematically studied.

It is important for the psychiatrist to remember that
patients with panic disorder may have become accus-
tomed to avoiding anxiety- and panic-provoking situa-
tions and may resist treatments that focus on eliminating
this avoidance (e.g., CBT, exposure instructions assigned
as an adjunct to pharmacotherapy). Thus, the psychiatrist
should explore whether fearfulness is leading the patient
to minimize reporting the impact of avoidance or to ac-
cept functional limitations resulting from avoidance. If
such fears are an issue, the patient can be encouraged to
think through the costs and benefits of accepting versus
treating functional limitations.

Another important consideration is that many patients
with panic disorder have co-occurring depression. If the
patient is in a dysphoric state he or she may be hopeless
about the possibility of change. It is important to mitigate
the effects of depression on the patient’s level of optimism
about treatment options (e.g., point out that depression
may be affecting the patient’s perceptions and recom-
mend trying something new even if the patient is doubtful
that it will work).

If response to treatment remains unsatisfactory, and if
an adequate trial has been attempted, it is appropriate for
the psychiatrist and the patient to consider a change. Al-
though there is a lack of evidence for what constitutes an
adequate trial, it is important to consider the usual time
course of response to specific therapies. For example, with
CBT, the literature shows that improvement may not pla-
teau until 12 sessions of treatment have been completed.
With benzodiazepines, psychiatrists and patients often
note some reduction in panic within the first week of
treatment, although full blockade of panic attacks can take
several weeks, particularly as the dose is being titrated for
the individual. With SSRIs, SNRIs, and TCAs, reduction
in panic attack frequency, anticipatory anxiety, and avoid-
ance may start within the first 3–4 weeks of treatment.
However, there is evidence that therapeutic response con-
tinues to accrue with continued pharmacotherapy. For
some patients and particularly for those with a significant
level of agoraphobic avoidance, full remission of symp-
toms, including the complete cessation of panic attacks,
full resolution of anticipatory anxiety and agoraphobia,
and full return to functioning, may take up to 6 months or
longer (72) (including 4–6 weeks at the highest comfort-
ably tolerated dose). Thus, many experts recommend
waiting at least 6 weeks from initiation of antidepressant
treatment, with at least 2 of those weeks at full dose, be-

fore deciding whether more intensive, additional, or alter-
native treatments are warranted. When a patient’s
symptoms are severe, however, it is often not feasible to
wait that long. Consequently, the approach and timing of
treatment changes must be individualized to the patient’s
symptoms and circumstances.

Decisions about whether to make changes will also de-
pend on the following factors: level of partial response
(e.g., if virtually no benefits are apparent, a change should
almost certainly be undertaken; if slow but steady
progress is apparent, the psychiatrist and patient may de-
cide to continue the current trial for a brief period then
reassess); the palatability and feasibility of other treatment
options (e.g., a patient who does not respond to psycho-
social treatment might benefit from pharmacotherapy,
but some patients are unwilling to take medication; a pa-
tient who does not respond to medication might benefit
from psychosocial treatment, but psychosocial treatment
may not be feasible because the patient cannot commit the
time for weekly sessions and homework with CBT); and
the level of symptoms and impairment the patient is will-
ing to accept (e.g., the patient may still avoid some situa-
tions but may not be motivated to overcome those fears at
present; the patient may still experience occasional panic
attacks but may view this as tolerable and not wish to pur-
sue further treatment to eliminate remaining symptoms).
However, persistent significant symptoms of panic disor-
der despite a lengthy course of a particular treatment
should trigger a reassessment of the treatment plan, in-
cluding possible consultation.

 

F. APPROACHES TO TRY WHEN A FIRST-LINE 
TREATMENT IS UNSUCCESSFUL

 

If the fundamental clinical issues described in the previous
section have been addressed and it is determined that a
change in treatment approach is desirable, the psychiatrist
and patient have two basic options. The first option is to

 

augment

 

 the current treatment by adding another agent
(in the case of pharmacotherapy) or another modality. Al-
ternatively, the psychiatrist and patient may decide to

 

switch

 

 to a different medication or therapeutic modality.
Decisions about how to address treatment resistance

are likely to be highly individualized and based on clinical
judgment, since few studies have tested the effects of spe-
cific augmentation and switching strategies. Decisions,
however, can be informed by the extent of the patient’s re-
sponse and by the evidence that supports specific treat-
ments as initial monotherapies. In general, if one first-line
treatment has failed, adding or switching to another first-
line treatment is recommended. Augmentation is also a
reasonable approach if some significant benefits were ob-
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served with the original treatment. For instance, for a pa-
tient who had partial response to an SSRI or SNRI, the
psychiatrist may consider adding a benzodiazepine or a
course of CBT. On the other hand, if the original treat-
ment did not provide 

 

any

 

 alleviation of the patient’s symp-
toms, a switch in treatment may be more useful. For
example, patients who do not respond to standard phar-
macotherapies may respond to CBT (162–164), whereas
those who do not respond to CBT or exposure therapy
may benefit from pharmacotherapy (165, 166). If a pa-
tient’s first unsuccessful treatment is with an SSRI or an
SNRI, a recommended approach is to switch to a different
SSRI or SNRI. If the patient’s symptoms do not respond
to two different SSRIs or SNRIs, switching to or adding
other classes of medication that have demonstrated effi-
cacy for panic disorder (e.g., TCAs, benzodiazepines) may
be considered. When switching between antidepressants,
psychiatrists will often cross-titrate (e.g., decreasing the
dose of the original medication over 1–2 weeks while
gradually increasing the dose of the new medication).
Adding or switching to CBT may also be considered at
any point when a patient shows incomplete or nonre-
sponse to standard pharmacotherapy.

If the above treatment options, which have the highest
levels of empirical support, have been unsuccessful, other
options with some empirical support can be considered.
Monoamine oxidase inhibitors are widely regarded as ef-
fective for panic disorder. Although the safety profile of
MAOIs limits their use, they have demonstrated efficacy
in older studies that included patients with probable panic
disorder. Thus, MAOIs may be considered if the psychi-
atrist is experienced in managing these agents and if the
patient is willing to adhere to a low-tyramine diet and to
restrictions on the use of certain other medications. In ad-
dition, before switching to an MAOI, the psychiatrist
should discontinue other antidepressant medications and
allow a sufficient washout period (usually at least 2 weeks
for most antidepressants and longer for those with very
long half-lives such as fluoxetine) before treatment with
the MAOI is initiated. The effectiveness of PFPP is sup-
ported by positive findings of a randomized controlled
trial (146), making it another reasonable choice to con-
sider for patients who prefer nonmedication treatments
or for those who have not responded to other treatments.
Other forms of psychodynamic psychotherapy have not
been formally tested but are supported by case report ev-
idence and clinical experience; these forms of treatment
also may be considered as options for patients who have
not responded to other treatments for panic disorder.

Other treatments with even more limited evidence also
may be considered as monotherapies or augmentation
agents under some circumstances (e.g., several other

treatments have been unsuccessful; the patient cannot tol-
erate other treatments). Mirtazapine and gabapentin have
modest evidence bases that support their use in some in-
dividuals with panic disorder. Although beta-blockers
have generally been found ineffective as monotherapy for
panic disorder, there is some preliminary support for the
use of pindolol as an augmentation agent to enhance an-
tidepressant response. Antipsychotics are not recom-
mended because of limited evidence for their efficacy and
concerns about side effects. However, there is very pre-
liminary evidence for the efficacy of second-generation
antipsychotics such as olanzapine and adjunctive risperi-
done, so these agents could be considered for patients
with very severe, treatment-resistant panic disorder.
Some clinical experience suggests that patient support
groups may be helpful, adjunctive to other treatment.
With the exception of group CBT, which has demon-
strated efficacy in controlled trials, other forms of group
therapy are unstudied and have unclear efficacy. Eye
movement desensitization and reprocessing and couples
and family therapy have been shown to be ineffective in
the treatment of panic disorder. 

Sections II.G and II.H provide additional information
on the second- and third-line psychotherapeutic and
pharmacological treatments described above, as well as
for other unproven treatments. Psychiatrists are encour-
aged to seek consultation from experienced colleagues
when developing treatment plans for patients whose
symptoms have been resistant to first-line treatments for
panic disorder. 

 

G. SPECIFIC PSYCHOSOCIAL INTERVENTIONS

 

The following sections review psychosocial interventions
that have been formally evaluated for treatment of panic
disorder, as well as some treatments that have not been
tested but are occasionally utilized by patients with panic
disorder. Psychosocial treatments for panic disorder
should be conducted by professionals with an appropriate
level of training and experience in the relevant approach.

Based on the current available evidence, CBT is the
psychosocial treatment that would be indicated most of-
ten for patients presenting with panic disorder. The effi-
cacy of CBT (including exposure therapy alone) for panic
disorder has been documented in numerous controlled
trials. CBT is effective when delivered individually or in a
group format. Individually administered PFPP also has
demonstrated efficacy for panic disorder, although re-
search on this treatment is in earlier stages and its evi-
dence base is more limited. Panic-focused psychodynamic
psychotherapy may be indicated as an initial psychosocial
treatment for panic disorder in some circumstances (e.g.,
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with a patient who is motivated for and able to engage in
this approach). Other psychosocial treatments either have
not been formally tested for panic disorder (e.g., certain
forms of psychodynamic psychotherapy) or have proven
ineffective or inferior to standard treatments (e.g., EMDR,
emotion-focused therapy).

 

1. Cognitive-behavioral therapy

 

The use of CBT for panic disorder is based on the as-
sumption that maladaptive patterns of cognition and be-
havior maintain panic disorder. Cognitive-behavioral
therapy generally targets these maintaining factors and
places less emphasis on determining the origins of panic
disorder for a particular patient. Cognitions hypothesized
to maintain panic disorder include catastrophic misinter-
pretations of physical symptoms (e.g., the belief that pal-
pitations signal an impending heart attack) (for example,
see references 167 and 168). Therefore, many versions of
CBT seek to identify and change mistaken beliefs about
physical symptoms and their consequences. The symptoms
of panic disorder and agoraphobia also have been concep-
tualized as resulting from conditioning processes (for ex-
ample, see references 169–171). Consequently, many
versions of CBT include techniques aimed at 1) weakening
or extinguishing learned associations between stimuli
(both internal and external) and panic and 2) creating op-
portunities for learning and strengthening nonanxious re-
sponses. All forms of CBT conceptualize avoidance
behavior as a maintaining factor in panic disorder, either
because it prevents patients from disconfirming their anx-
ious beliefs or because it prevents habituation of fear re-
sponses. Thus, confronting feared stimuli and situations is
an essential part of CBT for panic disorder.

Most forms of panic-focused CBT employ the follow-
ing treatment components: psychoeducation, self-moni-
toring, cognitive restructuring, exposure to fear cues,
modification of anxiety-maintaining behaviors, and re-
lapse prevention. In providing CBT, the clinician may opt
to focus more on certain treatment components than on
others, depending on the patient’s symptom profile and
response to different CBT techniques.

Panic-focused CBT is generally administered in 10–15
weekly sessions (172). Therapy usually begins with one or
more psychoeducation sessions that serve to identify the
patient’s symptoms and areas of impairment, provide ac-
curate information about the nature and purpose of anxi-
ety and fear, conceptualize the patient’s experiences in
terms of the CBT model, and outline a rationale and plan
for treatment. Information gathering and education are
done in an interactive manner, with a continual focus on
applying the CBT model to a patient’s particular symp-
toms and situations. The CBT therapist adopts a collab-

orative stance, and the educational material sets the stage
for the therapist and patient to develop a shared under-
standing of the patient’s problems. A major goal of psy-
choeducation for panic disorder is conveying that panic
symptoms result from the body’s natural fear response and
are not dangerous. Reading material that reinforces the
concepts introduced in the psychoeducation sessions is
usually assigned for homework (see the Appendix for titles
of patient workbooks that include these materials).

Self-monitoring is another core component of CBT.
Patients monitor their panic attacks using techniques such
as keeping a daily diary. They are asked to record the date,
time, location, and any perceived triggers of the panic at-
tack. They also may be asked to record the physical symp-
toms, anxious thoughts, and behavioral responses that
occurred during the attack. Patients are informed that this
will help to assess the frequency and nature of their panic
attacks and to provide data regarding the relationship of
panic symptoms to potential triggers.

Another component of CBT is exposure to fear cues.
Patients with panic disorder can experience panic attacks
in response to internal and external cues (169). The most
common internal fear cues are bodily sensations (e.g.,
heart racing, dizziness, shortness of breath). Common ex-
ternal fear cues include situations in which having a panic
attack would be embarrassing or in which escape would be
difficult (e.g., public places, enclosed spaces).

For most patients, exposure to both internal and exter-
nal fear cues is necessary for remission of panic symptoms
to occur. Exposure proves to be the most challenging and
often the most potent component of CBT. Additional ef-
fort on the part of the clinician is often required to motivate
the patient to initiate and persevere with increasingly diffi-
cult exposure practices. Internal fear cues are addressed
through interoceptive exposure. Interoceptive exposure in-
volves exposing the patient to feared bodily sensations in a
systematic way, until he or she no longer responds fearfully
to those sensations. Feared bodily sensations are provoked
using a series of exercises such as running in place (to in-
duce heart pounding), spinning in a chair or while standing
up (to induce dizziness), and hyperventilation or breathing
through a straw (to induce light-headedness or shortness of
breath). The CBT therapist first assesses which of these ex-
ercises produce symptoms that are anxiety provoking for
the patient, and then instructs the patient to perform those
exercises repeatedly until the patient is no longer afraid of
the exercises or the symptoms that result. External fear cues
are targeted through situational exposure, which involves
confronting situations or activities that commonly provoke
fear. Situational exposure can include a wide variety of ex-
ercises such as driving on a highway, riding in an elevator,
or visiting a grocery store or shopping mall.
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The process of conducting exposures to internal and ex-
ternal fear cues is systematic. The therapist first works with
the patient to identify a hierarchy of fear-evoking situa-
tions. The degree of anxiety elicited in each of these situa-
tions is graded on a 0–10 scale, and several situations that
evoke anxiety at each level are documented. The patient is
then asked to confront the symptom or situation, usually
beginning at the low end of the hierarchy on a regular (usu-
ally daily) basis until the fear has attenuated. The symptom
or situation that arouses the next level of anxiety is then tar-
geted. Interoceptive exposures are usually conducted in the
therapist’s office and at home in naturalistic situations. Sit-
uational exposures are best carried out in the actual situa-
tion(s). Patients typically conduct situational exposures on
their own for homework; however, some CBT therapists
will accompany patients to locations for situational expo-
sures. Whereas the usual practice is to start with the least
anxiety-provoking exercises and move up in intensity, pa-
tients who are motivated to treat their panic disorder more
aggressively can begin exposure treatment with exercises
that are more challenging (i.e., those near the top of their
hierarchy) with the notion that this approach may help
them achieve their treatment goals more quickly (54). Pa-
tients also are encouraged to combine interoceptive and sit-
uational exposure as they progress through treatment (e.g.,
deliberately hyperventilating while driving) in order to
learn that they can enter feared situations and cope with
them even while experiencing intense physical sensations.

Most CBT practitioners include cognitive restructur-
ing techniques as one element of treatment, although
some CBT therapists and some studies (for example, see
reference 140) have questioned whether cognitive re-
structuring provides benefits beyond those obtained with
exposure. When used as a CBT component, cognitive re-
structuring focuses on identifying and countering errone-
ous beliefs that contribute to panic disorder. Patients with
panic disorder commonly interpret panic symptoms in a
catastrophic manner (e.g., as signs of an impending heart
attack or fainting spell). They also typically underestimate
their ability to cope with panic attacks (42). In CBT, the
therapist encourages the patient to recognize the thoughts
that occur during panic attacks and to consider the evi-
dence for and against these thoughts. When erroneous or
exaggerated beliefs are identified, the CBT therapist and
patient work together to review the evidence and generate
a more realistic appraisal of the situation. The skill of
countering anxious thoughts and generating more evi-
dence-based thoughts is reinforced throughout treatment
with in-session practice and homework assignments.
Many CBT therapists integrate cognitive and exposure
procedures. This integration focuses on using the expo-
sure to fear cues as a vehicle for helping the patient ac-

quire corrective threat-disconfirming information (e.g.,
“even though I felt anxious and dizzy while at the grocery
store, I did not faint”).

Modification of anxiety-maintaining “safety behav-
iors” is another common goal of CBT. Common safety
behaviors include carrying medication bottles, establish-
ing exit routes, and checking the locations of hospitals
(173). Safety behaviors often provide the patient with an
immediate feeling of security; however, within CBT they
are conceptualized as maintaining anxiety in the longer
term. Safety behaviors may reinforce the notion that ev-
eryday situations are inherently dangerous, prevent pa-
tients from disconfirming their threat-laden beliefs, and
interfere with deriving maximum benefit from exposure
practices (174). Fading and eventual elimination of safety
behaviors is therefore a goal of most CBT protocols.

Some CBT protocols also teach slow, diaphragmatic
breathing as a skill that patients can use to decrease anxiety
and interrupt the cycle of panic (for example, see reference
111). Although the evidence suggests that breathing retrain-
ing is likely 

 

not

 

 a necessary component of treatment (175), it
is still often included in CBT for panic disorder and may be
a useful anxiety-reduction tool for some patients.

Cognitive-behavioral therapy for panic disorder is of-
ten provided individually, but there is evidence that group
treatments may be equally effective (137, 142, 176–179).
Exposure treatments for patients with agoraphobia also
are efficacious when conducted in a group format (178).
The inclusion of the spouse or significant other in treat-
ment can be helpful, especially if the significant other is
educated about the CBT model of panic disorder and can
provide support and encouragement when the patient
confronts feared situations (180, 181).

Because CBT is not widely available in some commu-
nities, some patients may have to travel a great distance to
see a clinician who is proficient in CBT, or they may not
have access to CBT at all. Some evidence suggests that
high-density therapy (i.e., several hours of therapy within a
few days) can be effective (182, 183), and this approach
may be useful for patients who cannot attend a standard
course of weekly sessions. One small waiting-list-con-
trolled study showed that telephone-based CBT was effec-
tive for patients with severe agoraphobia who lived in rural
areas (184). Self-directed forms of CBT and exposure
therapy that are guided by a computer (often with minimal
therapist contact via email or phone) also have been shown
to be effective in several controlled studies (185, 186).
Studies that directly compare live CBT to largely com-
puter-guided formats have generally shown both to be ef-
fective, but in some studies live CBT produced larger
effects and was associated with lower dropout rates (139,
186–189). When available, computer-guided CBT may be
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a useful option for patients with panic disorder who do not
have ready access to a specialist.

The available data suggest that the benefits of a short-
term course of CBT are long-lasting (for example, see ref-
erence 160). However, once patients have achieved a sat-
isfactory reduction in symptoms and impairment, the
focus of CBT shifts, and development of a specific relapse
prevention plan becomes an integral part of treatment.
The therapist normalizes fluctuations in anxiety and an-
ticipates that the patient may experience periods of in-
creased anxiety (including occasional panic attacks) in the
future. The therapist and patient collaborate to anticipate
potential triggers for these periods of increased anxiety
(e.g., work stress, moving to an unfamiliar place) and to
develop an individualized relapse prevention plan that the
patient can follow if symptoms recur. This plan typically
involves a return to more intensive practice of CBT skills
that were previously helpful such as exposure and cogni-
tive restructuring. If symptoms do not improve with the
implementation of the practice plan, the therapist and pa-
tient can consider the option of “booster sessions” (i.e., a
short course of CBT to help the patient reinstitute skills
that were previously helpful). If efforts to boost response
are unsuccessful, the psychiatrist should consider trying a
different treatment modality or referring the patient to
another qualified professional.

There is little evidence to suggest that CBT and com-
monly prescribed medications for panic disorder either
enhance or counteract one another in the acute term. One
randomized controlled trial found that fluvoxamine plus
exposure therapy was superior to either alone in treat-
ment of panic disorder with moderate to severe agorapho-
bia (68); however, this result has not been replicated. In
contrast, another study found that, 6 months after treat-
ments were withdrawn, patients who responded to a com-
bination of imipramine and CBT for panic disorder
displayed poorer maintenance of response than those who
received CBT alone or CBT plus placebo (111). This
finding raises some concern that simultaneously initiating
medication and CBT may negatively affect the durability
of the effects of CBT after treatments are withdrawn.
This topic requires further study before firm conclusions
can be drawn. Concern also exists about possible decreases
in the efficacy of CBT if combined with benzodiazepines,
although there is a dearth of systematic empirical data on
this topic (190). One large randomized controlled trial
showed that although adding alprazolam to exposure
therapy marginally enhanced gains during acute treat-
ment, patients who received the combination relapsed
more after treatment withdrawal compared to those who
received exposure plus placebo (149). Another small study
showed that patients taking benzodiazepines had poorer

memory for the educational material presented in CBT
than patients who were taking no medications (161). Clin-
ical experience suggests that p.r.n. (“as needed”) use of
benzodiazepines to block anxiety symptoms can be diffi-
cult to reconcile with certain components of CBT, and
many CBT therapists discourage p.r.n. benzodiazepine
use as soon as the patient has developed other anxiety
management skills.

Cognitive-behavioral therapy for panic disorder has
been shown to be effective in treating not only the tar-
geted panic disorder but also in reducing the rates and se-
verity of some co-occurring conditions (191–194).

 

2. Psychodynamic psychotherapy

 

The goal of psychodynamic psychotherapy is to achieve
remission of panic disorder symptoms through a therapeu-
tic process that encourages exploration of feelings and past
and present traumatic experiences. The core principles of
psychodynamic psychotherapy are 1) the appreciation that
much of mental life is unconscious, 2) childhood experi-
ences in concert with genetic and constitutional factors
shape adult personality, and 3) individual symptoms and
behaviors may serve multiple functions (195).

Many studies suggest that acute stressors, or “life
events,” occur just prior to panic disorder onset (196–198).
According to psychodynamic theory, the psychological
meaning of these events as well as symptoms, behaviors,
and coping styles are determined by complex forces that
may be unavailable to the patient’s conscious awareness
(199–201). In patients with panic disorder, one of the goals
of psychodynamic psychotherapy is to uncover and under-
stand the thoughts and feelings associated with panic
symptoms as well as the unconscious psychological mean-
ings of these panic symptoms, issues that are theorized to
be related to separation, autonomy, self-esteem, anger, or
aggression. Understanding of transference and interpreta-
tion are used to elucidate these issues as well as related in-
terpersonal conflicts. In addition, the therapist attempts to
identify and alter core conflicts in order to reduce vulner-
ability to future panic symptoms (145). Given the highly
individualized nature of these thoughts, feelings, and con-
flicts, the length and intensity of most psychodynamic psy-
chotherapy also tends to be individualized.

In psychodynamic psychotherapy, symptom relief or
resolution is theorized to result from emotional growth and
understanding of the various developmental and psycho-
logical issues that relate to the patient’s symptoms. Exam-
ples include both conscious and unconscious problems of
self-esteem and self-cohesion, unresolved developmental
trauma, and psychic conflict (e.g., unacceptable impulses,
unrealistic or harsh issues of self-esteem and conscience,
unadaptive psychological defenses). The therapist places
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the current symptoms in the context of the patient’s life his-
tory and current realities. The therapist-patient relation-
ship is often used as a vehicle to achieve insightful awareness
by bringing the unconscious into consciousness, as well as
to facilitate intrapsychic growth. Because psychodynamic
therapies are rooted in various psychoanalytic and/or psy-
chodynamic theoretical models, there are a variety of meth-
ods for conducting psychodynamic psychotherapy.

Panic-focused psychodynamic psychotherapy is a twice
weekly, 12-week manualized treatment program developed
by Milrod and associates (145) that has been tested in a ran-
domized controlled trial (146). It focuses on the underlying
psychological meaning of panic symptoms and on current
social and emotional functioning. Panic-focused psychody-
namic psychotherapy is based on the postulate that panic
symptoms carry a specific emotional significance that the
patient must confront before remission of the panic symp-
toms can occur. According to this theoretical model, pa-
tients with panic disorder are conceptualized as having
difficulty separating from important attachment figures
and perceiving themselves as autonomous, which is
thought to motivate agoraphobic avoidance. The combina-
tion of perceiving their environment and relationships as
overly dangerous and themselves as inadequate and lacking
autonomy triggers high levels of anxiety that perpetuate
panic and agoraphobic avoidance. Panic symptoms in turn
are thought to reinforce conflicted interpersonal relation-
ships in which the patient feels excessively dependent on
significant others and frightened of losing them. Panic-fo-
cused psychodynamic psychotherapy focuses on the trans-
ference as a mutative therapeutic agent and does not
require behavioral exposure to agoraphobic situations. It
helps patients to confront the emotional significance of
their physical symptoms and recognize that their fears of
upcoming catastrophe reflect an internal emotional state
rather than reality. Through these techniques, PFPP en-
courages patients to function more autonomously and may
help patients with panic disorder to achieve a greater sense
of personal efficacy, yielding improved function and symp-
tomatic relief.

Compared to PFPP, other approaches to psychody-
namic psychotherapy often have a wider focus on other
psychological and interpersonal issues in the patient’s life.
These alternative approaches have not been the subject of
rigorous research studies. Consequently, evidence for the
use of other psychodynamic psychotherapy approaches in
panic disorder is limited to case reports and opinions of
psychodynamic psychotherapy experts. No studies have
compared the efficacy of the different psychodynamic
psychotherapy approaches or have compared psychody-
namic psychotherapy with other psychosocial treatments
in patients with panic disorder.

As with all psychiatric treatments, psychodynamic psy-
chotherapy (including PFPP) should be conducted by ap-
propriately trained therapists, and patients need to
understand the rationale, goals, and potential risks and
benefits of the treatment. The exploration of memories
and important conflicted relationships and the surfacing
of unconscious material may sometimes be associated
with powerful affects and transient upsets in the therapeu-
tic and other relationships. These occurrences tend to de-
cline in both frequency and intensity as the patient
experiences how they relate to and help resolve the symp-
toms and problems that brought the patient to treatment.

Many patients with panic disorder have complicating
co-occurring Axis I and/or Axis II conditions. The broad
focus of some forms of psychodynamic psychotherapy
may be useful in reducing symptoms or maladaptive be-
haviors in these associated conditions. For example, some
preliminary data showed that PFPP demonstrated superi-
ority to applied relaxation therapy for patients with Clus-
ter C personality disorders, compared to patients without
Cluster C personality disorders (202).

Although evidence is limited, psychodynamic tech-
niques have been used in combination with pharmaco-
therapies or with elements of CBT (145, 203, 204). For
example, patients with agoraphobic avoidance may be en-
couraged to expose themselves to frightening situations
and explore the feelings that the exposure aroused to gain
a deeper understanding of the conflicts surrounding
feared situations. In practice, psychodynamic therapies
are often used adjunctively with medication to assist in the
resolution of the panic symptoms (204, 205).

 

3. Supportive psychotherapy

 

The available evidence suggests that supportive psycho-
therapy is inferior to standard treatments for panic dis-
order. One controlled study compared the efficacy of
emotion-focused therapy, CBT, imipramine, and pill
placebo in patients with panic disorder (147). Emotion-
focused therapy was described as a short-term psycho-
therapy that involved empathic listening and supportive
strategies. Emotion-focused psychotherapy was based on
the theory that unrecognized emotions (typically trig-
gered by interpersonal situations) trigger panic attacks;
therefore, patients were encouraged to explore and pro-
cess their emotional reactions with the aim of resolving
panic symptoms. Results suggested that emotion-focused
psychotherapy was less effective than CBT and imip-
ramine in treatment of panic disorder and that its effect
was approximately equivalent to that of placebo. There-
fore, emotion-focused therapy and other supportive psy-
chotherapies that resemble it cannot be recommended as
treatments for panic disorder.
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4. Eye movement desensitization and reprocessing

 

Eye movement desensitization and reprocessing was origi-
nally developed as a treatment for posttraumatic stress dis-
order (206), but it has been studied as a possible treatment
for panic disorder. Eye movement desensitization and re-
processing involves reprocessing distressing memories
while engaging in guided eye movement. When applied to
panic disorder, EMDR targets distressing memories such
as the memory of the first panic attack and life events that
the patient associates with panic disorder (207).

Empirical data on the use of EMDR in treating panic
disorder are limited. In one trial, six sessions of EMDR
were superior to a waiting-list control at posttreatment;
however, the investigators questioned the clinical signifi-
cance of the treatment’s effect because very few patients
who received EMDR showed substantial functional re-
covery at 3-month follow-up (207). Another study found
EMDR to be equivalent in its effects to a credible atten-
tion-placebo control (208). Eye movement desensitiza-
tion and reprocessing therefore cannot be recommended
as a treatment for panic disorder at this time.

 

5. Group therapy

 

Clinical experience suggests that possible benefits of a
group format for treating panic disorder include 1) decreas-
ing shame and stigma by providing experiences with others
who have similar symptoms and difficulties; 2) providing
opportunities for modeling, inspiration, and reinforcement
by other group members; and 3) providing a naturally oc-
curring exposure environment for patients who fear having
panic symptoms in social situations. Most approaches to
group therapy have not been empirically tested for panic
disorder. However, group CBT for panic disorder has been
shown to be effective in controlled studies and therefore
can be recommended with confidence as a treatment for
panic disorder (137, 176–179). When considering a patient
for inclusion in a CBT group, the therapist should consider
the severity of the patient’s panic disorder, co-occurring
disorders, level of insight, interpersonal skills, and the pa-
tient’s preference for a group versus individual format.

There is limited evidence from a small uncontrolled
trial for the effectiveness of group mindfulness-based
stress reduction for patients with panic disorder (209,
210). This modality includes training in meditation and
relaxation strategies. Other types of groups, such as med-
ication support groups, may provide useful adjunctive ex-
periences for patients with panic disorder but have not
been tested empirically.

 

6. Couples and family therapy

 

Patients with panic disorder have symptoms that can dis-
rupt day-to-day patterns of relationships and may place a

family member in a caretaker or rescuer role. Increased
dependency needs of patients with panic disorder may
lead to frustration in family members, and relationships
may be jeopardized. Results are mixed with regard to
whether panic disorder is associated with increased inci-
dence of relationship dysfunction or whether relationship
dysfunction affects outcome of standard treatments for
panic disorder (180).

The scant available literature suggests that marital ther-
apy alone is less effective than established treatments in re-
lieving panic symptoms (211). Based on the available data,
couples or family therapy alone cannot be recommended
as a treatment for panic disorder. In contrast, partner-as-
sisted exposure therapy for panic disorder has been shown
to reduce symptoms of panic disorder in several studies
(180). Other studies have documented benefits of includ-
ing patients’ significant others in group-based CBT (177,
212, 213) and of adding couples-based communication
training to exposure treatment (214). Therefore, including
a significant other in CBT or exposure-based treatment
may be a useful approach for some patients.

When pursuing other treatments for panic disorder
(e.g., pharmacotherapy), educating significant others about
the nature of the disorder and enlisting them to improve
treatment adherence may also be helpful. However, no em-
pirical studies of involving partners or family members in
other types of treatment have been published.

7. Patient support groups
Patient support groups may be helpful for some patients
with panic disorder. Patients who participate in support
groups have the opportunity to learn that they are not
unique in experiencing panic attacks and to share ways of
coping with the illness. Family members of patients with
panic disorder also may benefit from the educational as-
pects of patient support groups. In deciding to refer a pa-
tient or family member to a support group, it is important
that the psychiatrist obtain information about the nature
of the group and the credentials of its leader(s). Support
groups are not a substitute for effective treatment; rather,
they are complementary.

8. Complementary and alternative treatments
A review of research on a variety of self-help and alterna-
tive treatments for anxiety disorders concluded that there
was no evidence for efficacy of most of these treatments
for panic disorder (215). Treatments evaluated included
natural products (e.g., kava, St. John’s wort, inositol),
other physical treatments (e.g., acupuncture, massage),
and lifestyle treatments (e.g., yoga, relaxation). Most of
the treatments had never been formally tested in patients
with panic disorder. Very preliminary support is available
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for the efficacy of the glucose isomer inositol in treatment
of panic disorder; however, inositol is rarely used clini-
cally, and more extensive clinical research is necessary to
establish its efficacy (216, 217). Evidence of efficacy has
also been found for relaxation training (215). Although
one controlled study found applied relaxation to be as ef-
fective as CBT and exposure therapy (218), a recent meta-
analysis suggested that relaxation training is less effective
than CBT for patients with panic disorder (219).

H. SPECIFIC PHARMACOLOGICAL INTERVENTIONS
Because medications from four classes—SSRIs, SNRIs,
TCAs, and benzodiazepines—are roughly comparable in
efficacy, the decision regarding which medication to
choose for panic disorder mainly involves considerations
of side effects, cost, prior treatment history, the presence
of co-occurring general medical and other psychiatric
conditions, and the strength of the evidence base for the
particular medication in treatment of panic disorder.
Medication choice can also be influenced by pharmaco-
logical properties such as medication half-life, drug me-
tabolism (e.g., effects of cytochrome P450 isoenzymes),
and the potential for drug interactions. These latter fac-
tors are particularly important when treating older adults
and individuals taking multiple medications.

Selective serotonin reuptake inhibitors or SNRIs are
likely to be the best choice of pharmacotherapy for many
patients with panic disorder, though SSRIs have a larger ev-
idence base and are more likely to be chosen as a first-line
treatment. Although SSRIs and SNRIs do carry a risk of
sexual side effects, they lack the significant cardiovascular
and anticholinergic side effects associated with TCAs,
which are particularly troublesome for older patients and
for patients with general medical conditions. Although cost
was previously a concern, most SSRIs are now available in
less expensive generic forms. For patients with co-occurring
depression, SSRIs, SNRIs, and TCAs are preferable to ben-
zodiazepines as monotherapies because, in contrast to ben-
zodiazepines, these agents will likely alleviate the depressive
symptoms. Because they have no liability for abuse, SSRIs,
SNRIs, and TCAs are also preferable to benzodiazepines in
individuals with current or prior substance use disorders.

Benzodiazepines are often used for treatment of panic
disorder, and some studies suggest that these medications
are still used with greater frequency than the SSRIs (220).
Although consideration must be given to potential side ef-
fects of benzodiazepines (e.g., sedation, memory difficul-
ties, increased rates of falls or motor vehicle accidents), one
advantage of benzodiazepines is their earlier onset of action
as compared to antidepressants (101, 221). Because demon-
stration of some improvement often takes 4–6 weeks with

SSRIs, SNRIs, and TCAs, benzodiazepines may be useful
for patients with very distressing or impairing symptoms in
whom rapid symptom control is critical. Furthermore, sev-
eral studies suggest that the short-term (4–6 week) addition
of benzodiazepines (alprazolam and clonazepam) to antide-
pressants produces a more rapid therapeutic response (100,
222, 223). Consequently, benzodiazepines may be used
along with antidepressants to help control symptoms until
the antidepressant takes effect, followed by slow tapering of
the benzodiazepine. With benzodiazepines, the benefit of
more rapid response to treatment must be balanced against
the possibility that the patient may have difficulty tolerat-
ing the tapering and discontinuation of benzodiazepine;
with ongoing use, all benzodiazepines will produce physi-
ological dependence in most patients. To reduce the possi-
bility of physiological dependence, psychiatrists sometimes
prescribe benzodiazepines on an as-needed (p.r.n.) basis.
Unfortunately, this practice has a number of adverse ef-
fects. Irregular use promotes fluctuating blood levels that
may aggravate anxiety. One study also showed worse CBT
outcomes in participants using benzodiazepines on a p.r.n.
basis compared to those taking benzodiazepines on a regu-
lar schedule and those not taking benzodiazepines (224).
Because many individuals may end up taking as-needed
medication on an almost daily basis, it may be preferable to
encourage regular use rather than use linked to or associ-
ated with surges of anxiety.

Once an initial pharmacotherapy has been selected, pa-
tients are typically seen every 1–2 weeks when first starting
a medication, then every 2–4 weeks until the dose is stabi-
lized. After the dose is stabilized and symptoms have de-
creased, patients will most likely require less frequent visits.

When implementing treatment with SSRIs, SNRIs,
and TCAs, it is helpful to educate patients about the likely
time course of treatment effects. In addition, some pa-
tients with panic disorder may be hypersensitive to med-
ication side effects at treatment initiation. Thus, it is
recommended that starting doses of SSRIs, SNRIs, and
TCAs be approximately half of those given to depressed
patients (225). The low dose is maintained for several days
then gradually increased to a full therapeutic dose over
subsequent days and as tolerated by the patient.

Table 5 summarizes usual dosing for antidepressant
and benzodiazepine pharmacotherapy for panic disorder.

With antidepressant medications, concerns have been
raised about the potential for treatment-related increases in
self-harming or suicidal behaviors. Based primarily on data
in children and adolescents (226), the FDA has issued warn-
ings that apply to all antidepressants, which indicate that the
risk of increased suicidal thinking and behavior in patients
under the age of 25 must be balanced with the clinical need
for pharmacotherapy (227). No deaths from suicide oc-
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curred in any of the pediatric clinical trials, but pooled anal-
yses of 24 placebo-controlled trials of nine antidepressants
in pediatric patients with a variety of psychiatric disorders
showed a risk of suicidal thinking and behavior during the
first few months of antidepressant treatment that was ap-
proximately twice that of patients receiving placebo (4% in
the active treatment groups vs. 2% in the placebo groups)
(226, 228, 229). A more recent meta-analysis suggested that
benefits of antidepressant treatment were greater than the
risks of increased suicidal ideation or behaviors across indi-
cations, including anxiety disorders (230). In adults, antide-
pressant treatment does not appear to be associated with an
increase in suicide risk per se (227, 231, 232).

Although some evidence from meta-analyses of ran-
domized controlled trials (primarily in patients with de-
pression) suggests an increased likelihood of self-harming
behaviors (231) or suicide attempts (233), these results may
be confounded by the difficulty in calculating precise sui-
cide risks from meta-analytic data (234). In a pooled analy-
sis of placebo-controlled trials involving adults with major
depressive disorder or other psychiatric disorders that in-
cluded a total of 295 short-term trials (median duration of 2
months) of 11 antidepressant drugs in more than 77,000

patients, a reduction of suicidal thinking and behavior was
seen in adults older than age 65 years who received antide-
pressants, compared to placebo, and adults between ages 25
and 65 years showed no change in risk with antidepressant
treatment (227). Furthermore, studies using other methods
showed no increases in the likelihood of suicide or suicide
attempts with antidepressant treatment (235–237), and an
additional study noted a small increase in the likelihood of
self-harm but no increase in the risk of suicide (238). In ad-
dition, most, but not all (239, 240) studies of the relation-
ship between antidepressant prescription rates and rates of
suicide and suicide attempts suggest that increases in SSRI
prescriptions are associated with decreases in suicide and
suicide attempt rates in a variety of patient populations
(241–248) and that decreases in SSRI prescriptions are as-
sociated with increases in suicide rates (249). Nevertheless,
it is conceivable that side effects (e.g., anxiety, agitation, in-
somnia, irritability) may increase the chance of self-harm-
ing behaviors in some individuals (234, 250). Thus, careful
monitoring for such side effects as well as for evidence of
self-harming or suicidal thoughts or behaviors is important
in adults as well, particularly in the early phases of treat-
ment and after increases in antidepressant dose. Against

TABLE  5 . Dosing of Antidepressants and Benzodiazepines for Panic Disorder

Starting Dose and 
Incremental Dose (mg/day)

Usual Therapeutic 
Dose (mg/day)a

SSRIs
Citalopram 10 20–40
Escitalopram 5–10 10–20
Fluoxetine 5–10 20–40
Fluvoxamine 25–50 100–200
Paroxetine 10 20–40
Paroxetine CR 12.5 25–50
Sertraline 25 100–200

SNRIs
Duloxetine 20–30 60–120
Venlafaxine ER 37.5 150–225

TCAs
Imipramine 10 100–300
Clomipramine 10–25 50–150
Desipramine 25–50 100–200
Nortriptyline 25 50–150

Benzodiazepines
Alprazolam 0.75–1.0b 2–4b

Clonazepam 0.5–1.0c 1–2c 
Lorazepam 1.5–2.0b 4–8b

aHigher doses are sometimes used for patients who do not respond to the usual therapeutic dose.
bUsually split into three or four doses given throughout the day.
cOften split into two doses given morning and evening.
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these small risks, the benefits of antidepressant treat-
ment must always be considered (230, 251–253) and
weighed against the corresponding risks and benefits of
other options for the treatment of panic disorder. Addi-
tional information may be found at the web sites of the
FDA (http://www.fda.gov/cder/drug/antidepressants/
default.htm), the APA (http://www.psych.org), and the
American Academy of Child and Adolescent Psychiatry
(http://www.aacap.org).

1. Selective serotonin reuptake inhibitors
Six SSRIs are now available in the United States: fluoxetine,
sertraline, paroxetine (immediate release [IR] and con-
trolled release [CR] formulations), fluvoxamine, citalo-
pram, and escitalopram. Numerous clinical trials have
shown that each of them is effective for panic disorder, and
three—fluoxetine, sertraline, and paroxetine (both IR and
CR)—carry FDA approval for this indication. There is no
evidence of differential efficacy between agents in this class,
although differences in side-effect profile (e.g., potential for
weight gain, discontinuation-related symptoms), drug half-
life, propensity for drug interactions, and availability of ge-
neric formulations may be clinically relevant (254, 255).

Recommended starting and therapeutic doses are sum-
marized in Table 5. As is the case with TCAs, some pa-
tients with panic disorder experience an initial feeling of
increased anxiety, jitteriness, shakiness, and agitation
when beginning treatment with an SSRI. For that reason,
the initial dose should be lower than that usually pre-
scribed to patients with depression. The recommended
starting doses for SSRIs are as follows: 10 mg/day or less
of fluoxetine, 25 mg/day of sertraline, 10 mg/day of pa-
roxetine IR, 12.5 mg/day of paroxetine CR, 50 mg/day of
fluvoxamine, 10 mg/day of citalopram, and 5–10 mg/day
of escitalopram. Although some patients may respond to
lower doses and some may require higher doses for re-
sponse, clinical trials suggest that the following are ther-
apeutic doses for the SSRIs: 10–20 mg/day of fluoxetine
(74), 20–40 mg/day of paroxetine (73), 50–200 mg/day of
sertraline (76), 100–150 mg/day of fluvoxamine (256), 20–
30 mg/day of citalopram (71), and 10 mg/day of escitalo-
pram (86). It is recommended that the initial low dose of
the SSRI be maintained for approximately 3–7 days, then
gradually increased (e.g., in weekly increments) to a more
standard daily dose, adjusting the timing of titration to the
individual patient’s tolerability (257). Because elimination
of SSRIs involves hepatic metabolism, doses may need to
be adjusted for patients with liver disease.

Abrupt discontinuation of SSRIs (or SNRIs) can lead to
a discontinuation syndrome with neurosensory (e.g., pares-
thesias, shock-like reactions, myalgias), neuromotor (e.g.,
tremor, unstable gait, visual disturbances), gastrointestinal

(e.g., nausea, diarrhea), neuropsychiatric (e.g., anxiety, irri-
tability), vasomotor (e.g., diaphoresis, flushing), and other
manifestations (e.g., insomnia, fatigue, dizziness, headache)
(85, 258). Selective serotonin reuptake inhibitors with very
long half-lives (e.g., fluoxetine) are less likely to be associ-
ated with this discontinuation syndrome. Symptoms of
SSRI discontinuation syndrome typically begin within 24
hours, peak about 5 days after withdrawal, and generally re-
solve within 2 weeks (67, 259). Tapering SSRIs over at
least 7–10 days, or a longer period if clinical circum-
stances permit, can minimize the risk of SSRI discontin-
uation syndrome. If discontinuation symptoms do occur,
reinstatement of the medication at the previous dosage
level for a few days, followed by a return to an even slower
taper schedule, is the preferred course of action.

In terms of significant side effects, SSRIs are safer than
TCAs and MAOIs. They are rarely lethal in overdose and
have few serious effects on cardiovascular function. Be-
cause they lack clinically significant anticholinergic ef-
fects, they can be prescribed to patients with prostatic
hypertrophy or narrow-angle glaucoma. The most com-
mon side effects of SSRIs are headaches, irritability, nau-
sea and other gastrointestinal issues, insomnia, sexual
dysfunction, weight gain, increased anxiety, drowsiness,
and tremor. Some of these effects (e.g., nausea) are usually
transient, lasting 1–2 weeks. Others (e.g., sexual dysfunc-
tion) commonly last for the duration of treatment. Side ef-
fects of SSRIs are highly individualized. For example, a
particular SSRI may cause insomnia in one patient but
somnolence in another. Thus, although comparative stud-
ies may tend to favor one medication over another for a
particular side effect, a given patient may still experience
that particular side effect. Fortunately, there are several
SSRIs on the market, and it is usually possible to find one
that the patient can tolerate well; this may require a process
of engaging in several therapeutic trials until the optimal
medication is found for a given patient.

There are scattered reports in the literature of extrapyra-
midal side effects, but these have not been observed in large
multicenter trials and may be idiosyncratic. Some evidence
suggests that SSRIs may be associated with an increased
likelihood of upper gastrointestinal bleeding, particularly
when taken in combination with NSAIDs or with aspirin
(260, 261). Use of SSRIs also has been found to be associ-
ated with low bone mineral density in male patients age 65
years and older (262), increased rate of bone loss at the hip
in older female patients (263), and increased risk of falls and
of osteoporotic fractures in patients age 50 years and older
(264, 265). In addition, as described earlier in Section II.H,
the FDA has warned of the possibility that SSRIs and other
antidepressants may increase the risk of suicidal ideation
and behavior in patients age 25 years and younger (227).
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2. Serotonin-norepinephrine reuptake inhibitors
Venlafaxine ER has been shown to be effective for panic
disorder and has FDA approval for this indication (88, 89).
Venlafaxine ER has been shown to be effective in the range
of 75 to 225 mg/day. As with SSRIs and TCAs, venlafaxine
and venlafaxine ER should be initiated gradually to reduce
the likelihood of side effects: as described in Table 5, dos-
ing is often initiated at 37.5 mg for the first 3–7 days, then
increased to a minimum of 75 mg/day. Although increas-
ing the dose after initial nonresponse or partial response to
150 mg/day is clinically recommended, the timing of such
increase or the effectiveness of increasing the dose in those
with initial poor or partial response has not been system-
atically studied. The level of initial response and tolerabil-
ity should be taken into consideration. In clinical practice,
some patients require and tolerate higher doses. Titration
to these higher doses should be done gradually, and poten-
tial side effects, including blood pressure elevations should
be monitored carefully. 

Venlafaxine ER is generally well tolerated and has a side
effect profile similar to the SSRIs. The most common side
effects of SNRIs in studies of panic disorder include nausea,
dry mouth, constipation, anorexia, insomnia, sweating, som-
nolence, tremor, and sexual dysfunction. Because a small
proportion of individuals may develop sustained hyperten-
sion, an effect that may be dose related, it is reasonable to
assess blood pressure prior to and during treatment, partic-
ularly when venlafaxine ER is titrated to higher doses. In ad-
dition to the concerns and debate regarding the relationship
between antidepressants and increased suicidality, described
earlier in Section II.H, some observational studies found that
venlafaxine ER was associated with higher rates of lethal
overdose than SSRIs (266–268). However, later studies sug-
gested that this finding may be attributable to confounding
patient factors (e.g., patients prescribed venlafaxine dis-
played more pretreatment suicide risk factors) (269, 270).

No systematic data are currently available supporting
the use of another SNRI, duloxetine, in panic disorder, al-
though its mechanism of action, which is similar to that of
venlafaxine, suggests it might be an effective agent.

Abrupt discontinuation of SNRIs can produce a discon-
tinuation syndrome similar to that associated with SSRIs.
Symptoms can include dizziness, headache, and nausea
(271). Tapering the SNRI over at least 7–10 days, or a
longer period if clinical circumstances permit, can mini-
mize the risk of a discontinuation syndrome.

3. Tricyclic antidepressants
Imipramine is effective for panic disorder and is the most
well studied of the TCAs (90–92, 94–102, 104, 105, 107,
108, 111). Clomipramine also has considerable empirical
support (70, 72, 79, 93, 102, 103, 109, 110). Although few

controlled studies have evaluated other TCAs for panic
disorder, those that have are generally supportive of the
efficacy of desipramine (106) and nortriptyline (112).
Given the equivalency of TCAs in treating depression,
there is little reason to expect other TCAs to work less
well for panic disorder. However, TCAs that are more
noradrenergic (e.g., desipramine, maprotiline) may be
less effective than agents that are more serotonergic (272).

Psychiatrists have often noticed, and research studies
have occasionally shown, that some patients with panic dis-
order are hypersensitive to both the beneficial and adverse
effects of TCAs (91, 106). Patients sometimes experience a
stimulating response, including anxiety, agitation, or in-
somnia, when treatment with antidepressant medication of
any class is initiated. For this reason, it is recommended
that, similar to the SSRIs and SNRIs, TCAs be started for
patients with panic disorder at doses substantially lower
than those for patients with depression or other psychiatric
conditions. One common strategy is to begin with only 10
mg/day of imipramine or its equivalent and gradually ti-
trate the dose upward over the ensuing weeks.

Few studies have rigorously addressed the optimum
dose of TCAs for panic disorder. Results of clinical trials
suggest that it is reasonable to titrate the imipramine dose
of patients with panic disorder to approximately 100
mg/day and wait for at least 4 weeks to see whether there
is a response. If tolerated, the dose can then be increased
to as high as 300 mg/day if initial response is either absent
or inadequate (108). Evidence suggests that clomipramine
may be effective in somewhat lower doses than imip-
ramine; clomipramine can generally be used effectively in
doses ranging from 50 to 150 mg/day (93, 102). Although
there is no evidence of a correlation between blood levels
of TCAs and clinical response in panic disorder, blood
level monitoring may be helpful for patients who display
inadequate response despite seemingly adequate doses or
for patients who display signs of toxicity despite doses that
are in the therapeutic range. 

The most common side effects of TCAs as reported in
clinical trials for panic disorder are 1) anticholinergic ef-
fects, including dry mouth, constipation, difficulty urinat-
ing, increased heart rate, and blurry vision; 2) increased
sweating; 3) sleep disturbance; 4) orthostatic hypotension
and dizziness; 5) fatigue and weakness; 6) cognitive distur-
bance; 7) weight gain, especially for long-term users; and
8) sexual dysfunction (273). Higher doses of TCAs are as-
sociated with a higher dropout rate in research studies
(108), and one naturalistic follow-up study found that
one-third of patients prescribed TCAs discontinued them
because of side effects (274).

Tricyclic antidepressants should not be prescribed for
patients with panic disorder who also have acute narrow-
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angle glaucoma or clinically significant prostatic hyper-
trophy. The risk of falls may be increased by TCAs, par-
ticularly among elderly patients, because of orthostasis.
Because patients with preexisting cardiac conduction ab-
normalities may experience significant or fatal arrhythmia
with TCA treatment (275), a baseline electrocardiogram
should be considered before initiating a TCA. Overdoses
with TCAs can lead to significant cardiac toxicity and fa-
tality (275). For this reason and because of the concerns
and debate regarding the relationship between antide-
pressants and increased suicidality (see discussion earlier
in Section II.H), TCAs should be used judiciously in sui-
cidal patients.

4. Benzodiazepines
Alprazolam has the largest number of clinical trials sup-
porting its efficacy for treatment of panic disorder and is
FDA approved for this indication (104, 116, 118, 122, 123,
126, 276, 277). The data support the efficacy of alprazolam
in treating multiple dimensions of illness (i.e., preventing
panic attacks, reducing anticipatory anxiety and avoidance)
in patients with panic disorder. However, because of its
short half-life, frequent (3–4 times daily) dosing is re-
quired, which creates practical difficulty for many patients
and results in more rapid and profound withdrawal symp-
toms with missed doses. A sustained-release form of alpra-
zolam is also FDA approved based on two placebo-
controlled studies (125, 129). Although this formulation is
approved for once daily dosing, clinical experience sug-
gests that twice daily dosing of alprazolam, sustained re-
lease, may be required to maximize efficacy.

It is necessary to be flexible in choosing the alprazolam
dose for an individual patient. Most patients require three
to four doses per day to avoid breakthrough or rebound
symptoms, although some may achieve symptom control
with two doses of alprazolam per day. For patients who
have not taken alprazolam in the past, the starting dose
should be 0.25 mg three or four times daily. The dose
should be titrated up to 2–3 mg/day over the first week or
two, but an increase to as high as 5–6 mg/day may in rare
instances be necessary to obtain symptom control. Al-
though the literature on alprazolam, sustained release, is
much more sparse, most studies have tested doses in the
range of 2–4 mg/day. The manufacturer’s recommenda-
tion for alprazolam treatment of panic disorder notes that
doses above 4 mg/day are usually necessary and that doses
up to 10 mg/day are sometimes required. However, very
few studies have empirically evaluated dose requirements,
and those studies that have been conducted have pro-
duced mixed results regarding the advantages of higher
doses (e.g., 6 mg/day) over lower doses (e.g., 2 mg/day)
(95, 278).

Clonazepam is also FDA approved for the treatment of
panic disorder, and several clinical trials support its effi-
cacy (122, 131, 132). Its longer half-life results in less se-
vere withdrawal symptoms with missed doses and usually
allows once or twice a day administration. These factors
lead some psychiatrists to prefer clonazepam over other
benzodiazepines for the long-term maintenance treat-
ment of panic disorder, largely because of the ease of clo-
nazepam dosing. 

For patients without prior clonazepam treatment,
starting doses are usually in the range of 0.5–1 mg/day and
may be titrated to higher doses as needed. Studies of clo-
nazepam suggest that daily doses of 1–2 mg offer the best
balance of therapeutic benefits and side effects. These
doses are the equivalent of 2–4 mg of alprazolam or less.
Patients can usually be switched from alprazolam to clo-
nazepam by taking the total daily alprazolam dose in milli-
grams and administering half that daily dose in milligrams
of clonazepam (usually as twice daily or bedtime-only
treatment).

Results of several studies suggest a relationship between
alprazolam and clonazepam blood levels and treatment re-
sponse (279–281). In patients who do not respond to usual
dose titrations, dose adjustment may be facilitated by mon-
itoring of alprazolam and clonazepam blood levels, al-
though this is rarely done.

Additional studies suggest that other benzodiazepines
(e.g., diazepam, lorazepam), when given in equivalent
doses, may be as effective as alprazolam in the treatment
of panic disorder (113–116, 119–121, 124, 127, 128, 130,
282).

In general, benzodiazepines seem to be well tolerated
by patients with panic disorder, with very few serious side
effects. When side effects of benzodiazepines do occur in
patients with panic disorder, they appear similar to those
reported when benzodiazepines are used for other indica-
tions. Side effects include primarily sedation, fatigue,
ataxia, slurred speech, memory impairment, and weak-
ness. Geriatric patients taking benzodiazepines may be at
higher risk for falls and fractures because of these side ef-
fects (283–287).

Because of an increased risk of motor vehicle accidents
in association with benzodiazepine use (288), patients
should be warned about driving or operating heavy ma-
chinery while taking benzodiazepines, particularly when
these medications are started or with dose increases. Pa-
tients should also be advised about the additive effects of
benzodiazepines and alcohol, in particular combined sed-
ative and respiratory effects. Although patients may be
able to safely drink small amounts of alcohol, they should
consume alcohol slowly and exercise extra caution when
doing so (e.g., avoid operating vehicles). 
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For patients in stable recovery from substance use dis-
orders, there is not an absolute contraindication to ben-
zodiazepine use, but the decision to use benzodiazepines
should be made cautiously. In patients in early remission
or with active substance use disorders, concerns regarding
potential misuse of the benzodiazepine or relapse of the
substance use disorder are greater; in these circumstances
other treatments for panic disorder that have a lower
abuse potential are recommended for first-line use (289–
291). If benzodiazepines are felt to be necessary after care-
ful consideration of other treatment options, the psychia-
trist should closely monitor their use (e.g., dispense in
limited quantities and on a time-limited basis, supervise
medication administration, track prescription refills or
use pill counts to assess medication adherence, increase
office visit frequency to monitor the ongoing medical ne-
cessity for and the patient’s response to the medication).
In addition, selection of an agent that is more slowly ab-
sorbed (e.g., oxazepam, clorazepate) may limit the poten-
tial for abuse (291).

Cognitive effects of benzodiazepines have been the
subject of debate and some empirical research (292–294).
It is clear that benzodiazepines at higher doses can cause
memory impairment (101). One meta-analysis concluded
that long-term benzodiazepine users performed worse
than control participants on numerous domains of cogni-
tive functioning (295). However, another review con-
cluded that the literature as a whole does not provide
convincing evidence of cumulative long-term cognitive
effects of benzodiazepines in anxious patients (296). Nev-
ertheless, patients should be monitored for the develop-
ment of cognitive impairment, which may be more
problematic at higher doses and in patients performing
complex information-processing tasks at work. Caution is
indicated when prescribing benzodiazepines to elderly
patients or those with preexisting cognitive impairment.

5. Other antidepressants
Monoamine oxidase inhibitors are widely regarded as effec-
tive for panic disorder. However, there have been virtually
no studies involving the use of MAOIs for panic disorder
since the introduction of the panic disorder diagnosis in
DSM-III in 1980. One study included patients with what
would now be called panic disorder and found phenelzine to
be effective (297). The commonly held belief that MAOIs
are actually more potent antipanic agents than TCAs has
never been convincingly proven in the scientific literature
and is only supported by clinical anecdote. There has been
considerable clinical interest in medications that are revers-
ible inhibitors of monoamine oxidase A, because these
medications do not generally require adherence to the low-
tyramine diet that is mandatory for patients treated with

phenelzine, tranylcypromine, or isocarboxazid. However,
none of these medications is currently approved for use in
the United States in either oral or patch form, although
moclobemide is available in other countries, including Can-
ada. Four studies have examined the effectiveness of
moclobemide in panic disorder, and the results are mixed
and only modestly encouraging (298–301). Although the
monoamine oxidase B inhibitor selegiline is available in the
United States, there are no data to support its efficacy for
the treatment of panic disorder.

Doses of phenelzine in controlled trials for illnesses
that resemble panic disorder have tended to be low, often
no higher than 45 mg/day (297, 302). Some authors have
commented that higher doses may be more effective.
Doses of phenelzine up to 90 mg/day and of tranyl-
cypromine up to 60 mg/day are said by experienced psy-
chiatrists to be necessary for some patients with panic
disorder. Patients rarely get significant benefit before sev-
eral weeks have elapsed, and periods up to 12 weeks may
be necessary before the full effectiveness of the medica-
tion can be judged. No maintenance studies of MAOIs for
panic disorder have been published. Hence, the optimal
length of treatment that provides the least chance of re-
lapse has not been established.

Adverse effects are a major concern with MAOIs, and
these medications are generally reserved for use when a
patient has not responded to several other treatments. The
complexity of these medications suggests that they should
be prescribed by physicians with experience in monitoring
MAOI treatment. A major risk of taking an MAOI is the
induction of a hypertensive crisis with ingestion of
tyramine. Hence, patients taking phenelzine or tranyl-
cypromine must adhere to a special low-tyramine diet
(303). Certain medications, including but not limited to
sympathomimetic amines and decongestants, can also pre-
cipitate a hypertensive crisis and must not be used with
MAOIs. Another serious drug-drug interaction to be
avoided is the “serotonin syndrome,” which can be fatal
and is characterized by confusion, agitation, hyperthermia,
and other autonomic unstable vital signs (e.g., shivering,
diaphoresis, nausea, diarrhea) and neuromuscular signs
(e.g., tremor, hyperreflexia, clonus, myoclonus, ataxia)
(304). Serotonin syndrome can occur when MAOIs are
used with other antidepressants (particularly SSRIs); the
antibiotic linezolid; the analgesics meperidine, fentanyl,
and tramadol; the over-the-counter medication dex-
tromethorphan; and other medications acting on seroto-
nin such as buspirone, fenfluramine, sibutramine, and the
anti-migraine triptan medications (305, 306). Even when
the risks of hypertensive crises and serotonin syndrome are
obviated by strict adherence to dietary and medication re-
strictions, MAOIs have substantial adverse effects. These
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include hypotension (sometimes leading to syncope),
weight gain, sexual dysfunction, paresthesia, myoclonic
jerks, dry mouth, edema, and a paradoxical syndrome of
excessive daytime sleepiness, nocturnal insomnia, and
shorter sleep length.

There is minimal support for the use of trazodone in
panic disorder. It appears less effective than imipramine
and alprazolam and does not enhance outcome when used
to augment CBT (221, 307, 308). Although there are a
few small uncontrolled studies showing benefits of nefa-
zodone in some patients with panic disorder (309–311), its
use has been limited by concerns about liver toxicity (312).
Thus, neither trazodone nor nefazodone can be recom-
mended as a first-line treatment for panic disorder.

Bupropion (including extended release formulations)
was effective in one small trial (313) and ineffective in an-
other (314). Although it might be useful in some cases,
given the limited and mixed systematic data regarding its
efficacy, bupropion cannot be recommended as a first-line
treatment for panic disorder.

A few open short-term studies support the potential ef-
ficacy of mirtazapine for panic disorder (315–319), and a
comparison of mirtazapine and paroxetine in a very small
randomized controlled trial involving 27 patients sug-
gested similar efficacy of the two medications (320). How-
ever, mirtazapine should not be considered a first-line
treatment for panic disorder because tolerability issues
have been noted, with common side effects including
somnolence and weight gain. In addition, there are no
available data from large controlled studies supporting its
efficacy in panic disorder.

The concerns and debate regarding the relationship
between antidepressants and increased suicidality have
been reviewed earlier in Section II.H and may apply to the
other antidepressants discussed in this section.

6. Other agents

a. Anticonvulsants
There are limited data concerning the use of anticonvul-
sant medications in the treatment of panic disorder. One
randomized controlled trial of gabapentin provided par-
tial support for its efficacy and safety in panic disorder
(321), but no further research has been conducted. Thus,
gabapentin should not be considered a first-line treatment
but may be useful in individual circumstances, either
alone or as an adjunct to antidepressants. Small open-
label studies have suggested that valproic acid may benefit
some patients with panic disorder (322–324), but this
medication has significant side effects (325), and con-
trolled investigations are needed before it can be recom-
mended. One small open-label study of levetiracetam

(326) and very preliminary case report data for tiagabine
(327) and vigabatrin (327) suggest that these agents may
be worthy of further study in panic disorder. However,
controlled trials are needed before any of these medica-
tions can be recommended as treatments for panic disor-
der. A small placebo-controlled trial suggested that
carbamazepine was not effective for panic disorder (328).

b. Antipsychotic agents
First-generation (i.e., typical) antipsychotic medications
are rarely appropriate in the treatment of panic disorder.
There is no evidence that they are effective, and the risk of
neurological side effects outweighs any potential benefit.
Among the second-generation (i.e., atypical) antipsychot-
ics, there is limited positive evidence for olanzapine (329)
and adjunctive risperidone (330), suggesting the possibil-
ity that second-generation antipsychotics may be useful
for patients with severe, treatment-resistant panic disor-
der. At present, however, evidence for efficacy is limited,
and there is growing concern about side effects of second-
generation antipsychotics, including weight gain, poor
glycemic control, and metabolic syndrome (331). Conse-
quently, at this time these agents cannot be broadly rec-
ommended for patients with panic disorder, although they
may have a role in individual circumstances.

c. Antihypertensives
The available scant literature suggests that beta-adrenergic
blocking agents (e.g., propranolol, atenolol) are ineffective
for panic disorder (115, 332, 333). However, these agents
continue to be used occasionally by psychiatrists who have
observed that they can help reduce somatic sensations (e.g.,
palpitations) in some patients. There is limited evidence
supporting the potential efficacy of a particular beta-
blocker, pindolol, as augmentation for patients with SSRI-
resistant panic disorder (334). Given the frequent side
effects associated with beta-adrenergic blocking agents
(e.g., fatigue, sleep disturbance, and possibly, the worsen-
ing of depression), these agents should not be considered in
the routine treatment of panic disorder.

Although historically there was interest in treating
panic attacks with calcium channel blockers, they are
rarely used clinically, and efficacy data are very limited
(335). Similarly, there are limited data suggesting cloni-
dine may have mild and/or transient effects only (336,
337). Thus, calcium channel blockers and clonidine can-
not be recommended as first-line or adjunctive treatments
for panic disorder.

d. Buspirone
The available data suggest that buspirone monotherapy is
not effective for panic disorder (338, 339) and does not
enhance the efficacy of CBT (340). Although it is some-
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times used clinically in individual circumstances as an
augmentation strategy for patients with panic disorder,
there are no published data except case reports (341) to
support this practice.

I. MAINTAINING OR DISCONTINUING 
TREATMENT AFTER RESPONSE

There are few data on optimum length of treatment fol-
lowing response. Studies of acute treatment for panic dis-
order have been conducted over 6–12 weeks, with some
studies including long-term follow-up periods of 1 to 2
years. Studies of CBT (which include some of the longer
follow-up intervals) suggest that the majority of patients
maintain benefits derived from a short-term course of
CBT. Some clinical trials have included several months of
maintenance CBT (i.e., monthly “booster sessions” fo-
cused on relapse prevention), which may have helped sus-
tain positive response to CBT. However, the incremental
benefit of periodic booster sessions has yet to be empiri-
cally proven. In general, CBT can be discontinued after
10–15 sessions (or sooner if the patient responds quickly)
with specific instructions for continued independent
practice of CBT skills. Many clinicians and patients also
find addition of several monthly booster sessions useful.

With each of the antidepressant medications, thera-
peutic effects are generally maintained for as long as med-
ication is continued. For responders to an SSRI or a TCA,
clinical experience and some data suggest that continuing
treatment for 6 months or more after acute response can
lead to further symptom reduction and decreased risk of
recurrence (70, 85, 99, 104, 342, 343). Although no em-
pirical data are available addressing this question, clinical
experience suggests patients with treatment-resistant
panic disorder or prior relapse with treatment discontin-
uation may require longer term treatment. For venlafax-
ine ER, there are minimal systematic data addressing the
optimum length of treatment following response, al-
though discontinuation of venlafaxine ER after only 12
weeks of treatment has been shown to result in an in-
creased likelihood of relapse (344).

Before advising a taper of effective medication, the psy-
chiatrist should consider whether the patient is currently
motivated to discontinue the medication as well as the du-
ration of the patient’s symptom remission. The timing of
medication discontinuation is often influenced by factors
such as the presence of psychosocial stressors or supports,
the stability of co-occurring conditions, and the availabil-
ity of alternative treatment options. Discussion of medi-
cation taper should also include the possible outcomes of
tapering, which include the potential recurrence of panic
symptoms, potential withdrawal symptoms, or both. If

medication is tapered, it should be done in a collaborative
manner with continual assessment of the effects of the
taper and the patient’s responses to any changes that
emerge. Similarly, discontinuation of psychosocial treat-
ment should be planned collaboratively with the patient.
Before terminating treatment, clinicians providing CBT
help patients develop personalized relapse prevention
plans. They also frequently offer patients the option of
scheduling “booster sessions” focused on maintaining and
enhancing treatment gains.

If an SSRI, SNRI, or TCA is to be discontinued, most
psychiatrists and patients prefer to taper medications over a
period of several weeks or months. This both allows for an
opportunity to monitor for the possible reemergence of
panic symptoms as well as decreases the likelihood of dis-
continuation effects, particularly for those patients who are
taking higher doses or after prolonged use. However, under
more urgent conditions (e.g., the patient is pregnant and
wants to discontinue medications immediately), these med-
ications can be discontinued much more quickly. 

There are fewer data examining the issue of benzodi-
azepine discontinuation, but existing studies support con-
tinuing benzodiazepine treatment to prevent recurrence
(99, 104). Clinical experience also suggests that many pa-
tients can be maintained with stable doses of benzodiaze-
pines for many years with no recurrence of symptoms.
Although major concerns about benzodiazepine tolerance
and withdrawal have been raised, there is no evidence for
significant dose escalation in patients with panic disorder
or with long-term benzodiazepine use (294, 345–347).

The approach to benzodiazepine discontinuation also
involves a gradual tapering of dose. Withdrawal symptoms
and symptomatic rebound are commonly seen with benzo-
diazepine discontinuation, can occur throughout the taper,
and may be especially severe toward the end of the taper.
This argues for tapering benzodiazepines very slowly for
patients with panic disorder, probably over 2–4 months and
at rates no higher than 10% of the dose per week (348–
350). Although is it commonly believed that benzodiaze-
pines with shorter half-lives produce more severe with-
drawal symptoms than those with longer half-lives, most
studies suggest that half-life is less of a factor than the use of
a gradual taper schedule (126, 351). In addition, withdrawal
symptoms can occur after relatively short-term periods of
treatment and have been observed after as little as 6–8
weeks of treatment with alprazolam (352). The likelihood
of discontinuation effects may be increased in patients with
panic disorder who have traits such as high anxiety sensitiv-
ity and high levels of avoidance (353); for such patients,
close monitoring should be performed and special care
should be taken during the discontinuation process. Cog-
nitive-behavioral therapy, which counteracts tendencies to
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amplify bodily sensations and catastrophize discontinua-
tion symptoms, has been found to effectively facilitate
withdrawal from benzodiazepines (354–357).

There is also some evidence for the utility of concur-
rent psychotherapy to maintain response after discontin-
uation of antidepressants. One small controlled study
showed that combining brief psychodynamic psychother-

apy and clomipramine reduced the likelihood of relapse of
panic disorder after clomipramine discontinuation (156).
Furthermore, in a meta-analysis of antidepressant phar-
macotherapy and psychotherapy (in which nearly all psy-
chotherapy studies administered CBT), combination
treatment was more effective than antidepressants alone
after treatment had been withdrawn (160).

III. SPECIFIC CLINICAL FEATURES INFLUENCING 
THE TREATMENT PLAN

The following sections review data pertinent to the treat-
ment of individuals with panic disorder who have specific
clinical features that may alter the general treatment con-
siderations that are discussed in Sections II.B through II.I.
These sections are necessarily brief and are not intended
to stand alone as a set of treatment recommendations.
The recommendations reviewed in Sections II.B through
II.I, including the use of psychiatric management, gener-
ally apply unless otherwise indicated.

A. PSYCHIATRIC FACTORS

1. Suicidality
The relationship between panic disorder and suicide is a
controversial topic. Determining whether specific suicide
risks are associated with panic disorder has been compli-
cated by the frequency of co-occurring disorders that are
themselves associated with increases in suicide risk. From
a logical perspective, it can be difficult to reconcile how a
patient with panic disorder who manifests a strong fear of
dying could also experience a wish to die. However, panic
disorder can be a severely distressing condition that mo-
tivates suicidal thoughts and behaviors in some patients.
Evidence exists that panic disorder may contribute to an
increased risk of suicidality. Because risk factors for sui-
cide may differ from those for suicidal ideation and sui-
cide attempts, we will review these areas separately. 

Early studies, summarized in a meta-analysis by Harris
and Barraclough (358), demonstrated that panic disorder
was associated with a 10-fold increase in mortality due to
suicide. However, individuals with panic disorder are
identified in a relatively small proportion of suicides. For
example, a psychological autopsy study of 1,397 suicides
in Finland found that only 1.22% met the criteria for
DSM-III-R panic disorder (359). These low rates may re-
late to an underreporting of panic disorder symptoms in
such studies, because of masking of panic disorder symp-

toms by substance use (360) or by affective symptoms.
Even in individuals identified in psychological autopsies
as having panic disorder, co-occurring mood, substance
use, and personality disorders are the norm (359, 361). In
individuals with panic disorder who are studied longitudi-
nally, co-occurring disorders are almost always present in
those who die by suicide (362, 363). Additional evidence
suggests that the presence of co-occurring panic attacks
may be associated with an increase in suicide risk among
individuals with major depression, particularly early in the
course of illness (364). In summary, the evidence is mixed
as to whether panic disorder and panic attacks are associ-
ated with an increased risk of suicide in and of themselves
or whether the apparent increase in associated risk is re-
lated to co-occurring mood and substance use disorders.

It is similarly controversial whether panic disorder is
independently or uniquely associated with suicidal ide-
ation or suicidal attempts (i.e., after adjusting for co-
occurring mental disorders, especially major depression)
(365, 366). Some studies have noted an association of
panic disorder with suicidal behavior even after adjusting
for effects of co-occurring mental disorders (44), whereas
other studies have not found these results (365, 366).
Overall, however, most (44, 367–371) but not all (372) re-
search with cross-sectional clinical and community sam-
ples has demonstrated that panic disorder and panic
attacks are associated with suicidal ideation and suicide at-
tempts. Substantial rates of suicidal ideation and attempts
as well as high frequencies of co-occurring disorders have
also been observed in smaller studies of patients with
panic disorder in a variety of settings (369, 373–376).

The association between panic disorder and suicidal
behavior is of considerable clinical significance, even if
most or all of the increased risk is attributable to lifetime
comorbidity. The vast majority of patients with panic dis-
order have current or past co-occurring Axis I or Axis II
disorders. Thus, uncomplicated panic disorder is rela-
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tively uncommon. Furthermore, co-occurring conditions
may go undetected in busy clinical settings. Thus, it is im-
portant to be aware that patients presenting with panic
disorder are at high risk for lifetime suicidal ideation and
attempts. All patients presenting with panic attacks should
be asked about suicidal ideation, past suicide attempts,
about access to firearms and other means of suicide, and
about co-occurring conditions likely to increase risk and
to require specific treatment (e.g., bipolar disorder, major
depressive disorder, or substance use disorders). When
significant mood disorder and/or suicidal ideation exist,
treatment should be initiated that is appropriate for the
co-occurring diagnosis and a decision should be made
about whether the patient can safely be treated as an out-
patient. When a substance use disorder is present, it must
also be monitored closely and addressed in treatment.

2. Co-occurring substance use disorder
In clinical and epidemiological studies, patients with panic
disorder with or without agoraphobia have higher than av-
erage rates of cocaine, alcohol, and sedative abuse and de-
pendence (377–383). Approximately 50% of people with
panic disorder and substance use disorder have the onset of
the substance use disorder prior to the onset of panic
symptoms (378). Other individuals develop substance use
disorders after the onset of panic disorder. Although the
two problems may or may not be functionally related,
some individuals may attempt to decrease panic and anxi-
ety symptoms by using alcohol or other substances. In a re-
cent epidemiological study, for example, 23% of subjects
with a diagnosis of panic disorder reported using alcohol
or drugs to reduce their anxiety symptoms (384).

Despite the anxiolytic effects perceived by some pa-
tients, use of many substances can trigger or worsen panic
symptoms. Heavy alcohol use, acute alcohol withdrawal,
and more prolonged subacute withdrawal may cause or
exacerbate panic symptoms (382, 385). Cocaine, other
stimulants, and marijuana have been reported to precipi-
tate panic attacks in adolescents and adults (386–388).
Panic attacks may also be triggered or worsened through
the use of a number of legal substances, such as caffeine,
sympathomimetics (e.g., nasal decongestants), and nico-
tine (389–393).

Psychiatrists should be certain to screen for substance
use in patients with panic disorder. Substance use may play
a role in causing or exacerbating panic symptoms, and pa-
tients with co-occurring panic disorder and substance use
disorder have a poorer prognosis than those with either
disorder alone (382, 385). It may be useful to incorporate
formal drug screens into the treatment plan for patients
with co-occurring substance use disorder (291). Psychia-
trists also should consider referring the patient to commu-

nity resources (e.g., Alcoholics Anonymous) and may need
to coordinate care with addiction specialists who are pro-
viding concurrent care for the patient.

When the patient reports both problematic substance
use and panic symptoms, treatment of the substance use
disorder is essential. It is unclear whether specific anti-
panic treatment is necessary for patients with primary sub-
stance abuse (i.e., where it is clear that the panic attacks are
a result of the substance use or withdrawal). The occur-
rence of several panic attacks in decreasing frequency dur-
ing the early weeks of abstinence often warrants no
treatment other than support and reassurance until the at-
tacks abate (394, 395). However, if the panic attacks and
other symptoms of panic disorder continue after several
weeks of abstinence, making a diagnosis of panic disorder
and initiating treatment is warranted. A return to sub-
stance use is common in patients who have ongoing symp-
toms of panic disorder in the period following substance
use cessation (396–400). A controlled trial suggested that
combined CBT and SSRI treatment significantly reduced
anxiety symptoms in patients with co-occurring anxiety
disorders (including agoraphobia) and alcohol dependence
(401). However, there were no differences in relapse rates
when patients who received anxiety treatment plus relapse
prevention were compared to those who participated in re-
lapse prevention alone. This study provides preliminary
evidence that standard treatments for panic disorder can
be effective for individuals who are in early stages of remis-
sion from substance use disorders, though effective treat-
ment of anxiety does not necessarily translate into decreased
relapse potential.

When panic symptoms persist after the initial period of
detoxification, the psychiatrist must decide whether to
pursue integrated or sequential treatment. Empirical data
that provide guidance on this matter are lacking, and
therefore this decision must be based on clinical judg-
ment. Although integrated treatment is generally recom-
mended (291), there are some individuals in whom the
substance use disorder should be the primary target of the
first phase of treatment. For example, most forms of CBT
involve deliberately provoking anxiety symptoms or con-
fronting anxiety-provoking situations. If these temporary
increases in anxiety are likely to trigger compensatory
substance use, a decision could be made to delay CBT un-
til the patient has the support and skills to maintain sobri-
ety even in the face of stress or discomfort.

In treating panic symptoms in patients with co-occur-
ring substance use disorder, benzodiazepines should be
avoided whenever possible in favor of CBT and/or antide-
pressants. A history of abuse of other substances, both licit
and illicit, is associated with a higher prevalence of benzo-
diazepine abuse, a greater euphoric response to benzodi-
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azepines, and a higher rate of unauthorized use of
alprazolam during treatment for panic disorder (289, 402).
If antidepressant treatment is indicated, SSRIs or SNRIs
are preferred because the side effect and safety profiles of
TCAs (e.g., increased risk of cardiac toxicity and seizures;
greater lethality of TCAs in overdose) are of increased
concern in the context of a co-occurring substance use dis-
order (403). More information about treating co-occur-
ring panic disorder and substance use disorders is available
in APA’s Practice Guideline for the Treatment of Patients With
Substance Use Disorders, Second Edition (291).

3. Co-occurring mood disorder
Substantial evidence from clinical and epidemiological
studies demonstrates that panic disorder and panic attacks
frequently co-occur with unipolar and bipolar mood dis-
orders (14, 17, 33). Many studies indicate that patients
with panic disorder and co-occurring mood disorders ex-
hibit greater impairment, more hospitalizations, and gen-
erally more psychopathological symptoms than patients
with panic disorder who do not have a co-occurring mood
disorder (404, 405). As described in Section III.A.1, a co-
occurring mood disorder can also augment the risk of
suicidality in individuals with panic disorder. In treating
patients with co-occurring panic disorder and mood dis-
order, the psychiatrist should select treatments that can
target both disorders (e.g., psychosocial treatment and/or
antidepressants rather than benzodiazepines alone for a
patient with panic disorder and major depressive disorder).

With regard to CBT, most studies suggest that co-
occurring major depressive disorder does not adversely
affect response to CBT for panic disorder (191, 406). In
some individuals major depressive disorder may occur as a
reaction to the impairment created by the panic disorder
(e.g., the patient feels depressed because panic symptoms
limit his or her participation in activities). When the de-
pression appears to be secondary, focusing on panic disor-
der in CBT and monitoring changes in depressive
symptoms is a reasonable strategy. Some evidence sug-
gests that if panic disorder is targeted using CBT, depres-
sive symptoms may spontaneously improve (193, 194).
For individuals who still have significant symptoms of de-
pression after a course of CBT for panic, the therapist can
shift focus and target the depression directly. If depressive
symptoms are severe, associated with suicidality, or inter-
fering with adherence to the treatment for panic disorder,
the emphasis of the CBT should be shifted so that the de-
pression becomes the primary focus of treatment. 

Treatment of mood disorders may also be prioritized
during pharmacological treatment for panic disorder; this
is especially true for patients who present with suicidal

ideation. When panic disorder co-occurs with bipolar ill-
ness, the psychiatrist should consider that antidepressants
commonly used for treating panic disorder might exacer-
bate the bipolar disorder. Patients with co-occurring
panic disorder and bipolar disorder should generally be
treated with a mood stabilizing medication before the ad-
dition of an antidepressant is considered for treatment of
the panic disorder. Careful monitoring is required when-
ever an antidepressant is added to the treatment regimen
of an individual with bipolar disorder (407).

4. Other co-occurring anxiety disorders
Although spontaneous or unexpected panic attacks are a
hallmark of panic disorder, panic attacks can occur in
other anxiety disorders. Consequently, the psychiatrist
must perform a detailed assessment to ensure that panic
disorder is an appropriate diagnosis (see Section II.A.2).
In many individuals presenting for treatment, panic dis-
order occurs concomitantly with other anxiety disorders
(for example, see reference 408), and in these circum-
stances multiple disorders may need to be targeted in
treatment.

Treatment with SSRIs, SNRIs, or CBT is appropriate
for most individuals with co-occurring anxiety disorders.
Medications commonly used to treat panic disorder often
have a positive effect on the symptoms of other anxiety
disorders. In addition, psychotherapy for panic disorder
may have a positive effect on other symptoms even when
co-occurring anxiety disorders are not directly targeted in
treatment (191–194, 409). However, in some cases where
panic disorder is part of a more complicated pattern of co-
occurring conditions, a highly tailored and multimodal
therapy may be required for optimal recovery. Although
the first-line treatments may be similar under these con-
ditions, specificity of treatment (e.g., addition of specific
CBT modules, or other psychotherapeutic modalities, fo-
cused on co-occurring disorders) may make the difference
between full response, partial response, and perceived
treatment resistance.

5. Co-occurring personality disorders
Studies have shown that 40%–50% of patients with panic
disorder additionally meet the criteria for one or more
Axis II disorders (410–413). The personality disorders
most frequently observed in panic disorder patients are
three from the anxious cluster: avoidant, obsessive-com-
pulsive, and dependent (414–416). In addition, patients
with panic disorder often show traits from other person-
ality disorders, such as affective instability and/or impul-
sivity (from borderline personality disorder), impulsivity
(from antisocial personality disorder) (417, 418), and hy-
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persensitivity to people (from paranoid personality disor-
der) (411). Longitudinal data suggest that panic attacks
early in life predict the subsequent onset of personality
disorders (419).

Results of studies examining the impact of co-occur-
ring personality disorders on the course of panic disorder
have been mixed. Several studies have shown that pres-
ence of co-occurring personality disorders predicts worse
long-term outcome for patients with panic disorder (413,
420, 421). However, a large-scale, prospective, naturalis-
tic study showed that, in contrast to social phobia and
generalized anxiety disorder, the presence of a personality
disorder did not predict longer time to remission in pa-
tients with panic disorder (422).

The majority of studies suggest that co-occurring per-
sonality disorders are associated with poorer response to
standard treatments for panic disorder. A review of studies
that examined the impact of co-occurring personality dis-
orders on CBT outcome suggested that presence of a per-
sonality disorder at baseline was associated with poorer
treatment outcome (423). Patients with co-occurring per-
sonality disorders also show less improvement and seem
more likely to relapse following medication treatment for
panic disorder (411, 414–416, 424, 425).

In working with patients who have co-occurring panic
disorder and personality disorder, the therapist may need
to devote more time to strengthening the therapeutic al-
liance and developing a hierarchy of specific treatment
goals. One recent study provided preliminary evidence
that a psychodynamic approach to treating panic disorder
was effective for patients with co-occurring personality
disorders (146).

B. CONCURRENT GENERAL MEDICAL CONDITIONS
Panic attacks are associated with prominent physical
symptoms and may be misinterpreted as general medical
conditions by patients and/or physicians. Moreover, panic
symptoms may be an acute manifestation of a general
medical condition (notably thyroid disease) or may result
from the effects of prescribed medications to treat such
conditions. An additional possibility is that a general med-
ical condition is co-occurring with panic disorder. Studies
show that panic and other anxiety disorders are more prev-
alent in medically ill patients than in the population at
large, with physical conditions that have been specifically
associated with panic disorder (426) including thyroid dis-
ease (427), cancer (428), chronic pain (429), cardiac disease
(430), irritable bowel syndrome (431), migraine (432), mi-
tral valve prolapse (36, 38, 39), vestibular disorders (433),
and allergic and respiratory disease (434–436). To distin-
guish among these possibilities and to identify unrecog-

nized general medical conditions that contribute to the
clinical presentation requires a general medical evaluation
as delineated in APA’s Practice Guideline for the Psychiatric
Evaluation of Adults, Second Edition (8). Even when results
are negative, a careful assessment can provide needed re-
assurance to patients who fear that their panic attacks rep-
resent serious physical illness. In addition to the initial
evaluation, assessments for general medical conditions
may be indicated at other points in the treatment course.
For example, among patients whose symptoms worsen or
do not respond to initial treatments, a contributory gen-
eral physical condition is worth considering.

Whenever a general medical condition is identified, the
postulated relationship between that condition and the
panic disorder will determine the approach to the patient.
If the medical condition (e.g., hyperthyroidism) or treat-
ment (e.g., oral corticosteroids) appears to be the primary
cause of the panic symptoms, the specific treatment of
panic disorder may be delayed until the general medical
condition is treated or the precipitating medication dis-
continued. In some instances, medications that cause or
worsen panic symptoms may be essential and cannot be
discontinued; in these cases, concurrent treatment of panic
disorder should be initiated. In other instances, a general
medical condition or its treatment is not directly causing
panic disorder (e.g., asthma) but may be worsening it. For
example, data from some studies suggest that panic disor-
der and agoraphobic anxiety may increase the risk of mor-
tality in patients with cardiovascular disease (362, 437,
438). Thus, with co-occurring general medical conditions
and panic disorder, a simultaneous focus on optimizing
treatment of the medical condition and the panic disorder
may be indicated.

To date, there are no systematic evaluations of psycho-
logical or pharmacological treatment in patients with co-
occurring panic disorder and general medical disorders. As
far as pharmacological treatment, it is important for psy-
chiatrists to choose medications that have the fewest drug-
drug interactions. Adverse drug interactions may occur
between medications utilized for panic disorder and med-
ications used for general medical conditions. Further-
more, panic disorder patients with concurrent medical
conditions may have difficulty differentiating symptoms of
the general medical condition (e.g., migraine, asthma at-
tack, angina) from those related to panic attacks. Thus,
they may not be clear whether to take medication for their
general medical conditions or to take medication for their
anxiety. In the specific example of co-occurring panic dis-
order and asthma, patients often encounter difficulties
knowing whether to utilize asthma treatment medications
(i.e., beta-agonists) or anxiolytic medications. If they mis-
interpret a panic attack as an asthma attack, utilizing a
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beta-agonist is likely to worsen the panic attack symptoms.
On the other hand, an asthma attack that is interpreted as
being a panic attack would not resolve with an anxiolytic
medication. However, because the symptoms of panic at-
tacks and asthma may be very difficult to differentiate, a
therapeutic trial of the various strategies is often required.

Psychosocial treatments for panic disorder may need to
be adapted depending on the presence and severity of a
co-occurring general medical condition. It is often neces-
sary to adapt the psychosocial treatment to the physical or
medical realities in the patient’s life. However, the clini-
cian also must be alert to the possibility that the patient is
viewing the dangers of the medical condition as more
threatening than they truly are or is incorrectly interpret-
ing panic symptoms as signs of another medical illness. In
any form of psychosocial treatment, learning to differen-
tiate anxiety symptoms from those related to the general
medical condition often becomes an important goal. This
work can be done through careful self-monitoring. Adap-
tation of other aspects of treatment may also be required.
For example, physically challenging interoceptive expo-
sure exercises that are used in CBT may need to be mod-
ified for patients with co-occurring panic disorder and
medical conditions (e.g., asthma, heart disease).

C. DEMOGRAPHIC VARIABLES

1. Children and adolescents
This section contains a brief overview of formal clinical
trial data regarding the treatment of children and adoles-
cents with panic disorder. Given the limited data in the
child and adolescent literature, many treatment plans will
necessarily include components that are not well studied.
Unless otherwise stated, the general considerations out-
lined in Sections II.B through II.I apply to children; this is
especially true of the importance of psychiatric manage-
ment. In addition, treatment plans for children and adoles-
cents frequently require attention to developmental issues
(from psychological and physiological perspectives) and
involvement of multiple systems (e.g., schools, family, and
community). Information and recommendations regard-
ing the etiology, diagnosis, and assessment of pediatric
panic disorder are beyond the scope of this section. The
reader is referred to the American Academy of Child and
Adolescent Psychiatry’s Practice Parameter for the Assess-
ment and Treatment of Children and Adolescents With Anxiety
Disorders (439) for a more detailed discussion.

Although empirical data are limited, expert opinion gen-
erally suggests that treatment of panic disorder in children
and adolescents consists of CBT and, when necessary,
pharmacotherapy (439). Depending upon the age and the

physiological and psychological maturity of the patient, ad-
justments in the treatment plan may be needed. For exam-
ple, a developmental adaptation of CBT that is appropriate
for adolescents with panic disorder has been described in
the literature (440). One randomized controlled trial of this
treatment has been completed, but the results have not yet
been published. Several published randomized controlled
trials have shown CBT to be effective for other pediatric
anxiety disorders (441–443). In addition, one randomized
controlled trial showed that CBT was effective in a sample
of pediatric patients with various anxiety disorders, includ-
ing some who were diagnosed with panic disorder (444).
Thus, the early available evidence suggests beneficial ef-
fects of CBT in adolescents.

No randomized controlled trials have been conducted
that evaluate the efficacy of pharmacotherapy for panic
disorder in pediatric samples; therefore, medication rec-
ommendations are based on uncontrolled studies in pa-
tients with pediatric panic disorder and some controlled
studies demonstrating efficacy for other pediatric anxiety
disorders. In pediatric patients with panic disorder, one
open trial treated 12 patients with various SSRIs (some in
combination with a benzodiazepine) and found significant
improvement in 75% of patients (ages 14–17 years, except
for one 7-year-old patient) (445). Another study based on
chart review of 18 pediatric patients (ages 7–16 years)
showed that paroxetine was well tolerated and signifi-
cantly reduced panic disorder symptoms in approximately
80% of the patients in the study (446). The findings from
these uncontrolled studies, as well as evidence from ran-
domized controlled trials showing SSRIs to be effective
for other pediatric anxiety disorders (447, 448), suggest
that SSRIs are a reasonable treatment option for children
and adolescents with panic disorder. However, such treat-
ment must be undertaken with full consideration of po-
tential risks and benefits of antidepressant use in pediatric
patients (see Section II.H).

A few case reports (449, 450) and case series (451) sug-
gest that imipramine and the high-potency benzodiaze-
pines alprazolam and clonazepam also may have some use
in treating pediatric panic disorder; however, these medica-
tions would not be considered first-line treatment options.

2. Geriatric patients
Although anxiety symptoms and disorders are among the
most common psychiatric ailments experienced by older
adults, epidemiological studies suggest that the preva-
lence of panic disorder in later life may be lower than that
in midlife (452). When panic disorder does occur, it is
more likely to be preexisting rather than new in onset
(453) and is more likely to be associated with co-occurring
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general medical or psychiatric disorders, especially de-
pression (454) or emerging dementia. Thus, for elderly
patients presenting with new panic symptoms, a vigorous
search for alternative and co-occurring diagnoses should
be undertaken, with particular attention to general medi-
cal conditions (e.g., hypercalcemia due to malignancy)
and effects of general medical pharmacological agents.
When panic disorder is present without other co-occur-
ring psychiatric disorders, elderly patients often have less
severe symptoms and less anxiety sensitivity than younger
patients (455).

There have been few systematic prospective clinical
trials to determine the efficacy of standard medications
and/or psychosocial treatments for anxiety disorders
among the elderly. Some evidence suggests that elderly
patients with panic disorder may benefit from cognitive-
behavioral treatments, although there are no randomized
controlled trials with samples comprised exclusively of
geriatric patients with panic disorder (456). Less is known
about the efficacy of other psychosocial treatments or
medication for treating panic disorder in elderly patients.
If medication is used, however, general principles of psy-
chopharmacology would suggest that the starting doses
and therapeutic doses of medication may be lower than
those for younger patients and that dose titration should
occur more slowly than in younger adults. Medications
with longer half-lives will eventually reach higher steady-
state blood levels and toxicity may develop more slowly
than anticipated, confounding interpretation of adverse
effects and potentiating interactions with other medica-
tions. Given the high rates of co-occurring mood disorder
in elderly patients with panic disorder, an antidepressant
is recommended as first-line pharmacotherapy (457). Se-
lective serotonin reuptake inhibitors or SNRIs are pre-
ferred because of their lesser side effect burden relative to
other antidepressant medications in geriatric patients.
Benzodiazepine use should be avoided whenever possible,
since use of long half-life benzodiazepines and long-term
benzodiazepine use can be problematic in geriatric pa-
tients (295, 458).

3. Gender
Panic disorder is more common in women for reasons that
are not yet fully understood. In epidemiological surveys,
the lifetime prevalence of panic disorder is approximately
twice as high in women as in men (33, 459). This gender
difference appears to decrease in elderly cohorts (460).
Despite numerous studies, few consistently replicable dif-
ferences have been found between men and women in
panic disorder phenomenology, course of illness, or treat-
ment responsivity. However, women with panic disorder
are more likely to have severe agoraphobia than are men

with panic disorder. The proportion of female patients in-
creases as the level of agoraphobia intensifies (461–463),
even though, after controlling for level of agoraphobia,
few sex differences emerge in self-reported panic disorder
symptoms (464–466).

Several studies have explored the relationship between
panic disorder and the perinatal period, an important is-
sue in light of the high rate of panic disorder in younger
women. The limited available data suggest that the course
of panic disorder is highly variable during pregnancy and
the postpartum period (467–469). It is also not clear
whether uncontrolled symptoms of panic disorder affect
the course or outcome of pregnancy (470).

The treatment of pregnant and nursing women raises
certain specific concerns regarding the use of antipanic
medications (471, 472). With women of childbearing age,
the risks of treatment during pregnancy and nursing
should be discussed actively and preferably before concep-
tion (473). Treatment with SSRIs during pregnancy (re-
viewed in references 474 and 475) may be associated with
increased rates of spontaneous abortion (476) and with a
greater risk of low birth weight and respiratory difficulties
in the neonate (477). Older reports generally failed to find
associations between antidepressants and risk of congen-
ital malformations; however, more recent findings sug-
gest an increase in the rate of cardiac malformations with
paroxetine treatment, raising increased caution about its
use during pregnancy (475, 478). In addition, SSRI expo-
sure in the third trimester has been associated with a rare
but increased likelihood of persistent pulmonary hyper-
tension of the newborn (479) and, more commonly, a neo-
natal behavioral syndrome suggestive of antidepressant
discontinuation that typically resolves with supportive
care (480–483). A comparable discontinuation syndrome
appears to occur with SNRI treatment and may be more
pronounced in preterm neonates (483). The effects of
benzodiazepines on fetal development are unclear; a meta-
analysis of pooled case-control study data showed an in-
creased relative risk of major malformations and oral clefts
with benzodiazepine treatment whereas meta-analysis of
cohort studies showed no such effect (484). When used
near term, however, benzodiazepines have been associated
with neonatal lethargy, sedation, and weight loss; these
findings suggest that their use should be minimized when-
ever possible (485). In considering the literature on prena-
tal exposure to psychotropic medications for anxiety and
mood disorders, it is also important to note that many
studies have not controlled for potentially confounding
factors (e.g., rates of smoking in women taking psychotro-
pic medications during pregnancy).

The benefits of breast-feeding for women and their in-
fants are well documented (486). However, antidepres-
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sants and benzodiazepines are secreted into breast milk in
measurable quantities, and their central nervous system
effects on the nursing infant are unknown (471, 487–489).

Despite the dearth of literature on the use of psycho-
social interventions for women with panic disorder who
are pregnant, nursing, or planning to become pregnant,
these interventions should be considered in lieu of phar-
macotherapy. Pharmacotherapy may also be indicated but
requires consideration and discussion of the potential ben-
efits and risks with the patient, her obstetrician, and, when-
ever possible, her partner. In making decisions about
breast-feeding, discussions with the infant’s pediatrician are
also useful. Discussions should also consider the potential
risks to the patient and the child of untreated psychiatric ill-
ness (475), including panic disorder and any co-occurring
psychiatric conditions. 

4. Ethnicity and cultural issues
Ethnicity and cultural factors are important to consider in
assessing and treating individuals with panic disorder. As
part of the assessment process, the DSM-IV-TR Outline
on Cultural Formulation (490) can provide a systematic
approach to determining the role of cultural factors in the
clinical presentation. It also allows the psychiatrist to view
the individual patient and the therapeutic relationship
within the context of the patient’s cultural background
and support systems.

Relatively little research has been done pertaining to
anxiety disorders in ethnic or cultural subgroups. In Afri-
can Americans, data on the prevalence of anxiety disor-
ders are somewhat conflicting. The National Institute of
Mental Health Epidemiologic Catchment Area Study in-
dicated that African Americans have a higher lifetime
prevalence of agoraphobia but not panic disorder (491),
the National Comorbidity Survey found no racial differ-
ences in the prevalence of any anxiety disorder (492), and
the National Comorbidity Survey Replication found
lower rates for panic disorder, generalized anxiety disor-
der, and social phobia (492–495). In Hispanic whites, the
National Comorbidity Survey Replication showed lower
risk of panic disorder relative to non-Hispanic whites in
young (younger than age 43 years) cohorts (495).

There is some evidence that panic disorder may
present differently in individuals of different cultural

backgrounds. For example, panic disorder in African
Americans has been specifically associated with isolated
sleep paralysis (496), more intense fears of dying or “going
crazy” (497), and hypertension (498, 499). Studies show
that African American patients seen in primary care set-
tings report more severe somatic symptoms and have a
higher prevalence of panic disorder than whites (500). In
addition, African Americans are more likely to seek help
in medical than in mental health facilities (501, 502). The
culture-bound syndrome ataque de nervios resembles panic
disorder and may be relevant to understanding the symp-
tom presentation of individuals from some Latino groups
(e.g., those of Caribbean background). Although ataque
de nervios is similar to a panic attack in that the patient ex-
periences sudden and intense distress, loss of emotional
control (e.g., crying, uncontrollable shouting) is a more
prominent feature of ataque de nervios. Ataque de nervios
also seems to be a more inclusive concept than panic dis-
order: only 36% of people with ataque de nervios met
panic attack criteria, and only 17%–33% met panic disor-
der criteria (503). Finally, studies have examined the phe-
nomenon of panic among Cambodian and Vietnamese
refugees and highlighted several cultural syndromes that
appear to be the equivalent of panic disorder. These in-
clude “sore neck,” in which Cambodian patients fear that
“wind” and blood pressure may burst the blood vessels in
this area, and the syndrome of orthostatic dizziness, which
is a frequent cue and concomitant of panic attacks in Viet-
namese patients, who also report fears of a “wind over-
load” (504, 505).

In terms of treatment considerations, research findings
indicate that African American (506), Latino (507), and
Vietnamese (508) patients with panic attacks and panic
disorder respond well to CBT treatments that are cultur-
ally adapted to fit these groups. When medications are a
part of the treatment plan, the individual’s cultural context
may influence his or her beliefs about medication (509).
Genetic polymorphisms (e.g., of cytochrome P450 isoen-
zymes) that vary in frequency among different ethnic
groups may influence the patient’s biological response to
medication (e.g., metabolism, sensitivity to side effects)
(510–512); as our understanding of genetic polymor-
phisms expand, these variations may become useful in in-
dividualizing treatment selection (509, 513).
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Part B 
BACKGROUND INFORMATION AND 
REVIEW OF AVAILABLE EVIDENCE

IV. DISEASE DEFINITION, NATURAL HISTORY, 
AND EPIDEMIOLOGY

A. DIAGNOSIS OF PANIC DISORDER
The essential features of panic disorder identified in
DSM-IV-TR are “recurrent unexpected panic attacks”
(Criterion A1) that are followed by 1 month or more of
“persistent concern about having additional attacks,”
“worry about the implications of the attack or its conse-
quences,” or “a significant change in behavior related to
the attacks” (Criterion A2) (Tables 1 and 2).

A panic attack that counts toward a diagnosis of panic
disorder is defined as a “discrete period of intense fear or
discomfort” in which at least four of the following symp-
toms are present: palpitations, pounding heart, or acceler-
ated heart rate; sweating; trembling or shaking; sensations
of shortness of breath or smothering; feelings of choking;
chest pain or discomfort; nausea or abdominal distress;
feeling dizzy, unsteady, light-headed, or faint; derealiza-
tion or depersonalization; fear of losing control or “going
crazy”; fear of dying; numbness or tingling sensations; and
chills or hot flushes (Table 3). The panic attacks that char-
acterize panic disorder are not attributable to the direct
physiological effects of a substance or to a general medical
condition (Criterion C). It also must be established that
the attacks are not better accounted for by another mental
disorder (Criterion D).

Several types of panic attacks may occur. Prototypical is
the unexpected attack, defined as one not associated with a
known situational trigger. However, individuals may also
experience situationally predisposed panic attacks (which
are more likely to occur in certain situations but do not nec-
essarily occur there) or situationally bound attacks (which
occur almost immediately on exposure to a situational trig-
ger), especially in later stages of the illness. Other types of
panic attacks include those that occur in particular emo-
tional contexts, those involving limited symptoms, and noc-
turnal attacks. Although numerous studies have sought to
validate symptom-specific subtypes of panic attacks (e.g.,

cardiorespiratory, dizziness-derealization, nonfearful panic)
as associated with specific levels of functional impairment,
illness severity, comorbidity, or outcome, no consistently
replicable associations have emerged.

In choosing the appropriate DSM-IV-TR diagnosis,
the psychiatrist must also determine if agoraphobia is
present (Criterion B) (see Table 4). Agoraphobia is defined
as “anxiety about being in places or situations from which
escape might be difficult (or embarrassing) or in which
help might not be available in the event of having an un-
expected or situationally predisposed panic attack or
panic-like symptoms” (Criterion A). These situations must
be “avoided or else endured with marked distress or with
anxiety about having a panic attack or panic-like symp-
toms, or require the presence of a companion” (Criterion
B). Finally, it must be established that the anxiety or ago-
raphobic avoidance is not better accounted for by another
mental disorder (Criterion C). Typical situations eliciting
agoraphobia include traveling on buses, subways, or other
public transportation, and being on bridges, in tunnels, or
far from home. Many patients who develop agoraphobia
find that situational attacks become more common than
unexpected attacks. Panic disorder with agoraphobia is
typically a more severe and chronic condition than panic
disorder without agoraphobia (62, 220).

B. SPECIFIC FEATURES OF PANIC DISORDER

1. Cross-sectional issues
There are a number of important clinical and psychoso-
cial features to consider in a cross-sectional evaluation.
First, because there is such variance in the types and du-
ration of attacks that may occur with panic disorder, the
psychiatrist should consider other possible diagnoses.
The psychiatrist should assess the patient for the presence
of life-threatening behaviors, the degree to which the
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panic disorder interferes with the patient’s ability to con-
duct his or her daily routine or to care for self and others,
and the presence of substance use disorders, mood disor-
ders, and other conditions that commonly co-occur with
panic disorder (see Section III.A).

2. Longitudinal issues
Because of the variable nature of panic disorder, it is nec-
essary to consider a number of longitudinal issues when
evaluating the patient. These include the fluctuations in
chronic variants of this condition, the response to prior
treatments, and the development of complications such as
co-occurring psychiatric and medical disorders and med-
ication side effects.

C. NATURAL HISTORY AND COURSE
Panic attacks vary in their frequency and intensity, often
waxing and waning over time and in response to psychoso-
cial stressors. It is not uncommon for an individual to expe-
rience numerous moderate attacks for months at a time or
to experience frequent attacks daily for a short period (e.g.,
a week), with months separating subsequent periods of at-
tacks. Individuals with panic disorder commonly have anx-
iety about the recurrence of panic attacks or symptoms or
about the implications (e.g., “Am I having a heart attack?
Am I going crazy?”) or consequences (e.g., “Will I be able
to drive my children to school?”). Panic disorder, especially
with agoraphobia, may lead to the loss or disruption of in-
terpersonal relationships, especially as individuals struggle
with the impairment or loss of social role functioning and
the issue of responsibility for symptoms. Examples of the
disrupting nature of panic disorder include the fear that an
attack is the indicator of a life-threatening illness despite
medical evaluation indicating otherwise or the fear that an
attack is a sign of emotional weakness. Some individuals ex-
perience the attacks as so severe that they take such actions
as quitting a job to avoid a possible attack. Others may be-
come so anxious that they avoid most activities outside their
homes (i.e., severe agoraphobia).

Evidence from naturalistic follow-up studies of patients
in a tertiary-care setting suggests that at 4–6 years post-
treatment about 30% of individuals are well, 40%–50% are
improved but symptomatic, and the remaining 20%–30%
have symptoms that are the same or slightly worse (514,
515). Thus, the disorder can be seen as one in which there is
much more often improvement with residual symptoms
than remission and one in which relapse after remission is
more common than sustained remission (61).

Panic attacks appear to worsen the prognosis and/or delay
a beneficial treatment outcome in multiple other disorders

that may co-occur with them, including major depression
(16), bipolar disorder (516), psychotic disorders (517), alco-
hol dependence (518), and nicotine dependence (519), and
may be a particularly important risk factor for relapse in both
depressive disorders (520) and alcoholism (521).

Co-occurring disorders may also influence the course
of panic disorder. Prospective follow-up studies have
shown that patients with co-occurring depression have
worse courses of illness (61, 420). Studies of the impact of
personality disorders on the course of panic disorder have
produced mixed results (420, 422).

D. EPIDEMIOLOGY AND ASSOCIATED FEATURES
1. Prevalence and onset
Epidemiologic data collected from multiple countries
have documented similarities in lifetime prevalence
(1.6%–2.2%), age at onset (age 20–29 years), higher risk
in females (about twofold), and symptom patterns of panic
disorder (522). Although the full-blown syndrome is usu-
ally not present until early adulthood, limited symptoms
often occur much earlier. Studies of community samples
suggest that panic disorder occurs in 0.5%–1% of the
general pediatric population (523–525). Panic disorder
can have its onset prior to puberty (526), although this is
relatively uncommon. When panic disorder does occur
prior to adulthood, it is more likely to occur in adoles-
cence, and particularly in females (527). Panic symptoms
in childhood and adolescence are frequently a predictor of
later onset psychiatric disorders (379).

2. Co-occurring disorders
Roughly one-quarter to one-half of individuals diag-
nosed with panic disorder in community samples also
have agoraphobia, although a much higher rate of agora-
phobia is encountered in clinical samples (522). The Na-
tional Comorbidity Survey Replication found that
approximately 20% of patients with lifetime panic disor-
der have agoraphobia.

Among individuals with panic disorder alone, the life-
time prevalence of major depression is 34.7%; in patients
with panic disorder with agoraphobia, the lifetime preva-
lence of major depression is 38.7% (33). Approximately
one-third of patients with panic disorder are depressed
when they present for treatment (528). For individuals pre-
senting to clinical settings with both panic disorder and
major depressive disorder, the onset of depression has been
found to precede the onset of panic disorder in one-third of
individuals, whereas the onset of depression coincides with
or follows the onset of panic disorder in the remaining
two-thirds (529).
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Children and adolescents with panic disorder display
high rates of other co-occurring psychiatric disorders, es-
pecially other anxiety and mood disorders, including bi-
polar disorder (530–532).

3. Morbidity
Epidemiologic studies have clearly documented the mor-
bidity associated with panic disorder (40, 368, 533–538).
Patients with panic disorder, especially with co-occurring
depression, are at higher risk for suicide attempts (368),
impaired social and marital functioning (539), work im-
pairment (533), use of psychoactive medication (535), and
substance abuse (539).

4. Medical utilization
In the Epidemiologic Catchment Area study, subjects
with panic symptoms or disorder, as compared to other
disorders, were the most frequent users of emergency
medical services and were more likely to be hospitalized
for physical problems (535). Similarly, patients with panic
attacks or disorder, who frequently present to ambulatory
primary care settings reporting the somatic manifesta-
tions of their panic attacks, are often not recognized as
having panic attacks unless the syndrome is severe, may
receive extensive and costly medical work-ups, and often
receive poor quality of care and inadequate and inappropri-
ate treatment (540, 541). This phenomenon has sparked in-
terest in disseminating evidence-based panic treatments
to primary care settings (157). There is preliminary evi-
dence that treatment of panic disorder in these settings
may result in a significant cost offset and overall medical-
care savings (542–544).

5. Frequency and nature of treatment
Relative to patients with other psychiatric disorders, pa-
tients with panic disorder seek help relatively frequently

(545–547). Individuals frequently present to nonpsychia-
trists first and may make greater use of the emergency de-
partment (548) or other medical specialists (549). However,
an extensive body of evidence has documented that panic
disorder is undertreated, whether in primary care (541) or
specialty mental health settings (220). In particular, despite
the strong evidence supporting CBT for panic disorder,
this treatment is offered at a low rate, even in specialty
mental health settings. When treatment is finally offered it
is frequently inadequate or inappropriate. Incorrect kinds
or doses of medication are often prescribed for periods of
insufficient length, and psychosocial treatments are fre-
quently provided that have minimal evidence base (550).

6. Family and genetics studies
Family studies using direct interviews of relatives and family
history studies have shown that panic disorder is highly fa-
milial. Results from studies conducted in different countries
(United States, Belgium, Germany, Australia) have shown
that the median risk of panic disorder is eight times as high
in the first-degree relatives of probands with panic disorder
as in the relatives of control subjects (551). A family data
analysis showed that forms of the disorder with early onset
(at age 20 years or younger) were the most familial, carrying
a more than 17 times greater risk (552). Results from twin
studies have suggested a genetic contribution to the disor-
der (553–555).

Genetic studies of panic disorder patients have identified
genes linked to panic subtypes associated with bladder prob-
lems, bipolar illness, and possibly smoking and have identi-
fied some associated genes with functional importance for
anxiety pathophysiology. However, few studies have as yet
been replicated, and it is still unclear whether panic exists in
many distinct genetic forms, each with a different set of
genes, or in one form with an underlying set of genes that
confer broad vulnerability to panic and anxiety (556).

V. REVIEW AND SYNTHESIS OF AVAILABLE EVIDENCE

A. INTERPRETING RESULTS FROM STUDIES 
OF TREATMENTS FOR PANIC DISORDER

1. Measurement of outcomes
In the following sections available data on the efficacy of
treatments for panic disorder are reviewed. Short-term ef-
ficacy has usually been evaluated over the course of 6- to
12-week clinical trials by observing changes in the pres-
ence and severity of patient- and physician-rated panic and
agoraphobic symptoms. Earlier studies have focused on

the primary outcome of being free of DSM-defined panic
attacks at the end of the study. However, patients labeled
“panic free” are not necessarily free of all panic symptoms
(i.e., symptom free). Some studies have shown that reduc-
tions in other dimensions (e.g., agoraphobic avoidance,
functional impairment) are more important to overall im-
provement than reduction in panic frequency (74). Thus,
the field has moved toward a broader definition of remis-
sion that includes substantial reductions in panic attacks,
anticipatory anxiety, and agoraphobic avoidance, as well as
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a return to full function and good quality of life. One scale
commonly used to examine this is the PDSS (51). Some
definitions of remission have included a Clinical Global
Impression (CGI) improvement rating of 1 or 2 (much or
very much improved) and zero panic attacks (88, 557) or a
CGI severity rating of 1 or 2 (borderline or not at all ill)
and zero panic attacks at study endpoint (89, 558).

The long-term efficacy of treatments has been mea-
sured in terms of relapse rates among panic-free or symp-
tom-free patients receiving treatment over the course of
several years. A variety of definitions of relapse have been
used, based on the emergence of a certain number of
symptoms or based on the percentage of change in scores
on symptom rating scales. In some studies, requests for or
use of additional treatment have been considered indica-
tive of relapse; whereas such outcome measures may re-
flect an intervention’s effect on patient functioning as well
as symptoms, they may also be affected by other clinical
and nonclinical factors. Many studies report only short-
term outcome. More studies that include longer follow-
up periods of several years are needed in order to assess
the potential of different treatments to produce sustained
remission.

2. Issues in study design and interpretation
When evaluating clinical trials of medications for panic
disorder, it is important to consider the design of the study
(e.g., whether a placebo-control group was used, the re-
sponse rate in the placebo-control group) and the defini-
tions of treatment response and remission (e.g., which
outcome measures were selected). Response rates as high
as 75% have been observed among patients receiving pla-
cebo in clinical trials of patients with panic disorder (106).
Placebo response rates (often in the range of 40%–50%)
could explain much of the observed treatment effect in
uncontrolled trials or make significant treatment effects
more difficult to detect in controlled trials. It is also im-
portant to consider the potential use of additional treat-
ments that are not prescribed as part of the study protocol
(e.g., psychotherapy, other medications that are not being
directly studied) and whether these factors were rigor-
ously assessed in the study.

Some randomized controlled studies of medications
for panic disorder use an “active” comparator, which may
be a medication or psychosocial intervention with prior
evidence supporting its efficacy in panic disorder. Al-
though these studies are useful for comparing the effica-
cies of interventions, the lack of a placebo group limits the
ability to determine if either agent is more effective than
placebo in particular study populations or with specific
treatment characteristics (e.g., treatment length, clinical
contacts). It is also important to consider the dose of med-

ication(s) employed in pharmacological trials. Some stud-
ies are designed as “fixed-dose” studies, which require
titration to a set dose regardless of patients’ response or
side effects. Such trials allow assessment of a specific dose
but are theoretically more likely to result in study discon-
tinuation for those who cannot tolerate the medication.
“Flexible-dose” studies allow dose adjustment based on
individual tolerability and response, as would be done in
clinical practice, but do not permit comparison of the ef-
ficacy and tolerability of specific doses of medication.

When evaluating studies of psychosocial treatments,
such as CBT, which consist of multiple components, it may
be difficult to determine which components are responsible
for producing beneficial outcomes. It is also important to
consider the nature of the components that are used. For ex-
ample, although the types of CBT used in some trials have
been rigorously defined and have been similar, they have not
been identical and have been usually derived from one of
several related, but not identical, approaches (133, 136,
138). It is also important to note whether a specific treat-
ment protocol has been used and whether efforts have been
made to ensure that all study clinicians have demonstrated
adherence to the protocol as well as competence in deliver-
ing the intervention. Finally, some trials of psychosocial
treatments have employed waiting-list control groups,
which only control for the passage of time and not for the
“nonspecific” effects of treatment (e.g., the benefits of a
therapeutic relationship, positive expectancies for change).

Another factor to consider is the use of medications
that are not prescribed as part of the treatment protocol.
For example, patients in studies of CBT may be using pre-
scription medications that are not taken into consider-
ation in the study design or statistical analysis. In addition,
patients in medication studies may be taking additional
doses of the tested medications or other antipanic medi-
cations (either explicitly, as doses taken as needed, or sur-
reptitiously). Studies that monitor such occurrences have
shown rates of surreptitious benzodiazepine use to be as
high as 33% (278). Furthermore, there is growing interest
in specifically examining the role of treatment for those
who do not respond to initial treatments; these studies may
add a second agent to an initial agent to which a patient has
had minimal or partial response to examine the safety and
potential additional benefit derived from the combination.
These studies provide guidance only for the potential effi-
cacy of the treatment as an adjunct to the specific prior type
of treatment (e.g., as augmentation of CBT or SSRIs).
There are few data examining “next step” interventions
for individuals with panic disorder who do not respond or
tolerate initial first-line treatment(s).

For all studies, it is important to understand the char-
acteristics of the study participants. The demographic
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features of the sample and the inclusion/exclusion criteria
are important to consider. No clinical trial adequately
represents all patients with panic disorder, and some stud-
ies have specifically excluded patients with features (e.g.,
agoraphobia, depression, substance use disorders) that are
frequently encountered in clinical practice.

Another issue important to understand when interpret-
ing results of any study is the use of statistical testing. The
traditional determination of statistical significance has been
the p value, which is typically set at no higher than p<0.05
(i.e., an alpha of 0.05, representing a 5% probability that
the rejection of the null hypothesis—that there was no dif-
ference between the treatments—was in error). It is impor-
tant to note that as sample sizes become large, smaller
absolute differences between the effects of agents on out-
come measures are more likely to be statistically significant
(i.e., achieve a p value 0.05); these differences may be statis-
tically—but not necessarily clinically—significant. Simi-
larly, small studies that fail to find a difference between two
agents may not have had sufficient statistical power to de-
tect such a difference. Under such circumstances, small
randomized controlled trials with negative results cannot
provide definitive conclusions. Further, findings from small
studies are less reliable (i.e., if the same study is repeated
with a different small sample of patients, the results are
more likely to differ from those of the original study than if
a very large study is repeated).

Some studies will also report an “effect size,” which is
another way to measure the magnitude of a difference be-
tween treatments in a trial with somewhat less depen-
dence on sample size (559). Effect sizes can provide a
common metric for comparing the magnitude of effects
across studies. Psychiatrists should also look at the clinical
significance of the level of improvement reported in a
study (e.g., Were patients free of symptoms at the end of
the study? Did they all improve significantly more with
one treatment, but only by a very small amount that would
not be clinically meaningful?). 

Two final measures of effect that may be used in studies
are the odds ratio and the “number needed to treat.” The
odds ratio provides a measure of the odds of one binary
event occurring versus another (e.g., the ratio of the odds
of achieving remission with treatment A, compared to the
odds of achieving remission with treatment B). For exam-
ple, an odds ratio of 2 in a study of the proportion of pa-
tients achieving remission with two different interventions
would suggest that one intervention resulted in twice the
odds of remission as the other. In general, an odds ratio of
1 implies the odds of the outcome are equal for the inter-
ventions, an odds ratio of less than 1 suggests the odds are
less for the comparator treatment, and an odds ratio
greater than 1 suggests the odds are higher for the com-

parator treatment. When interpreting odds ratios, it is also
important to realize that this is not a measure of absolute
difference. Thus, the odds may be represented as the pro-
portion achieving remission divided by the proportion
who do not (e.g., if 20% achieve remission with treatment
A, the odds are 0.2/0.8 = 0.25, or 1 in 4 for treatment A; if
treatment B has a 40% remission rate then the odds of
achieving remission with treatment B are 0.4/0.6 = 0.67, or
2 in 3. The odds ratio for treatment B versus A would then
be 0.67/0.25 = 2.7).

The number needed to treat is another measure of ef-
fect designed to give a sense of how many patients would
need to be treated with the new intervention to achieve
the desired outcome for one additional patient. For exam-
ple, if 20% of the study population achieved remission
with one intervention and 40% with the alternate inter-
vention, the absolute difference would be 20%, or one of
five additional patients achieving remission. Thus, from a
public health point of view, to have one additional patient
achieve remission with the novel intervention than would
with the standard intervention, five patients would need
to be treated. When using these measures to assess the
benefit of a novel intervention clinically, the risks associ-
ated with the intervention (side effects, higher costs, etc.)
should also be considered in a risk/benefit assessment.
More information about odds ratios and number needed
to treat can be found in standard epidemiological text-
books (for example, see reference 560).

B. SPECIFIC PSYCHOSOCIAL INTERVENTIONS
1. Cognitive-behavioral therapy
There are numerous controlled trials demonstrating the
efficacy of CBT for panic disorder (67, 111, 133–144), al-
though specific CBT protocols used in clinical trials vary
in their emphasis on different treatment components.
Meta-analyses of clinical trials have concluded the effects
of CBT for panic disorder are robust and durable (172,
561–564).

To date, the largest controlled efficacy trial of CBT for
panic disorder included 312 panic disorder patients who
were randomly assigned to five groups: imipramine, CBT,
CBT and imipramine, CBT and placebo, and placebo (111).
CBT consisted of 11 individual 50-minute sessions over 12
weeks. The imipramine treatment was slowly titrated up to
a maximum of 300 mg/day. Response was defined as a 40%
or greater reduction in symptoms on the PDSS (50). In this
study, CBT (49% response) was superior to placebo (22%)
at the end of the 12-week acute treatment phase. The re-
sponse rate in the CBT group was statistically equivalent to
that of the imipramine (46%), CBT plus placebo (57%), and
CBT plus imipramine (60%) groups. At the end of the 6-
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month maintenance phase (in which responders were con-
tinued on their medication or on monthly CBT), CBT
(40%) was again superior to placebo (13%) and equivalent
to imipramine (38%). However, the combination of CBT
and imipramine (57%) was significantly superior to all other
treatment conditions, including CBT alone. Finally, at the
end of the 6-month follow-up phase (during which patients
were receiving no treatment), CBT (32%) and CBT plus
placebo (41%) were the only two treatment conditions that
were superior to placebo (9.1%). This study provided evi-
dence for the short- and long-term efficacy of CBT. It fur-
ther showed that CBT is largely equivalent in short-term
efficacy to imipramine and combination treatments, and
that it may produce more durable effects than imipramine
or the combination of CBT and imipramine. See Section
V.B.6 for further discussion of this study.

Several studies have examined the use of one component
of CBT, situational exposure, specifically for patients with
panic disorder who also have substantial agoraphobia (149,
184, 218, 565–568). These studies support the efficacy of
exposure treatment in reducing panic and agoraphobic
symptoms. Given the efficacy of exposure treatment, some
investigators have questioned whether more elaborate pro-
tocols that include cognitive restructuring are necessary for
treatment of panic disorder (especially when agoraphobic
symptoms are the main problem). One comparative study
showed similar rates of response for patients treated with
exposure therapy alone and for those who received a CBT
package that included both cognitive and exposure tech-
niques (140).

Some CBT protocols teach breathing retraining as an
anxiety management skill; however, the incremental ben-
efit of this treatment component has been questioned in
the literature (142, 175). In one study, 77 patients with
panic disorder were randomly assigned to receive CBT
with breathing retraining, CBT without breathing retrain-
ing, or a delayed-treatment control (175). Both forms of
CBT were superior to the waiting-list condition on most
outcome measures; however, CBT with breathing retrain-
ing was no better than the version of CBT without breath-
ing retraining, despite the fact that patients learned an
additional anxiety management skill. Moreover, at post-
treatment the group that received CBT without breathing
retraining was superior to the control group on 11 of 12
outcome measures, whereas the group that received CBT
with breathing retraining was superior to the control
group on only 8 of 12 outcome measures. Thus, breathing
retraining did not contribute any incremental benefit over
other CBT components, and there was some evidence that
it was associated with poorer response (175).

Many patients who respond to short-term CBT (i.e.,
10–15 sessions) experience long-lasting beneficial effects

(111, 135, 569, 570). In the longest follow-up study to
date, reported by Fava and colleagues (571), 200 consec-
utive patients with panic disorder were treated with 12
sessions of exposure therapy. Patients with co-occurring
major depressive disorder, social phobia, and/or obses-
sive-compulsive disorder were excluded. Of the 200 pa-
tients, 165 were panic free after treatment, and 132
patients were available for follow-up between 2 and 14
years (median of 8 years). Twenty-three percent of the 132
patients had a relapse at some time during follow-up.
These findings suggested that the majority of patients
who responded acutely to exposure therapy experienced
long-lasting maintenance of response. However, the
conclusion may not be generalizable to patients with co-
occurring conditions (e.g., depression), who were not rep-
resented in the study. Another limitation is that some
patients (30%) were unable to fully taper benzodiazepines
during the treatment period. Remission of symptoms
therefore may not be completely attributable to the expo-
sure therapy. However, use of benzodiazepines during ex-
posure treatment predicted worse outcome in this sample,
making it unlikely that medication effects explain the sus-
tained remission in the majority of patients who re-
sponded well to exposure therapy.

Given the efficacy of 12 weekly sessions of CBT, there
have been attempts to modify the treatment such that it
can be delivered to a wider population of patients with
panic disorder. Initial open-label and small randomized
controlled trials have found that modified forms of CBT
are efficacious. Studies have examined the impact of CBT
delivered by telephone (184), assisted by a computer
(186), using virtual reality (572), or given in a high-density
format (i.e., several hours of therapy within a few days)
(182, 183). There has been interest in reducing clinician
time by having a computer assist in some of the routine
components of CBT (139, 188, 189). Although some
studies have reported similar efficacy between computer-
assisted psychotherapy and therapist-conducted psycho-
therapy (186), other studies have not replicated these
findings (139). Larger controlled trials are required.

2. Psychodynamic psychotherapy
Support for psychodynamic psychotherapy targeting panic
disorder includes observations of experts in psychodynamic
therapy (145, 204, 205, 573), as well as uncontrolled studies
and case reports (201, 204, 574–579) published over its
long history of use. Published literature also discusses the
theoretical rationale for applying psychodynamic princi-
ples in panic disorder treatment (205, 580–582).

More recently, manual-guided PFPP (145, 583, 584) has
been shown to be efficacious in a randomized controlled trial
(146). This controlled trial supported the efficacy of PFPP in
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reducing the severity of panic symptoms and improving psy-
chosocial functioning and showed that these treatment gains
were maintained at a 6-month follow-up. Forty-nine adult
patients with panic disorder were randomly assigned to ei-
ther PFPP (26 patients) or applied relaxation therapy (23 pa-
tients). Both groups received individual sessions twice
weekly for 12 weeks. Panic-focused psychodynamic psycho-
therapy showed significantly superior reduction in panic
symptoms measured by the PDSS (76% vs. 39%) and a
greater reduction in functional impairment as measured by
the Sheehan Disability Scale. These findings provide initial
support for the use of PFPP as a treatment for panic disorder
and suggest a need for further research in this area. It is un-
known whether the positive results obtained with PFPP gen-
eralize to other forms of psychodynamic psychotherapy that
are more commonly offered in the community (e.g., psycho-
dynamic psychotherapy that has a broader focus).

3. Eye movement desensitization and reprocessing
Originally developed as a treatment for posttraumatic
stress disorder (206), EMDR involves reprocessing dis-
tressing memories while engaging in guided eye move-
ment. It has been studied as a possible treatment for panic
disorder in two trials. In the first study, 40 patients with
panic disorder were randomly assigned to EMDR, a ver-
sion of EMDR that excluded the definitive eye movement
component (eye fixation exposure and reprocessing
[EFER]), or a waiting-list control condition (207). At post-
treatment, the EMDR group was superior to the waiting-
list control group on all outcome measures but superior to
EFER on only two of five outcome measures. By 3-month
follow-up, with 28 patients remaining in the sample,
EMDR and EFER were equivalent. Because subjects in the
waiting-list control group were crossed over to an active
form of treatment, no comparison with a waiting-list con-
trol condition was possible. Although EMDR was statisti-
cally superior to the control conditions at post-test, the
researchers questioned the clinical significance of its effect
because very few patients who received EMDR showed
substantial functional recovery at follow-up (207). The sec-
ond trial included 46 patients with panic disorder who were
assigned to EMDR, a credible attention-placebo control,
or a waiting-list control (208). In this study, EMDR was su-
perior to the waiting-list control on only two of four out-
come measures and was equivalent to the attention-placebo
control. Investigators concluded that the results did not
support the use of EMDR as a treatment for panic disorder.

4. Group therapy
Reports in the literature of group therapy in the treatment
of panic disorder have consisted primarily of cognitive-be-
havioral approaches. Evidence suggests that group CBT

and individually administered CBT may be equally effec-
tive (137, 176–179). In one study, 67 patients with panic
disorder were randomly assigned to group CBT or a de-
layed treatment control (137). At posttreatment, 64% of
the group CBT participants met the criteria for remission
(defined as attainment of normal functioning on measures
of panic attacks, anxiety, and avoidance). Only 9% of the
control group met the remission criteria at posttreatment.
The remission rate reported in this study compares favor-
ably to remission rates reported in trials of individually ad-
ministered CBT and pharmacotherapy.

Mindfulness-based stress reduction, which includes
training in meditation and relaxation strategies, is another
group-based treatment that has a limited research base in
relation to panic disorder. The effectiveness of this treat-
ment was evaluated in one uncontrolled trial that included
22 patients with either panic disorder or generalized anx-
iety disorder (209). The 8-week program was associated
with significant reductions in ratings of anxiety symptoms
and panic attacks (209), and a 3-year follow-up study sug-
gested that these benefits were maintained (210).

Other types of groups that are sometimes recom-
mended to patients with panic disorder (e.g., medication
support groups, consumer-run self-help groups) have not
been evaluated empirically.

5. Marital and family therapy
There are very few studies on the use of marital or family
therapy alone for the treatment of panic disorder or agora-
phobia. Findings from one very small comparative efficacy
study that included 11 patients suggested that systems-
oriented marital therapy was inferior to partner-assisted ex-
posure therapy in reducing panic symptoms (211). In con-
trast, partner-assisted exposure therapy for panic disorder
has been shown to reduce symptoms of panic disorder in
several studies, at levels roughly comparable to individually
administered exposure therapy (180). Some studies of
group CBT have shown an advantage when partners were
included in the treatment group, compared to when pa-
tients attended the group alone (177, 212, 213). Another
study showed more benefits of adding couples-based com-
munication training to exposure treatment compared to
adding couples-based relaxation training to exposure treat-
ment (214). Thus, some evidence exists that couples-based
interventions can enhance response to exposure treatment
and CBT (180). No empirical studies of the involvement of
partners or family members in other types of treatment
(e.g., pharmacotherapy) have been published.

6. Combined treatments
Investigators have examined use of the combination of
antidepressants and CBT for patients with panic disorder
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and agoraphobia. Some older studies that evaluated
short-term efficacy showed that the combination of the
TCA imipramine with one component of CBT, behav-
ioral exposure, was superior to imipramine alone (152,
153) or exposure plus placebo (91, 150, 153). In studies
using SSRIs, paroxetine plus CBT was statistically supe-
rior to CBT plus placebo on two of three outcome mea-
sures after acute treatment (69), and, in the short-term,
fluvoxamine plus placebo was superior to exposure alone
in the treatment of panic disorder with severe agorapho-
bia (68).

The largest randomized controlled trial to date that
evaluated combination treatment included 312 panic dis-
order patients who were randomly assigned to five
groups: imipramine, CBT, CBT and imipramine, CBT
and placebo, and placebo (111) (also described in Section
V.B.1). A 12-week acute-phase assessment demonstrated
that the response rate for the combination of CBT and
imipramine (60%) was superior to the response rate for
placebo (22%) but statistically equivalent to the response
rate for CBT alone (49%), imipramine alone (46%), and
CBT plus placebo (57%). The combination of CBT and
imipramine (57%) demonstrated a statistically significant
advantage over CBT alone (40%), imipramine alone
(38%), CBT plus placebo (47%), and placebo (13%) at
the end of the 6-month maintenance phase. However, at
the end of an additional 6-month follow-up phase (during
which patients were receiving no treatment), the combi-
nation of CBT plus imipramine (25%) was equivalent to
placebo (9%). Only CBT (32%) and CBT plus placebo
(41%) were superior to placebo after treatment with-
drawal. This study suggested a relatively modest benefit
of combination treatment, which was apparent at the as-
sessment point conducted after 6 months of maintenance
treatment. This modest benefit must be considered
alongside the evidence that simultaneously initiating
medication and CBT may have negatively influenced the
durability of the effects of CBT after all treatments were
withdrawn. Of those who responded to acute treatment
and were carried into the follow-up phase, CBT and CBT
plus placebo were shown to have higher response rates
than CBT plus imipramine (111).

Another randomized controlled trial, which included
154 patients, compared alprazolam plus exposure, alpra-
zolam plus relaxation (psychosocial placebo), placebo
plus exposure, and placebo plus relaxation (double pla-
cebo) (149). Among patients who received alprazolam,
doses were titrated up to 5 mg/day. In the acute term, all
four groups improved significantly on panic measures
and were not statistically different. After treatment with-
drawal, participants who received exposure plus al-
prazolam were less likely to maintain their response,

compared to those who received exposure plus placebo
(149).

A study of treatment for panic disorder in primary care
that included 232 patients found that a collaborative-care
intervention that included CBT plus pharmacotherapy
was more effective than the usual care (i.e., pharmacother-
apy alone) (157). Collaborative care included six sessions
of CBT adapted for primary care (159) and algorithm-
based pharmacotherapy. At 12-month follow-up, 68% of
the patients in the collaborative-care group and 38% in the
treatment-as-usual group met the criteria for response.
The addition of CBT to medications led to statistically and
clinically significant improvements, compared to medica-
tions alone (158).

A follow-up study looking at remission from panic dis-
order with agoraphobia after drug treatment in patients
who received concurrent CBT appeared to show a long-
term therapeutic advantage of integrated treatment over
medication alone. Among 32 patients who received med-
ication alone, 25 (65%) relapsed during the first year,
whereas among 21 patients who received integrated treat-
ment, only three (14.3%) relapsed (585).

The discontinuation of benzodiazepines, such as al-
prazolam or clonazepam, for patients with panic disorder
is often accompanied by withdrawal symptoms and re-
lapse into panic disorder. Several studies have shown that
using adjunctive CBT in this clinical situation results in
successful discontinuation of the benzodiazepine for sig-
nificantly more patients (354–357).

There has been one study of the combination of psy-
chodynamic psychotherapy with medication (156). Pa-
tients with panic disorder (with and without agoraphobia)
were randomly assigned to receive clomipramine alone or
clomipramine plus 15 sessions of psychodynamic psycho-
therapy. The combination treatment resulted in a signifi-
cantly reduced relapse rate over 18 months, relative to the
clomipramine monotherapy (156).

C. PHARMACOLOGICAL INTERVENTIONS
Medications have been known to be useful in the treat-
ment of panic disorder for more than 40 years. Most stud-
ies have focused on their ability to stop or reduce the
frequency of panic attacks, but many have also addressed
the effect of medication on anticipatory anxiety, agora-
phobic avoidance, limited symptom attacks, associated
depression, and global function. Medications from several
classes have been shown to be effective. When interpret-
ing results from trials of pharmacological interventions, it
is important to consider the study design and methods for
measuring treatment outcome (see Section V.A) and the
funding source of the study.
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1. Selective serotonin reuptake inhibitors

a. Efficacy
Numerous clinical trials indicate that the SSRIs are effec-
tive for the acute and long-term treatment of panic disor-
der, although there is no clear evidence of differential
efficacy among agents in this class. Whereas an early meta-
analysis (586) suggested that the effect size for improve-
ment with SSRIs in panic disorder was significantly greater
than for alprazolam or imipramine, subsequent meta-anal-
yses incorporating a larger number of SSRI studies dem-
onstrated comparable efficacy for the SSRIs and TCAs,
with mixed results regarding the question of whether
dropout rates were lower in studies in which patients re-
ceived SSRIs, compared to those for TCAs (587, 588).

Data from a number of large randomized controlled tri-
als demonstrate the acute and long-term efficacy of fluox-
etine for panic disorder (74, 80, 83). Results from one
multicenter, double-blind, placebo-controlled study dem-
onstrated that doses of both 10 mg/day and 20 mg/day
were effective, although the 20 mg/day dose was more
consistently effective across a variety of measures (74).

Results for a number of large randomized controlled
trials demonstrate the efficacy of sertraline for the acute
and long-term treatment of panic disorder (76–78, 82,
85). Results from a fixed-dose randomized controlled trial
of 50 mg/day, 100 mg/day, or 200 mg/day of sertraline
showed significantly greater reduction for the SSRI, com-
pared to placebo, on measures of panic and anxiety, with-
out evidence of a dose-response relationship (76).

Paroxetine, both in its immediate-release and con-
trolled-release formulation, has demonstrated efficacy
for the acute and long-term (immediate-release formula-
tion) treatment of panic disorder in several large random-
ized controlled trials (69, 70, 72, 73, 79, 87). Ballenger
and associates (73) compared placebo to three doses of
paroxetine; the percentages of patients given paroxetine
at daily doses of 40 mg, 20 mg, and 10 mg and patients
given placebo who were subsequently panic free were
86%, 65%, 67%, and 50%, respectively. Only the differ-
ence between 40 mg/day of paroxetine and placebo was
statistically significant.

Several randomized controlled trials of fluvoxamine for
panic disorder have also been published, with most (66–68,
84), although not all (256, 589), demonstrating efficacy of
this agent for panic disorder. In one study (66), a greater
proportion of patients who had been given fluvoxamine be-
came panic free, compared with those who received pla-
cebo (61% vs. 36%). Fluvoxamine has been shown to be
effective in doses from 100 mg/day to 300 mg/day (84).

Citalopram has also demonstrated acute and long-term
efficacy for panic disorder in large randomized controlled

trials (71, 75, 81, 86). In one double-blind trial in which
475 patients were randomly assigned to receive citalo-
pram (10–15 mg/day, 20–30 mg/day, or 40–60 mg/day),
clomipramine (60–90 mg/day), or placebo, citalopram at
20–30 mg/day or 40–60 mg/day was significantly superior
to placebo; citalopram at 20–30 mg/day was more effec-
tive than 40–60 mg/day and comparable to clomipramine
(71). In one 10-week, double-blind, randomized controlled
trial of escitalopram and citalopram, administration of esci-
talopram led to a significantly greater reduction in panic
frequency, compared to placebo, and had comparable
overall efficacy to citalopram (86).

b. Implementation issues

1. Side effects
The concerns and debate regarding the relationship be-
tween antidepressants and increased suicidality have al-
ready been reviewed (see Section II.H).

There is accruing evidence for a discontinuation syn-
drome caused by the abrupt discontinuation of SSRIs (85,
258, 259). Although most evidence comes from studies of
patients who are being treated with SSRIs for depression,
Black and colleagues (67) studied the effect of abrupt with-
drawal of fluvoxamine from patients with panic disorder
after 8 months of treatment. A discontinuation syndrome
characterized by dizziness, incoordination, headache, irri-
tability, and nausea began within 24 hours, peaked at day 5
after withdrawal, and was generally resolved by day 14.

2. Length of treatment
There are few data on the optimum length of treatment
following response. Gergel and associates (342) selected
patients who had responded to paroxetine in an acute-
phase trial and randomly assigned them to receive placebo
or 10 mg/day, 20 mg/day, or 40 mg/day of paroxetine for a
12-week maintenance period. After the maintenance
phase, the rate of relapse was significantly higher among
the responders who had crossed over to placebo than
among those whose paroxetine treatment had been main-
tained (30% vs. 5%).

LeCrubier and associates (70) evaluated the efficacy of
paroxetine, clomipramine, and placebo for patients who
completed a 12-week double-blind trial and then chose to
continue receiving the randomly assigned treatment for an
additional 36 weeks. Compared with the placebo-treated
patients, the patients who received paroxetine experienced
significantly greater reductions in panic symptoms, and a
larger proportion remained free of panic attacks through-
out the long-term study. There were no significant differ-
ences in efficacy between paroxetine and clomipramine.

Rapaport and associates (85) examined the long-term
efficacy of sertraline in the treatment of panic disorder. Pa-
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tients received 52 weeks of open-label sertraline treatment
followed by a 28-week, double-blind, placebo-controlled
discontinuation trial. Compared to those blindly tapered
and switched to placebo, patients who continued to receive
sertraline were less likely to have an exacerbation of panic
symptoms (13% vs. 33%) or discontinue the study because
of insufficient clinical response (12% vs. 24%).

2. Serotonin-norepinephrine reuptake inhibitors
Three large, international, randomized controlled trials
have been performed that together provide support for
the efficacy and safety of venlafaxine ER for panic disor-
der. In a multicenter study of 361 individuals with panic
disorder without co-occurring depression, the intent-to-
treat population consisted of 160 participants who were
randomly assigned to receive a 10-week course of ven-
lafaxine ER flexibly dosed from 75 mg/day to 225
mg/day (initiated at 37.5 mg/day for 4 days) and 168 par-
ticipants who were randomly assigned to receive
matched placebo (88). Although this study failed to find
a statistically significant difference between venlafaxine
ER and placebo on the a priori primary endpoints (CGI
severity rating and proportion of participants free of
panic attacks at study endpoint), there was a significantly
greater reduction in panic attacks, with overall improve-
ment as rated by the CGI improvement rating and re-
mission at endpoint (defined as a CGI improvement
rating of 1 or 2 and no panic attacks) for the venlafaxine
ER group. In a second multicenter randomized con-
trolled trial, which included 664 individuals with panic
disorder without co-occurring depression, participants
were randomly assigned to receive venlafaxine ER at
fixed doses of 75 mg/day or 150 mg/day, paroxetine at 40
mg/day, or placebo for 12 weeks after a 2-week placebo
lead-in period (89). All active treatments were found to
be significantly more effective than placebo, with no sig-
nificant difference between the venlafaxine ER doses or
paroxetine and somewhat less sedation with the ven-
lafaxine ER doses (3% and 4%) than with paroxetine
(13%). In a third multicenter randomized controlled
trial, which included 653 individuals with non-co-occur-
ring panic disorder, participants were randomly assigned
to receive 225 mg/day of venlafaxine ER, 75 mg/day of
venlafaxine ER, 40 mg/day of paroxetine, or placebo for
12 weeks after a single-blind placebo lead-in (590). In
this study, a significantly greater proportion of patients
receiving the active medications were panic free and in
remission (defined as a CGI severity score of 1 or 2 or
zero panic attacks) at endpoint and had greater response
from weeks 2 or 3 onward as measured by the CGI im-
provement rating. All active treatments were generally
well tolerated.

An additional study examined the ability of venlafaxine
ER to prevent relapse in individuals whose panic disorder
symptoms had responded to a 12-week course of flexibly
dosed (75–225 mg/day) venlafaxine ER (344). Of the 89
individuals who had been randomly assigned to receive
venlafaxine ER, time to relapse was significantly longer
than in the 80 individuals assigned to receive placebo.
During the 26-week follow-up period, secondary mea-
sures of therapeutic efficacy, including quality of life and
disability, also showed a significant benefit for venlafaxine
ER treatment, relative to placebo.

There are currently no systematic data available on the
use of duloxetine in panic disorder, although its similar
mechanism of action to venlafaxine suggests it could be a
potentially effective agent.

3. Tricyclic antidepressants

a. Efficacy
The first controlled study documenting the efficacy of
the TCA imipramine in blocking panic attacks was con-
ducted by Klein and published in 1964 (90). In this study,
imipramine was superior to placebo for antipanic effect
and for change in the CGI. Since then, numerous con-
trolled trials have shown that imipramine is effective in re-
ducing panic attacks (91, 92, 94–102, 104, 105, 107, 108,
111). After treatment with imipramine, 45%–70% of pa-
tients were found to be panic free, compared to 15%–
50% of those receiving placebo. In addition, patients
with panic disorder who were treated with imipramine
had less agoraphobic avoidance and anticipatory anxiety
than those receiving placebo.

A number of placebo-controlled randomized trials
have documented the acute and long-term efficacy of clo-
mipramine for panic disorder (70, 72, 79, 103, 109, 110).
Clomipramine appears at least as effective as imipramine
for panic disorder (93); in the one double-blind, placebo-
controlled study addressing this issue, clomipramine (mean
dose of 109 mg/day) was superior to both imipramine
(mean dose of 124 mg/day) and placebo in panic reduc-
tion and decrease in score on the Hamilton anxiety scale
(102). Most placebo-controlled studies comparing clo-
mipramine to an SSRI demonstrate equivalent efficacy,
although with a less favorable side effect profile for the
TCA.

The few studies that have evaluated other TCAs for
panic disorder support the efficacy of desipramine (106)
and nortriptyline (112). However, randomized trials com-
paring desipramine with clomipramine (591) and mapro-
tiline with fluvoxamine (272) both found the more
noradrenergic TCA to be less effective than the seroto-
nergic comparator.
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b. Implementation issues

1. Side effects
Several research studies have shown that some patients
with panic disorder are sensitive to both the beneficial and
adverse effects of  TCAs (91, 106). For example, Zitrin
and associates (91) found that 20% of the patients in their
study could not tolerate doses of imipramine higher than
10 mg/day but still experienced panic blockade. Higher
doses of TCAs are associated with a higher dropout rate in
research studies. For example, Mavissakalian and Perel
(108) reported that among subjects treated with an aver-
age of 35 mg/day, 99 mg/day, and 200 mg/day of imi-
pramine, the dropout rates because of drug side effects
were 6%, 15%, and 36%, respectively.

2. Dose
Few studies have rigorously addressed the optimum dose
of TCAs for panic disorder. In most research studies, the
mean final dose is approximately 150 mg/day of imip-
ramine and the maximum final dose is up to 300 mg/day.
Mavissakalian and Perel (108) randomly assigned patients
with panic disorder to low-dose (mean, 35 mg/day), me-
dium-dose (mean, 99 mg/day), and high-dose (mean, 200
mg/day) imipramine. They found that both the medium
and high doses were superior to placebo in reducing panic
and not significantly different from each other; the low
dose was no more effective than placebo.

There is a suggestion in the literature that clomip-
ramine may be effective in somewhat lower doses than
imipramine. Clomipramine can generally be used effec-
tively with doses less than 150 mg/day. Given the results
of the studies by Modigh and associates (102) and Cassano
and colleagues (93), it may be reasonable to administer
clomipramine in a dose range of 25–150 mg/day.

3. Length of treatment
Most controlled trials of TCAs for the treatment of panic
disorder were for a minimum of 8 weeks, and time to pa-
tients’ response has not always been reported. There are
few long-term studies of TCA treatment for panic disorder
in the literature. Cassano and colleagues (99) continued to
treat patients with imipramine or placebo for 6 months af-
ter an acute-phase 8-week study and found that imi-
pramine remained superior to placebo for panic
reduction. Curtis and associates (104) also maintained pa-
tients on a regimen of placebo or imipramine for up to 8
months after acute 8-week treatment and found that the
placebo-treated patients had more panic attacks and ago-
raphobic avoidance and were more likely to drop out of
treatment during the maintenance phase. The limited
available data are mixed about whether patients who remit
during treatment benefit more from over a year of subse-

quent treatment, compared with 6 months of continued
pharmacotherapy prior to discontinuation (343, 592,
593). In one study that examined the impact of longer-
term treatment with imipramine on relapse, relapse rates
for a combined group of patients who were randomly as-
signed to receive placebo discontinuation or open discon-
tinuation after 12–30 months of remission were compared
with relapse rates for patients randomly assigned to pla-
cebo discontinuation after 6 months of remission (592).
The rates of reported relapse were nearly identical for the
two groups (37%) during the follow-up period after dis-
continuation, suggesting that the achievement of remis-
sion prior to treatment discontinuation may be a more
critical determinant in preventing relapse than the subse-
quent duration of maintenance therapy.

4. Benzodiazepines

a. Efficacy
Alprazolam has been studied more extensively than any
other benzodiazepine for the treatment of panic disorder
and is approved by the FDA for the treatment of panic dis-
order. Eleven trials of alprazolam IR for treatment of
panic disorder have been published, including the Cross-
National Collaborative Panic Study, which involved more
than 1,000 patients randomly assigned to receive imip-
ramine, alprazolam, or placebo (594). Nine of the trials
were double-blind, and seven were placebo-controlled.
Two meta-analyses of studies on alprazolam treatment for
panic disorder are also available (402, 586).

In six of the seven double-blind, placebo-controlled
trials, alprazolam was found to be superior to placebo in
the treatment of panic attacks (104, 116, 118, 122, 123,
126), although the remaining trial did not assess panic at-
tacks as an outcome measure (276). The percentage
ranges of patients who were panic free (generally assessed
over a 1-week period) at endpoint were 55%–75% for al-
prazolam (at doses of 5–6 mg/day) and 15%–50% for pla-
cebo. These percentages represent the intent-to-treat
proportions (i.e., the panic-free proportion of patients
who were originally assigned to receive active treatment
or placebo at the start of the trial); the differences between
the completers were less striking or nonsignificant be-
cause of higher dropout rates for the nonresponders in the
placebo groups. Alprazolam was superior to placebo in re-
ducing agoraphobic avoidance in five of the six studies in
which it was assessed, disability in five of five studies, an-
ticipatory anxiety in three of three studies, and Hamilton
anxiety scale scores in six of seven studies. In most of the
studies, patients with primary current major depression
were excluded and the level of agoraphobic avoidance was
moderate.
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Four of the 11 trials compared alprazolam to imip-
ramine (104, 126, 221, 594). Three of these trials were
double-blind. Alprazolam and imipramine were compara-
ble in efficacy as measured by reduction of panic attacks
and phobias, Hamilton anxiety scores, disability ratings,
and CGI ratings. More dropouts occurred in the imip-
ramine group in three of the four studies.

These data support the efficacy of alprazolam (espe-
cially in the 5–6 mg/day range) in treating multiple dimen-
sions of illness in patients with panic disorder who do not
have primary current major depression. A sustained-re-
lease form of alprazolam is FDA-approved for once-daily
dosing based on two placebo-controlled studies (125, 129).

Fourteen studies regarding other benzodiazepines
have also been published (113–117, 119–122, 124, 127,
128, 130–132). These studies support the short-term effi-
cacy of other benzodiazepines for panic disorder. The
agents studied include clonazepam (effective in the three
double-blind, placebo-controlled trials and the only other
FDA-approved benzodiazepine besides alprazolam), diaz-
epam (effective in two of two trials, both double-blind and
one placebo-controlled), and lorazepam (equivalent to al-
prazolam in three of three double-blind trials). One study
showed superiority of imipramine over chlordiazepoxide.

Three controlled trials have established that the short-
term (4–6 week) addition of benzodiazepines (alprazolam
and clonazepam) to antidepressants produces a more
rapid therapeutic response (100, 222, 223). Whereas no
discontinuation problems were reported in the two stud-
ies using the longer half-life clonazepam added to an SSRI
and a 3-week taper (222, 223), 10 of 17 patients in the al-
prazolam study were unable to taper from 1.5 mg/day to
discontinuation in 2 weeks after 4–6 weeks of treatment
added to imipramine (100).

b. Implementation issues

1. Side effects
The adverse effects of benzodiazepines in patients with
panic disorder appear similar to those reported when ben-
zodiazepines are used for other indications. They include
primarily sedation, fatigue, ataxia, slurred speech, memory
impairment, and weakness. Some sedation or drowsiness
occurred in 38%–75% of alprazolam-treated subjects and
11%–21% of those taking placebo. In addition, an in-
creased risk of motor vehicle accidents in association with
benzodiazepine use has been reported (288). In geriatric
patients, the risk of falls and fractures appears to be greater
in individuals taking a benzodiazepine, regardless of the
medication half-life or duration of use (283–287, 295, 458,
595, 596).

Memory problems were reported by up to 15% of pa-
tients taking alprazolam and 8.5% of patients taking pla-

cebo in the Cross-National Collaborative Panic Study
(101). However, patients may not recognize their own
cognitive impairment, which limits spontaneous report-
ing of this side effect and has prompted several controlled
studies to more systematically investigate the cognitive ef-
fects of these agents in people with panic disorder. Two
placebo-controlled studies have examined the effects of
alprazolam on short-term memory at baseline and in the
acute (8–12 week) treatment phase in small samples of pa-
tients with panic disorder (about 20 patients per group).
In one study using alprazolam IR at a mean dose of 5.5
mg/day, some evidence of memory impairment was found
(292), whereas no evidence of memory impairment was
found in another study using alprazolam extended release
at a mean dose of 4 mg/day (293). A follow-up of the pos-
itive study found that, 3.5 years after discontinuation,
there were no long-term memory deficits, suggesting that
there is no carryover effect after medication has been dis-
continued (597). Two other reports, one meta-analysis
(598) and one review (296), do not provide convincing ev-
idence of long-term cognitive effects of benzodiazepines
in mixed groups of patients because of the spotty nature of
the findings and because many studies have serious meth-
odologic flaws.

Major concerns about benzodiazepine tolerance and
withdrawal have been raised. However, according to the
report of the APA Task Force on Benzodiazepine Depen-
dence, Toxicity, and Abuse, “There are no data to suggest
that long-term therapeutic use of benzodiazepines by pa-
tients commonly leads to dose escalation or to recre-
ational abuse” (294). The studies of long-term alprazolam
treatment for panic disorder show that the doses patients
use at 32 weeks of treatment are similar to those used at 8
weeks, indicating that, as a group, patients with panic dis-
order do not escalate alprazolam doses or display toler-
ance to alprazolam’s therapeutic effects, at least in the first
8 months of treatment. Furthermore, data in the more se-
verely ill Medicaid population with a mix of mostly mood
and anxiety disorder diagnoses show that long-term use of
benzodiazepines (at least 2 years) does not typically result
in dose escalation, with the incidence of escalation to a
high dose being 1.6% (346). Nevertheless, studies of dose
escalation following longer periods of benzodiazepine
use, especially in specific cohorts of patients with panic
disorder, are lacking, making it difficult to draw definitive
conclusions about the potential for benzodiazepine toler-
ance in the clinical treatment of panic disorder.

In terms of the occurrence of benzodiazepine with-
drawal symptoms, studies of alprazolam discontinuation in
patients with panic disorder demonstrated that significant
numbers (ranging from 33% to 100%) are unable to com-
plete a taper of the medication after 6 weeks to 22 months
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of treatment. Another study showed that, compared with
imipramine, alprazolam causes significantly more with-
drawal symptoms, recurrent panic attacks, and inability to
discontinue the medication (351). An additional study sug-
gested that patients with panic disorder have more diffi-
culty during tapering of alprazolam than do those with
generalized anxiety disorder, even when the patients in
both groups are treated with similar doses (599). Difficul-
ties during alprazolam tapering seem most severe during
the last half of the taper period and the first week after the
medication is discontinued. In many instances, it is diffi-
cult to determine the extent to which symptoms are occur-
ring because of withdrawal, rebound, or relapse. 

The one study comparing diazepam to alprazolam for
panic disorder indicated that both are no different from
placebo during gradual tapering of the first half of the
dose (600). With abrupt discontinuation of the remaining
dose, however, alprazolam caused significantly more anx-
iety, relapse, and rebound. This finding is consistent with
reports of the APA Task Force on Benzodiazepine Depen-
dence, Toxicity, and Abuse (294), which suggest that there
are more difficulties with short half-life, high-potency
compounds. However, apart from this one study, the issue
of discontinuation of benzodiazepines with short versus
long half-lives or high versus low potency has not been
adequately addressed in relation to panic disorder. In ad-
dition, studies by Schweizer, Rickels, and associates (126,
351) of benzodiazepine-treated patients with other psy-
chiatric disorders show no significant effect of half-life on
the results of a gradual taper, but greater withdrawal se-
verity after abrupt discontinuation with compounds that
have shorter half-lives and with higher daily doses. Taken
together, these studies suggest that half-life is less of a fac-
tor, or in fact may not be important, given a gradual taper
schedule. 

Other data suggest that certain personality traits may in-
crease the likelihood of discontinuation effects in panic dis-
order patients. In one study of 123 patients with panic
disorder, after accounting for the effects of dose and dura-
tion of alprazolam use, as well as pretreatment anxiety and
panic frequency, measures of anxiety symptom sensitivity
and avoidance predicted difficulty discontinuing alpraz-
olam during a tapered, gradual withdrawal process (353).

2. Dose
Very few studies have empirically evaluated dosing of ben-
zodiazepines for panic disorder. Two studies compared al-
prazolam doses of 6 mg/day and 2 mg/day (95, 278). One
of the studies showed a significant advantage for the
higher dose in reducing frequency of panic attacks (95).
The other study showed very little difference between the
higher and lower doses; absence of panic attacks at study

end was found for 65% of patients taking the higher dose,
50% of those taking the lower dose, but only 15% of those
taking placebo (278). However, the rates of surreptitious
benzodiazepine use for the lower-dose (23%) and placebo
(35%) patients were considerably greater than the rate for
the patients taking the higher alprazolam dose (4%) (278),
perhaps suggesting that the patients did not find the lower
dose or placebo clinically effective. In addition, adverse
side effects were more pronounced at the higher dose than
at the lower dose of alprazolam in that study.

In one multicenter dose-ranging trial, patients with
panic disorder were randomly assigned to placebo or one
of five fixed doses (0.5 mg/day, 1 mg/day, 2 mg/day, 3
mg/day, or 4 mg/day) of clonazepam (601). During 6
weeks of treatment, the minimum effective dose was 1
mg/day, and daily doses of 1 mg/day and higher were
equally effective in reducing the number of panic attacks. 

The dosing of other benzodiazepines in the treatment
of panic disorder is less well established. In controlled
studies, lorazepam has been given at doses of about 7
mg/day, usually two or three times daily (119, 128). Diaz-
epam doses ranged from 5 mg/day to 40 mg/day in two
published trials (115, 116).

3. Length of treatment
Very few data indicate the optimum length of maintenance
therapy for responders to benzodiazepines. Two published
trials have compared maintenance imipramine, alprazolam,
and placebo treatment, and both suggested that imip-
ramine may be superior. In the study by Cassano and col-
leagues (99), patients who received imipramine and those
who received alprazolam fared equally well in terms of
panic reduction during a 6-month maintenance phase, but
the imipramine-treated patients had less agoraphobic
avoidance. There were more dropouts in the alprazolam
group during the maintenance phase than during the 8-
week acute treatment phase, whereas the number of drop-
outs in the imipramine group did not differ between the
two phases. Curtis and associates (104) found that from
month 4 through the end of an 8-month maintenance
phase patients taking imipramine had virtually no panic at-
tacks, whereas alprazolam-treated patients continued to ex-
perience infrequent panic attacks. On all other measures,
however, the two medications performed equally well. In a
third investigation by Lepola and colleagues (602), 27 pa-
tients who had been treated with alprazolam and 28 pa-
tients who had been treated with imipramine in a 9-week
trial were then followed for 3 years in a naturalistic study.
Significantly more alprazolam users than imipramine users
were found to still be using their original medication after 3
years (74% vs. 32%). The authors pointed out that it is dif-
ficult to know whether this difference is attributable to a
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better long-term response among the imipramine users
than among the alprazolam users, a greater degree of intol-
erable side effects for the imipramine users, or greater dif-
ficulty in discontinuing treatment among the alprazolam
users because of physiologic dependence.

5. Other antidepressants

a. Monoamine oxidase inhibitors
No studies of the nonselective MAOIs phenelzine and tra-
nylcypromine have been performed since the diagnosis of
panic disorder was introduced in DSM-III. The most mod-
ern and rigorous study (603) involved the use of phenelzine
for the treatment of “phobic neurosis” (604). This study in-
cluded patients with what would now be called panic disor-
der and found phenelzine to be effective (297).

Four studies have examined the effectiveness of
moclobemide, a reversible inhibitor of monoamine oxi-
dase A, in panic disorder, and the results are only modestly
encouraging. Although two studies with active compara-
tors, but no placebo, showed comparable efficacy to both
fluoxetine (298) and clomipramine (299), respectively, the
only two published placebo-controlled studies of this
medication failed to show an effect greater than placebo
(300, 301). Although the MAO-B inhibitor selegiline is
available in the United States, there are no data to support
its efficacy for the treatment of panic disorder.

b. Trazodone
There is minimal support for the use of trazodone in panic
disorder. Although a single-blind study of 11 patients with
panic disorder treated with trazodone found significant
improvement in panic symptoms compared to a baseline
period of placebo treatment (307), a double-blind study in
which 74 patients with panic disorder were assigned to
trazodone, imipramine, or alprazolam showed trazodone
to be less effective than either imipramine or alprazolam
(221). Further, a study of trazodone flexibly dosed from 50
mg/day to 300 mg/day (mean, 178 mg/day) alone and as
augmentation to CBT failed to show greater efficacy with
trazodone or combination therapy than with CBT alone,
and patients who took trazodone had greater rates of side
effects and study discontinuation (308).

c. Bupropion and bupropion sustained release
Bupropion has been found to be effective in the treatment
of depression, but there is little systematic study of its effi-
cacy in panic disorder, and the available data are contradic-
tory. Two small uncontrolled trials have been published,
one positive and one negative. In the positive trial, which
included 20 patients, bupropion sustained release flexibly
dosed at 200 mg b.i.d. was effective and well tolerated

(313). In the negative trial, which included 12 patients, bu-
propion immediate release at high doses of 300–700
mg/day was associated with significant side effects, includ-
ing myoclonus and one seizure (314).

d. Nefazodone
Although there are a few small, positive open-label re-
ports examining nefazodone in panic disorder, large ran-
domized controlled trials are lacking (605), and there are
concerns about liver toxicity (309–311).

e. Mirtazapine
Although there are a few open short-term studies sup-
porting the potential efficacy of mirtazapine for panic dis-
order (315–319) and a very small randomized controlled
trial (involving 27 patients) of mirtazapine compared with
paroxetine suggesting similar efficacy (320), substantial
side effects have been noted, and no data from large ran-
domized controlled trials are available.

f. Reboxetine
Reboxetine, a norepinephrine reuptake inhibitor, is cur-
rently not available for use in the United States or Canada.
Reboxetine has been studied with preliminary support for
its efficacy and safety in a small randomized controlled trial
involving 42 patients in Europe and Brazil (606) and an
open-label trial for resistant patients (607), with mixed sup-
port in single-blind comparison with SSRIs (608, 609).

6. Other agents

a. Anticonvulsants
There are limited data concerning the use of anticonvul-
sant medications in the treatment of panic disorder. One
randomized controlled trial of gabapentin in 103 patients
with panic disorder provided partial support for its effi-
cacy and safety (321). The only other randomized study, a
small placebo-controlled trial, suggested that carbamaze-
pine was not effective for panic disorder (328). Data from
small open-label studies support the efficacy of valproic
acid (322–324) and levetiracetam (326), and very prelim-
inary case report data support the efficacy of tiagabine
(327) and vigabatrin (327), but more rigorous studies of
these medications are needed. 

b. Antipsychotic agents
There is minimal evidence that first-generation antipsy-
chotic medications are effective for panic disorder. In small
open-label trials, significant reductions in symptoms were
observed in patients with treatment-resistant panic disor-
der treated with olanzapine (329) and adjunctive risperi-
done (330). Double-blind, randomized controlled trials are
needed.
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c. Antihypertensives
A limited number of trials of antihypertensive medications
have been conducted in panic disorder. Results with beta-
adrenergic blocking agents are mixed but suggest that pro-
pranolol offers peripheral blockade but is ineffective and/or
less effective than benzodiazepines (115, 332, 333). A single
small, 4-week, randomized controlled trial that included 25
patients supported the potential efficacy of pindolol, dosed
2.5 mg t.i.d., as augmentation for patients with panic disor-
der resistant to 8 weeks of treatment with an SSRI (334).
Data are even more limited for calcium channel blockers
(335) and clonidine (336, 337) and suggest only mild and/or
transient effects, if any, for panic disorder.

d. Inositol
Although inositol is rarely used clinically for panic disor-
der, two small studies have supported its potential efficacy
in treatment of panic disorder (216, 217).

e. Buspirone
Minimal data are available on the use of buspirone in
panic disorder, and no systematic controlled trials support
its efficacy. Two reports suggest that buspirone mono-
therapy is not effective for panic disorder (338, 339), and a
randomized controlled trial examining augmentation of
CBT does not suggest additional efficacy with buspirone
(340).

Part C 
FUTURE RESEARCH NEEDS

Although existing psychosocial and pharmacological in-
terventions are effective for many patients with panic dis-
order, more research is needed to optimize these
treatments and to develop novel approaches that will ex-
pand the array of treatment options. Research on optimiz-
ing effective treatments could evaluate methods for
improving the quality, rapidity, and durability of response
to standard treatments for panic disorder. Additional re-
search is also needed to provide clinicians with guidance
in treating patients whose panic symptoms are resistant to
initial treatments. For example, studies of specific aug-
mentation or switching strategies (within and across mo-
dalities) would make valuable contributions to the
literature on treatment of panic disorder.

Basic and translational research is essential for inform-
ing the optimization of existing treatments as well as de-
veloping novel therapeutics. More studies of the basic
pathophysiology of panic disorder are needed in order to
identify potential mechanisms to target with drug devel-
opment. Basic and translational research also informs de-
velopment and refinement of psychosocial treatments.
For example, animal studies showing that D-cycloserine
facilitates extinction of conditioned fear have led to re-
search on whether this agent could optimize response to
exposure therapy. Recently D-cycloserine was shown to
enhance response to exposure therapy in patients with so-
cial phobia, and initial work suggests it may demonstrate

similar effects in treatment of panic disorder, but this pos-
sibility remains to be further studied. This is a potentially
fruitful avenue for research on enhancing the effects of
psychosocial treatments with specific pharmacological
agents in panic disorder.

Genetic studies are needed to identify genes that in-
crease susceptibility to panic disorder. Advancing knowl-
edge in this area would help to identify individuals at high
risk for the disorder. Delineation of susceptibility genes
for panic disorder (and, potentially, their interaction with
known environmental risk factors for panic disorder such
as smoking or childhood maltreatment) could help iden-
tify new potential pathways and mechanisms to target for
therapeutic development. Other biomarkers (e.g., neu-
roimaging findings) may also be useful in understanding
the neurobiological bases of panic disorder and in identi-
fying effects of medications or psychosocial treatments
that predict treatment outcome.

Across all effective treatment modalities, more research is
needed to evaluate long-term effectiveness and relapse pre-
vention strategies. In addition, little is known about charac-
teristics of individuals with panic disorder that predict
response to any specific treatment. As such, there is a mini-
mal evidence base to aid psychiatrists and patients in choos-
ing among standard treatments for panic disorder based on
patient characteristics. Researchers should continue to
search for factors that predict positive response and resis-
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tance to standard psychosocial and pharmacological treat-
ments. In this regard, studies are particularly needed to
identify genes that are associated with response to particular
therapies. Such studies could aid in the development of
more tailored and effective interventions, bringing the treat-
ment of panic disorder into an era of personalized medicine.

With regard to standard pharmacological treatments
(e.g., SSRIs and SNRIs), more studies are needed to
strengthen the empirical basis of recommendations regard-
ing next-step treatments (e.g., switch vs. augment), optimum
length of treatment, and optimal up- and down-titration
schedules. Other medications (e.g., mirtazapine, gabapentin)
have shown promise in uncontrolled trials and/or small con-
trolled trials and require more systematic investigation to
better establish their appropriate place in the treatment of
panic disorder. In addition, the efficacy of venlafaxine ER for
panic disorder suggests that evaluating the efficacy of dulox-
etine (another SNRI) would be a worthwhile research en-
deavor. Benzodiazepines are clearly effective for panic
disorder, but concerns about their side effects and propensity
for producing physiological dependence constrain their use.
Although benzodiazepines have been marketed for more
than 30 years, more research that clarifies the effects of
chronic benzodiazepine use (e.g., long-term cognitive ef-
fects) is needed in order to clarify the cost-benefit profile of
this medication class for patients with panic disorder. 

With regard to CBT, dismantling studies that aid in
determining which elements of CBT are essential for
treatment response are needed. Research focusing on
identifying mechanisms of action of CBT would also be
valuable. These lines of research could aid in developing
more targeted, streamlined interventions that lead to
faster and more complete symptom resolution. Continu-
ing research on the efficacy of self-directed CBT treat-
ments (e.g., Internet-based CBT) is also encouraged, to
increase accessibility of this intervention.

Panic-focused psychodynamic psychotherapy is a prom-
ising psychosocial treatment, with efficacy supported by a
randomized controlled trial. Additional controlled investi-
gation of PFPP is needed to confirm its efficacy and to
compare it to other standard treatments such as SSRIs and
CBT. More controlled research supporting the efficacy of
PFPP would strengthen the recommendation of PFPP as a
first-line treatment for panic disorder. Given that some
preliminary work suggested greater potency of PFPP in pa-
tients with comorbid personality disorders, continued re-
search that explores the effectiveness of PFPP in patients
with these and other co-occurring disorders would be es-
pecially worthwhile. Randomized controlled study of other
psychodynamic psychotherapies would also be of interest.

This guideline concluded that there is presently insuffi-
cient evidence to recommend combined pharmacological

and psychosocial treatment as superior to either treatment
modality alone. However, only a limited number of com-
bined treatments have been rigorously investigated. More
studies of combination treatments are needed to clarify the
potential benefits (e.g., more rapid or durable treatment ef-
fects) or disadvantages (e.g., reduced durability of psycho-
social treatment effects) of interventions that combine
psychosocial and pharmacological approaches. 

More research is needed to evaluate the efficacy of
standard treatments for panic disorder across the life span.
For example, research is needed to understand the reasons
for the decline in incidence and prevalence of panic disor-
der in later life. Developing an evidence base for treating
panic disorder in pediatric and geriatric patients is critical.
At present, recommendations for children and older
adults are primarily based on extrapolating from data col-
lected with general adult samples. Some uncontrolled
studies are also available, but controlled trials of standard
treatments for panic disorder in pediatric and geriatric pa-
tients are clearly needed. Additional research is also re-
quired to evaluate the efficacy of standard treatments for
members of ethnic minority groups. Most participants in
clinical trials for panic disorder are Caucasian, and inves-
tigations are needed to delineate any adaptations that are
needed to improve acceptability, adherence, and overall
effectiveness in individuals from ethnic minority groups.

Research on treatment for panic disorder in the pres-
ence of specific co-occurring conditions (e.g., depression,
substance use disorders) is another valuable direction for
future research. In addition, given evidence that sub-
threshold panic disorder can be an impairing condition
requiring treatment, research focused on treatment of this
variant of panic disorder should be pursued.

Research on the relationship of certain lifestyle pat-
terns to panic disorder might also contribute to optimiz-
ing treatment of this condition. Investigations of the
relationship of sleep, exercise, and nutrition to panic dis-
order symptoms could be illuminating in this regard, as
would trials of interventions that incorporate specific in-
structions for lifestyle changes (e.g., improving sleep hy-
giene, exercising regularly).

Finally, more effectiveness studies of treatments for
panic disorder administered in “real world” clinical practice
settings (e.g., primary care, community mental health) are
needed to supplement the results of stringently controlled
efficacy trials. Initial research suggests that standard treat-
ments for panic disorder (e.g., CBT, antidepressants) are
both effective and cost-effective for patients who receive
services in the community. More research is needed to de-
termine the optimal pathways and methods for providing
care to as diverse a patient population as possible across a
variety of settings.
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APPENDIX: EDUCATIONAL RESOURCES 
FOR PATIENTS AND FAMILIES

The American Psychiatric Association does not endorse
the accuracy of the information contained in any of the
publications or web sites listed in this Appendix at the
time of writing or in the future, although they are believed
to be generally trustworthy at the time of writing. The
psychiatrist should review a particular book or visit the
particular web site before recommending it to a patient.

RESOURCES FOR PANIC DISORDER 
AND AGORAPHOBIA
1. Antony MM, McCabe RE: 10 Simple Solutions to

Panic: How to Overcome Panic Attacks, Calm Phys-
ical Symptoms, and Reclaim Your Life. Oakland, Ca-
lif, New Harbinger Publications, 2004

2. Barlow DH, Craske MG: Mastery of Your Anxiety and
Panic (MAP-3): Client Workbook for Anxiety and
Panic, 3rd ed. New York, Oxford University Press, 2005

3. Barlow DH, Craske MG: Mastery of Your Anxiety
and Panic (MAP-3): Client Workbook for Agorapho-
bia, 3rd ed. New York, Oxford University Press, 2005

4. Bassett L: From Panic to Power: Proven Techniques to
Calm Your Anxieties, Conquer Your Fears, and Put You
in Control of Your Life. New York, HarperCollins, 1997

5. Beckfield DF: Master Your Panic and Take Back Your
Life: Twelve Treatment Sessions to Conquer Panic,
Anxiety, and Agoraphobia, 3rd ed. Atascadero, Calif,
Impact Publishers, 2003

6. Otto MW, Jones JC, Craske MG, Barlow DH, Pol-
lack MH: Stopping Anxiety Medication: Panic Con-
trol Therapy for Benzodiazepine Discontinuation
(Patient Workbook). San Antonio, Tex, Psychological
Corporation, 2000

7. Pollard CA, Zuercher-White E: The Agoraphobia
Workbook: A Comprehensive Program to End Your
Fear of Symptom Attacks. Oakland, Calif, New Har-
binger, 2003

8. Rachman S, De Silva P: Panic Disorder: The Facts,
2nd ed. New York, Oxford University Press, 2004

9. Ross J: Triumph Over Fear: A Book of Help and
Hope for People with Anxiety, Panic Attacks, and
Phobias. New York, Bantam, 1995

10. Wilson RR: Don’t Panic: Taking Control of Anxiety
Attacks, revised ed. New York, HarperCollins, 1996

11. Wilson RR: Facing Panic: Self Help for People with
Panic Attacks. Silver Spring, Md, Anxiety Disorders
Association of America, 2003

12. Zuercher-White E: Overcoming Panic Disorder and
Agoraphobia: Client Manual. Oakland, Calif, New
Harbinger Publications, 1999

13. Zuercher-White E: An End to Panic, 2nd ed. Oak-
land, Calif, New Harbinger Publications, 1998

RESOURCES FOR ANXIETY DISORDERS 
IN GENERAL (NOT DISORDER-SPECIFIC)
1. Bourne EJ: The Anxiety and Phobia Workbook, 4th

ed. Oakland, Calif, New Harbinger Publications, 2005
2. Bourne EJ: Coping with Anxiety: 10 Simple Ways to

Relieve Anxiety, Fear, and Worry. Oakland, Calif,
New Harbinger Publications, 2003

3. Brantley J, Kabat-Zinn J: Calming Your Anxious
Mind. Oakland, Calif, New Harbinger, 2003

4. Burns DD: The Feeling Good Handbook. New York,
Plume, 1999

5. Burns DD: When Panic Attacks: The New, Drug-
Free Anxiety Therapy That Can Change Your Life.
New York, Morgan Road Books, 2006

6. Foa EB, Andrews LW: If Your Adolescent Has an
Anxiety Disorder: An Essential Resource for Parents.
New York, Oxford University Press, 2006

7. Greenberger D, Padesky C: Mind Over Mood. New
York, Guilford, 1995

8. Mackay M, Fanning P, Davis M: Thoughts and Feel-
ings: Taking Control of Your Moods and Your Life: A
Workbook of Cognitive-Behavioral Techniques, 2nd
ed. Oakland, Calif, New Harbinger, 1998

9. Marks IM: Living With Fear: Understanding and Cop-
ing With Anxiety, 2nd ed. New York, McGraw-Hill,
2002

ORGANIZATIONS THAT PROVIDE INFORMATION 
ABOUT ANXIETY DISORDERS AND OTHER 
MENTAL HEALTH ISSUES
Anxiety Disorders Association of America

8730 Georgia Avenue
Suite 600
Silver Spring, MD 20910
Tel: 240-485-1001
http://www.adaa.org
The ADAA web site provides facts about anxiety disor-

ders, self-administered tests, a guide to treatments, infor-
mation for families, a listing of clinical trials, and other
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resources. Visitors to the web site can search for therapists
and support groups in their geographic area.

Anxiety Disorders Association of Canada
P.O. Box 117
Station Cote St-Luc
Montreal, Quebec
H4V 2Y3
Tel: 888-223-2252
http://www.anxietycanada.ca

The ADAC web site provides information for patients
and families.

American Psychiatric Association
1000 Wilson Boulevard, Suite 1825
Arlington, VA 22209-3901
Tel: 703-907-7300
http://www.healthyminds.org

The Healthy Minds web site of the American Psychiatric
Association provides brochures about panic disorder and
other mental health problems, instructions for how to find a
psychiatrist, hotline numbers, and other information. 

American Psychological Association
750 First Street, NE 
Washington, DC 20002-4242
Tel: 800-374-2721
http://www.apahelpcenter.org

The Help Center web site of the American Psycholog-
ical Association provides facts and statistics about panic
disorder and other mental health problems, instructions
for how to find a psychologist, and other resources.

American Academy of Child and Adolescent 
Psychiatry

3615 Wisconsin Avenue, NW
Washington, DC 20016-3007
Tel: 202-966-7300
http://www.aacap.org

Facts for Families database: http://www.aacap.org/
page.ww?section=Facts+for+Families&name=Facts+for+
Families

AACAP provides fact sheets for families about panic
disorder in children and adolescents and other anxiety dis-
orders, as well as information about locating treating cli-
nicians.

Association for Behavioral and Cognitive Therapies
305 7th Avenue, 16th Floor
New York, NY 10001
Tel: 212-647-1890
http://www.abct.org

The ABCT web site provides information about cog-
nitive-behavioral therapy, fact sheets about panic disorder
and other mental health problems, a “find a therapist” da-
tabase, and other resources.

National Alliance on Mental Illness (NAMI)
Colonial Place Three
2107 Wilson Boulevard, Suite 300
Arlington, VA 22201
Tel: 1-800-950-6264
http://www.nami.org

The NAMI web site provides facts about mental health
problems, information about medication treatment, in-
formation about research studies, helpline numbers, on-
line discussion groups about anxiety disorders, and other
resources.

National Institute of Mental Health (NIMH)
Public Information and Communications Branch
6001 Executive Boulevard
Room 8184, MSC 9663
Bethesda, MD 20892
Tel: 866-615-6464
http://www.nimh.nih.gov

The NIMH web site includes facts about anxiety dis-
orders and other mental health problems, information
about treatments, instructions about how to locate mental
health services, and other information.

National Library of Medicine
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?db=

PubMed

The NLM is the U.S. government online repository of
articles published in peer-reviewed medical journals.

National Mental Health Association
1021 Prince Street
Alexandria, VA 22314-2971
Tel: 800-969-6642 or 703-684-7722
http://www.nmha.org

The NMHA web site provides information about anx-
iety disorders and other mental health problems, informa-
tion about treatments, resources for finding mental health
services, a crisis number, and other resources.
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INDIVIDUALS AND ORGANIZATIONS 
THAT SUBMITTED COMMENTS
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Maria Ammon, Ph.D.
James C. Ballenger, M.D.
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Neeltje M. Batelaan, M.D.
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Ellen Berman, M.D.
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Lynn F. Bufka, Ph.D.
Alexander Bystritsky, M.D., Ph.D.
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Sara C. Charles, M.D.
Michelle G. Craske, Ph.D.
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C. Deborah Cross, M.D.
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Brett Deacon, Ph.D.
Wayne H. Denton, M.D., Ph.D.
Margaret A. Dolan, M.D., F.A.A.P.
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Marlene P. Freeman, M.D.
Glen O. Gabbard, M.D.
Albert C. Gaw, M.D., D.L.F.A.P.A.
Andrew W. Goddard, M.D.
Renee D. Goodwin, Ph.D., M.P.H.
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James A. Hall, Ph.D., L.I.S.W.
Nelson M. Handal, M.D.
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Stefan Hofmann, Ph.D.
Sean Hood, M.B.B.S., M.Sc., F.R.A.N.Z.C.P.
Md. Enayet Karim, F.C.P.S.
Wayne J. Katon, M.D.
Sherry P. Katz-Bearnot, M.D.
Martin A. Katzman, B.Sc., M.D., F.R.C.P.C.
Kevin Kjernisted, M.D., F.R.C.P.C.

Donald F. Klein, M.D.
Valery N. Krasnov, M.D.
Michael R. Liebowitz, M.D.
James W. Lomax, M.D.
R. Bruce Lydiard, M.D., Ph.D.
Lisa MacLean, M.D.
Randi E. McCabe, Ph.D., C.Psych.
Leslie McGee, R.N., L.Ac.
Peter D. McLean, Ph.D.
Barbara Milrod, M.D.
Lawrence J. Nardozzi, M.M.M., M.D., D.F.A.P.A., C.P.E.
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