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Table 1. Prevalence of Panic Disorder*
General community 1.6%
Experience a panic attack 3%–10%
Among primary care patients 13.3%
“Distressed high utilizers” 12%
“Lifetime” 30.2%
*Data from references 2, 3, and 4.

The Course and Impact of
Panic Disorder

In his opening remarks, John R.
Marshall, M.D., described the “evolu-
tion” that has taken place in the diag-
nosis of panic disorder. “While panic
attacks themselves have not changed,
the diagnostic criteria for panic disor-
der have.” As related by Dr. Marshall,
the revisions in DSM-IV1 recognize
that panic attacks can occur outside of
panic disorder. Thus, DSM-IV differ-
entiates panic attacks according to
whether they are unexpected or uncued
(which is necessary for the diagnosis
of panic disorder), situationally predis-
posed (which is often a feature of ago-
raphobia, posttraumatic stress disorder,
or social phobia), or situationally
bound or cued (a frequent occurrence
in phobias).

Another change in DSM-IV dis-
cussed by Dr. Marshall is the replace-
ment of a specific number of panic
attacks (e.g., three attacks within 3
weeks or four attacks within 4 weeks)
in the diagnostic criteria with the char-
acteristics of recurrence and persistent
anxiety about the attack(s).

Reviewing the prevalence of panic
disorder, Dr. Marshall noted that the
published data vary depending on the
population studied and the inclusion
criteria. For example, if agoraphobia is
included, the prevalence figures are
much higher. In the general commu-
nity, the prevalence of panic disorder
is about 1.6%. The prevalence figures

are higher among high utilizers of
medical care, particularly patients with
a large number of complaints that are
difficult to diagnose (“distressed high
utilizers”) (Table 1).2–4

Elaborating on the well-established
pattern of high health care utilization
among panic disorder patients, Dr.
Marshall noted that most patients do
not initially present to psychiatrists, but
to other health care professionals, e.g.,
cardiologists, emergency room physi-
cians, general practitioners, because of
their diverse symptomatology. For ex-
ample, studies indicate that one fifth of
panic disorder patients presented with
five or more medically unexplained
symptoms during the past 6 months5

and one third had seen three or more
health care professionals within the
past year.6

Further, patients with panic disorder
account for 20% to 29% of emergency
room visits6,7 and are 12.6 times more
likely to visit the emergency room than
the general population.8 These patients
account for 15% of total medical visits,
nearly three times the figure for the
general population (5.8%), and they av-
erage 19.8 medical visits per year, a
rate that is seven times higher than that
of the general population.9
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Because of the significant health
care resources that are expended be-
fore panic disorder is appropriately di-
agnosed and treated, Dr. Marshall
stressed the cost-effectiveness of accu-
rate diagnosis upon initial presentation,
particularly in managed care settings.
However, many patients are still mis-
diagnosed when they present in the
emergency room or other health care
settings and are often told that “it’s all
in your head, there’s nothing wrong
with you, it’s just stress.”

With the high utilization of medical
care and frequent misdiagnosis, Dr.
Marshall noted, it is not surprising that
panic disorder patients typically rate
their quality of life lower than controls
do. In fact, the quality of life ratings in
panic disorder are similar to those in
major depression. Twenty-three per-
cent to 35% rate their physical health
as “fair” or “poor,” and 38% to 71%
rate their emotional health as “fair” or
“poor.”8,10

Another trend reported by Dr.
Marshall is the apparent relationship
between panic disorder and cardiovas-
cular/cerebrovascular morbidity and
mortality. In a community survey con-
ducted by Weissman et al.,11 the pres-
ence of panic disorder increased the
risk of hypertension, myocardial in-
farction, and stroke (the adjusted odds
ratios were 1.91, 4.54, and 11.95, re-
spectively). Dr. Marshall noted that
panic disorder, particularly if it is un-
treated, is associated with a significant
degree of disability as well.

There is a growing body of data
showing that impairment in the work-
place is another consequence of this
disorder. As related by Dr. Marshall, a
recent study by Massion et al.10 docu-
mented that more than one third of
panic disorder patients (38%) had
missed more than 1 week of work and
only 53% to 58% were able to work
full-time (compared with the national
average of 91% working full-time).
Further, 25% of those with panic dis-
order were fully unemployed, com-

pared with the national unemployment
average of 6%. Finally, in a recent
study by Capital Outcomes Research,
Inc. (Washington, D.C.; unpublished
data, 1995), patients suffering from
panic disorder rated their productivity
in the workplace at 56%. In other
words, they considered themselves ap-
proximately half as productive as when
they were well. Not surprisingly, be-
cause of impaired work performance
and reduced productivity, panic disor-
der is also associated with high rates of
financial dependency8 and participa-
tion in public assistance programs.10

Dr. Marshall underscored the
chronic, relapsing nature of panic dis-
order, “a disorder that has extreme
ramifications throughout our society
beyond the health care systems.” Re-
viewing a panic disorder follow-up
study conducted by Katon et al.,12 Dr.
Marshall noted that 50% of patients
continued to suffer from some type of
disability, and 73% to 93% were symp-
tomatic when followed for up to 20
years. Defining full remission as 2
months without a panic attack, Keller
et al.13 found that only 37% of their
patients were in full remission in the
first 12 months of follow-up, even
though 80% of patients were receiving
pharmacologic treatment. In panic dis-
order with agoraphobia, the chances of
full remission are lower and the risk of
relapse is higher. Further, these pa-
tients are 21/2 times more likely to re-
main in an episode than are panic dis-
order patients without agoraphobia.13

Further evidence of the chronicity
of panic disorder was provided by a
recent outcomes study conducted by
Roy-Byrne and Cowley.14 This study,
which surveyed the panic disorder lit-
erature and analyzed the outcomes of
16 studies involving more than 25 pa-
tients, found that most patients im-
prove but few are “cured.” Factors that
predicted poorer outcome include the
presence of agoraphobia, major de-
pression, or personality disorder. In-
terestingly, the frequency of attacks

was unrelated to panic disorder out-
come.14 Additional factors that were
found to contribute to the severity and
persistence of panic disorder in re-
search conducted by Pollack et al.15

include comorbid anxiety disorders
and “anxiety sensitivity” (fear of hav-
ing anxiety symptoms) (Table 2).

In his concluding remarks, Dr.
Marshall underscored the chronic na-
ture of panic disorder, likening its lon-
gitudinal course to that of chronic dys-
thymia with major depressive
episodes. Because panic disorder is a
chronic condition marked by periods
of remissions and relapses, Dr.
Marshall urged awareness of the need
for long-term and perhaps even life-
long treatment.
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 • Major depression
 • Personality disorders
 • Comorbid anxiety disorders
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Psychopharmacology Update

In his opening remarks, Mark H.
Pollack, M.D., noted the variety of ef-
fective psychopharmacologic agents
that are now available for treating
panic and other anxiety disorders
(Table 3). In some cases, he observed,
clinical practice has “jumped ahead of
the data.” For example, serotonin se-
lective reuptake inhibitors (SSRIs) are
now widely used for treating panic dis-
order, despite the relative paucity of
published controlled data document-
ing their efficacy in panic disorder.
However, SSRIs represent a major ad-
vance over the older tricyclic antide-
pressants (TCAs) because of the more
favorable safety profile of these agents.

Dr. Pollack reviewed the SSRIs cur-
rently available in the United States

(fluoxetine, sertraline, paroxetine, and
fluvoxamine) and stressed that “start-
ing low” is an important consideration
in the use of these agents to minimize
the increased anxiety associated with
the initiation of treatment. Adjunctive
use of benzodiazepines and/or β-block-
ers may also be beneficial to reduce
patients’ anxiety early in treatment.
According to Dr. Pollack, typical ini-
tial daily doses of SSRIs for panic dis-
order are 5 to 10 mg of fluoxetine, 25
to 50 mg of sertraline, 10 mg of
paroxetine, and 25 mg of fluvoxamine.
Patients are maintained on these low
dosages for the first 1 or 2 weeks and
then gradually titrated up to full doses.
While the SSRIs tend to be better tol-
erated than the older TCAs, Dr. Pol-
lack noted, these agents may be associ-
ated with a variety of side effects that
may complicate treatment.

These adverse events include gas-
trointestinal distress, jitteriness, head-
aches, sleep disturbance, and sexual
dysfunction. Management strategies
have been utilized to minimize the oc-
currence of these adverse events. For
example, the use of adjunctive agents
such as yohimbine or dopaminergic
agonists such as amantadine has been
proven effective in treating sexual dys-
function associated with the use of
SSRIs.

Turning his attention to some of the
newer atypical antidepressants, e.g.,
venlafaxine and nefazodone, Dr. Pol-
lack noted that, while these agents ap-
pear effective in treating panic disor-
der and social phobia, there are few
data yet to support their use, although
positive clinical experience is starting
to accumulate. Like the SSRIs,
venlafaxine and nefazodone should be
initiated at low doses (e.g., 18.75 mg
b.i.d. and 50 mg b.i.d., respectively) to
minimize increased anxiety and titrated
up over time. Bupropion and trazodone
appear to be unique among antidepres-
sants in their relative lack of efficacy
in treating panic disorder and other
anxiety conditions in contrast to most
of the other antidepressants.

One of the oldest and most well-
known groups of antidepressants, the
tricyclics, e.g., imipramine, nortripty-
line, desipramine, amitriptyline, and
doxepin, has documented efficacy in
panic disorder with or without comor-
bid depression. As related by Dr. Pol-
lack, recent research conducted by
Mavissakalian and Perel1 suggests that
a new dosing strategy for using tricy-
clics to treat panic disorder may be
appropriate. The traditional dosing
strategy has been to start patients at a
low dose and then titrate the dose up as
high as necessary to produce relief, the

Table 3. Pharmacotherapy for Panic Disorder
Class Agents Starting and Maintenance Doses

SSRIs Fluoxetine 5–10 mg/d; 20–80 mg/d
Sertraline 25–50 mg/d; 50–200 mg/d
Paroxetine 10 mg/d; 20–50 mg/d
Fluvoxamine 25 mg/d; 50–300 mg/d

Tricyclic antidepressants Imipramine 10 mg/d “test dose”
Nortriptyline Recommended dosage for all TCAs:
Desipramine 2.25 mg/kg/d (imipramine equivalents)
Amitriptyline
Doxepin

Atypical antidepressants Venlafaxine 18.75 mg b.i.d.
Nefazodone 50 mg b.i.d.

MAOIs Phenelzine 45–90 mg/d; 100–300 mg/d
Tranylcypromine 30–60 mg/d; 300–500 mg/d

High-potency Clonazepam 1–5 mg/d
benzodiazepines Alprazolam 2–10 mg/d
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same way depression is treated. How-
ever, the data by Mavissakalian and
Perel provide evidence of a therapeutic
window for tricyclics and suggest that
the optimal dose for patients may be
2.25 mg/kg/day (imipramine equiva-
lents). Translating this dosing guide-
line into mg/day, Dr. Pollack suggested
that the optimal dose of tricyclics in
panic disorder may be in the range of
100 to 200 mg/day of imipramine
equivalents, with blood levels of ap-
proximately 100 to 150 ng/day. Dr.
Pollack recommended checking blood
levels in patients who have not re-
sponded to tricyclics, to determine if
the optimal therapeutic blood level has
not been reached or has been exceeded.

As with the SSRIs, starting doses of
TCAs are usually low (e.g., 10 mg of
imipramine, 25 mg of nortriptyline) to
minimize initial worsening of anxiety.
The typical side effects of tricyclics
(anticholinergic effects, orthostatic hy-
potension, cardiac conduction distur-
bance, weight gain, and sexual dysfunc-
tion) limit their usefulness in treating
panic disorder. In fact, a study by
Noyes et al.2 found that weight gain
was the most common reason why
panic disorder patients discontinued
maintenance treatment with tricyclics.
Close to half of patients followed for 1
to 2 years while taking TCAs discon-
tinued treatment because of side ef-
fects. Although tricyclics are effective
for treating panic disorder, generalized
anxiety syndrome, and posttraumatic
stress disorder, they are increasingly
being replaced by the newer and more
tolerable antidepressants and benzodi-
azepines.

Monoamine oxidase inhibitors
(MAOIs) are broadly effective for a
variety of anxiety and depressive con-
ditions, e.g., panic disorder, agorapho-
bia, atypical depression, obsessive-
compulsive disorder (OCD), post-
traumatic stress disorder, and social
phobia. According to Dr. Pollack, how-
ever, the most critical issues that limit
the use of MAOIs are concerns about

their adverse effects, in particular, di-
etary restrictions and the induction of
hypertensive reactions. Thus, MAOIs
are rarely used as first-line therapy,
but, rather, are reserved for patients
who have failed easier and safer treat-
ments. While it was hoped that the
newer types of MAOIs, called revers-
ible MAOIs, or RIMAs, would incor-
porate the efficacy of the older MAOIs
with improved tolerability, it is un-
likely that these newer MAOIs will be
available in the United States for sev-
eral years.

Dr. Pollack then turned his atten-
tion to the benzodiazepines, noting
that, while all agents in this class are
effective for blocking generalized and
anticipatory anxiety and inducing
sleep, potency appears to be a critical
determinant of their efficacy in panic
disorder. For example, the higher po-
tency benzodiazepines, clonazepam
and alprazolam, block panic attacks
more effectively than lower potency
agents, e.g., diazepam, chlordiazepox-
ide, and oxazepam. In reviewing the
benefits of high-potency benzodiaz-
epines in treating panic disorder, Dr.
Pollack stated that a primary advan-
tage of these agents and the reason for
their increased use in this disorder is
their rapid onset of clinical effect in
nondepressed panic patients (Table 4).
Their clinical effectiveness is often ap-
parent within the first week of treat-
ment.

Besides their rapid onset of thera-
peutic response, other advantages of
high-potency benzodiazepines in the
treatment of panic disorder include
their more favorable side effect profile
compared with antidepressants, as they
lack the anticholinergic side effects of
the tricyclics and the initial increase
in anxiety associated with SSRI ad-
ministration. In addition, dosages
of high-potency benzodiazepines can
be rapidly adjusted if necessary and
administered on a p.r.n. basis. The con-
comitant use of high-potency benzodi-
azepines and antidepressants is in-

creasing, Dr. Pollack noted, to provide
rapid anxiolysis and more comprehen-
sive relief of panic and depressive
symptoms (since high-potency ben-
zodiazepines are generally not as ef-
fective for significant comorbid de-
pression). Some of the potential
disadvantages of high-potency benzo-
diazepines discussed by Dr. Pollack in-
clude: initial sedation (which can be
minimized by “starting low and going
slow”), potential abuse in patients with
a history of alcohol or substance abuse
(although in clinical practice, he noted,
this is not usually as significant a prob-
lem among panic disorder patients),
and discontinuation-related difficulties
(which can be minimized by gradually
tapering the dosage).

Dr. Pollack cited studies by
Clinthorne et al.3 and Mellinger et al.4

suggesting that the major problem with
the use of benzodiazepines in the treat-
ment of anxiety may be getting pa-
tients to take enough medication for
comprehensive relief rather than too
much. The recommended dose of al-
prazolam for treating panic disorder is
2 to 10 mg/day (dosed on a q.i.d. ba-
sis), although the usual effective dose
is 4 to 6 mg/day. Some of the draw-
backs associated with the use of alpra-
zolam are related to its pharmacoki-
netic profile, e.g., its relatively short
half-life necessitates more frequent
dosing.

Clonazepam, another high-potency
benzodiazepine with antipanic effi-
cacy, has a longer half-life than alpra-
zolam. Thus, clonazepam can be dosed
on a b.i.d. rather than a q.i.d. basis. In
addition to its more gradual onset of

Table 4. Benefits of High-Potency
Benzodiazepines in Panic Disorder

 • Comparable efficacy to antidepressants
 • Shorter latency of therapeutic onset
 • Lack of antidepressant side effects
 • Allow rapid dose adjustment or p.r.n.

  dosing for panic or anxiety
 • Ease of adjunctive use with

  antidepressants
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clinical effect, its use is associated with
a lower incidence of inter-dose re-
bound anxiety (patients’ jitteriness or
anxiety as blood levels drop off) than
that associated with agents with a
shorter half-life. Another potential
benefit of agents with a longer half-life
like clonazepam often seen in clinical
practice, and beginning to be investi-
gated in clinical trials, is the greater
ease with which patients may tolerate
drug tapering or withdrawal. In addi-
tion, the more gradual onset of clinical
effect seems to reduce the potential for
abuse in predisposed individuals.
Thus, it may be a safer drug for pa-
tients with a history of substance abuse
in cases where benzodiazepine therapy
is indicated.

Dr. Pollack reviewed the early evi-
dence supporting the use of clonaze-
pam in patients who had failed antide-
pressant and other interventions and in
those who were intolerant of antide-
pressant side effects.5 He cited a report
by Herman et al.6 documenting the
benefits of clonazepam in patients who
were having difficulty with the shorter
half-life associated with alprazolam
therapy. Dr. Pollack also discussed the
results of studies7 conducted at Massa-
chusetts General Hospital, which dem-
onstrated that the antipanic effective-
ness of clonazepam was comparable to
that of alprazolam (and was maintained
on a long-term basis in patients fol-
lowed for 1 to 5 years of treatment).
Additional large-scale multicenter ran-
domized trials of clonazepam have
confirmed the earlier observations of
its antipanic effectiveness and rapid
onset of clinical effect (Roche Labora-
tories. Data on file).

A growing trend discussed by Dr.
Pollack is the concomitant use of dif-
ferent psychopharmacologic agents,
e.g., antidepressants and benzodiaz-
epines, tricyclics, and SSRIs. Adjunc-
tive use of buspirone (for generalized
anxiety), β-blockers (for somatic
symptoms and performance anxiety),
and anticonvulsants (because panic at-

tacks may be partial seizures) is also
increasing.

In his concluding remarks, Dr. Pol-
lack stressed that the critical issue in
treating patients with panic disorder is
the high rate of relapse with discon-
tinuation of antipanic medication
(whether it is an antidepressant and/or
a benzodiazepine). He estimated that
more than 50% of panic disorder pa-
tients will need to be maintained on
antipanic pharmacotherapy indefi-
nitely and suggested that “the dose that
gets you well acutely may be the dose
that’s necessary to keep you well over
time” to help prevent relapse. Accord-
ing to Dr. Pollack, the focus of phar-
macotherapy should shift from “being
in a hurry to get people off medication
to the idea that we need to have people
on long-term treatments that they can
tolerate over time and live with.” Dr.
Pollack urged professionals to consider
panic disorder a chronic condition re-
quiring chronic treatment and pre-
dicted that the use of high-potency ben-
zodiazepines (in combination with
antidepressants and as monotherapy)
will increase because of the long-term
tolerability and effectiveness of these
agents.
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Integrated Treatment of
Panic Disorder

Michael W. Otto, Ph.D., began his
presentation by reviewing the findings
of controlled trials conducted over the
past 20 years, which evaluated the rel-
ative efficacy and tolerability of vari-
ous treatments for panic disorder. The
results of this meta-analysis1 (based on
43 studies and 78 separate compari-
sons) indicated that pharmacotherapy
(the average of all treatments in the
literature with control groups) was as-
sociated with an overall effect size of
about .47, while the effect size with
cognitive-behavior therapy (CBT) was
.63 (Table 5). While there were no sig-
nificant differences within the phar-
macologic or CBT groups, Dr. Otto
noted that newer CBT techniques, e.g.,
interoceptive exposure plus cognitive
restructuring, were associated with
higher effect sizes. CBT overall was
found to be highly tolerable, with the
lowest percent dropout (6%). Benzodi-
azepines were more tolerable than an-
tidepressants (13% dropout vs. 25%,
respectively), which may reflect the
wide use of TCAs for panic disorder
before the introduction of SSRIs.

This meta-analysis also revealed
that slippage of treatment effect (from
the end of the acute trial through fol-
low-up periods) was greatest in pa-
tients treated exclusively with pharma-
cotherapy. However, when exposure
therapy was added to pharmaco-
therapy, some of the slippage was re-
duced. The least slippage of treatment
effects occurred with cognitive-behav-
ioral therapy. Thus, while short-term
outcome is comparable with pharma-
cologic therapy or CBT, there is evi-
dence of greater treatment retention
with CBT. However, Dr. Otto pointed
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Table 5. Meta-Analysis of Panic Disorder*
Acute treatment effects
43 studies; 78 separate comparisons
Treatment Strategy Effect Sizea Panic Free (%)

Pharmacotherapy .47
Antidepressants .55 58
Benzodiazepines .40 61
Cognitive-behavior therapy .63 70
Interoceptive exposure + cognitive restructuring .88
*Data from reference 1.
aRelative to controls (1974–January 1994).

out that there is self-selection by panic
disorder patients as to which therapy
they want, e.g., some patients will not
go to CBT because they do not like the
outlay of time necessary at the begin-
ning of treatment. Similarly, there are
patients who will not go through phar-
macotherapy because they are un-
comfortable with taking medications.

According to Dr. Otto, CBT usually
includes the following components: in-
formational intervention; somatic man-
agement skills, including breathing re-
training and relaxation skills, and of
more importance, cognitive restructur-
ing, which helps patients change their
catastrophic responses and fears con-
cerning the somatic sensations; intero-
ceptive exposure (for example, expos-
ing patients to rapid heartbeat,
numbness and tingling, and showing
them that these sensations do not have
to drive them toward a panic attack);
and situational exposure, to help ago-
raphobic patients overcome their fear
of having panic attacks in certain situ-
ations or settings. Dr. Otto underscored
the importance of interoceptive expo-
sure, which, he believes, is the most
important component of CBT.

Turning his attention to CBT “dos-
ing,” Dr. Otto stressed that adequate
dosing is as important for CBT as it is
for pharmacologic therapy. “Just as it’s
not fair to consider a patient who has
tried a quarter milligram of a benzodi-
azepine as having tried pharmacologic
treatment, neither is it fair for a patient
who has gotten some relaxation treat-
ment, stress management, or breathing

retraining alone, to be considered to
have received an adequate dose of cog-
nitive-behavioral therapy.” As related
by Dr. Otto, a sufficient dose of CBT
would include a minimum of 12 to 15
sessions (individual or group) stress-
ing exposure and cognitive restructur-
ing. Homework between each session
is also part of dosing, so that patients
can learn on their own not to fear the
sensations that are the target of intero-
ceptive exposure.

The long-term efficacy of pharma-
cotherapy versus CBT, particularly
when therapy is discontinued, is an
important issue given the chronic na-
ture of panic disorder. Dr. Otto re-
viewed the results of long-term studies
that followed patients treated with
pharmacotherapy.2–4 These follow-up
assessments, which ranged from 1.5 to
6 years, indicated that significant loss
of treatment effects occurs with dis-
continuation of pharmacotherapy: 40%
of patients continued to have panic at-
tacks and 50% to 80% remained symp-
tomatic. With CBT, on the other hand,
follow-up studies5–9 conducted from 1
to 3 years indicate that treatment ef-
fects with CBT are maintained for a
longer period of time.

Dr. Otto suggested reasons why
CBT appears to be associated with a
greater retention of treatment effects:
it targets behavioral patterns that main-
tain panic disorder, provides instruc-
tion in the reapplication of skills in the
future, and continues when treatment
ends by establishing new habits. “We
don’t really have to discontinue treat-

ment. We just give away the therapy to
the patients and have them continue
doing it as part of new habits.” Thus,
exposure therapy continues for the rest
of the patient’s life, as it teaches pa-
tients to stop avoiding situations that
produce anxiety. An implication of the
extended efficacy of CBT is the poten-
tial for combining CBT with pharma-
cotherapy to improve the treatment
outcome of patients initially treated
with pharmacotherapy.

Reviewing various strategies for
combining CBT and pharmacotherapy,
Dr. Otto noted that one common inte-
grated approach is to encourage pa-
tients on pharmacotherapy to try new
situations (which can be considered a
low level of exposure treatment). Pol-
lack and Otto10 demonstrated that the
sequential application of CBT in phar-
macologic treatment-resistant patients
improves patients’ overall functioning,
panic-free rates, and treatment out-
comes. Dr. Otto cited three studies11–13

that demonstrated improved mainte-
nance of treatment effects in patients
initially treated with pharmacotherapy
who underwent CBT before and dur-
ing drug discontinuation.

The opposite approach, i.e., adding
pharmacotherapy to CBT, provides
short-term treatment gains but may re-
duce the long-term benefits of CBT.
Thus, Dr. Otto cautioned that “adding
the two together does not always mean
you get the gains of both, except in the
short-term.” Research also suggests
that if pharmacotherapy is added to
CBT, CBT must be reinstated at the
time of medication discontinuation.
Some of the effectiveness of CBT may
be lost unless patients are allowed to
rehearse their behavioral skills at the
time of drug discontinuation. This
teaches them how to handle a panic
attack and “shut down the entire panic
cycle” without medication.

Dr. Otto reviewed the potential ob-
stacles to combining CBT with phar-
macotherapy and presented strategies
for overcoming these obstacles. An ini-
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tial obstacle is the delivery of a strong
biological model of panic disorder,
which may discourage patients from
fully engaging in psychosocial treat-
ment. This problem can be overcome
by helping patients understand that
panic disorder is multidetermined and
can be helped by pharmacotherapy
and/or behavior therapy. A second ob-
stacle is the p.r.n. use of medication
(benzodiazepine) rather than CBT
skills to cope acutely with an anxiety
episode. This can be avoided by en-
couraging patients to apply their new
behavioral skills to coping with an anx-
iety episode and keeping patients
maintained on steady-state doses of
pharmacotherapy. State-dependent
learning (or attributing any therapeutic
gain to some other source, e.g., a pill
in their pocket or mouth, a safety cue,
charm, significant other) can lessen the
efficacy of exposure and other effects
of CBT. Dr. Otto suggested that this
problem can be addressed by having
the patient practice all skills indepen-
dent of “safety cues,” while asking the
patient to self-monitor to confirm the
effects of treatment. He also stressed
that independent rehearsal of skills is
also important in preparation for drug
discontinuation.

Dr. Otto concluded by summariz-
ing the applications of CBT for panic
disorder (Table 6), stressing the im-

portance of CBT in the longitudinal
course of treatment—including the use
of exposure as a regular adjunct to all
medication treatments, the application
of bibliotherapy or other self-help
methods as an adjunctive treatment,
and the application of a full CBT pack-
age as an alternative, adjunct, or re-
placement for pharmacotherapy.
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Table 6. Summary of Applications of
CBT for Panic Disorder

 • Exposure instruction

 • Bibliotherapy, i.e., providing patients
 with self-help guides

 • Individual or group treatment

 • Adjunctive treatment for medication
  nonresponders

 • Medication discontinuation programs
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