Comorbidity and Panic Disorder

The Impact of Comorbidity
on the Treatment of Panic Disorder
Yves Lecrubier, M.D.
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Panic disorder comorbid with other psychiatric conditions appears to be more common than panic
disorder alone. Depression is the most frequently associated disorder. This article reviews the detrimental effects of comorbidity on the severity and course of panic disorder. The presence of comorbidity results in more severe anxiety and depressive symptoms, a higher rate of suicide attempts, a higher
frequency of other comorbid conditions, and a poorer response and compliance to treatment. Thus, it
is important for physicians to be aware of the possibility of comorbidity in patients with panic disorder in order to select the most appropriate therapy to target all components of their condition.
(J Clin Psychiatry 1998;59[suppl 8]:11–14)
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The World Health Organization (WHO) Collaborative
Study on Psychological Problems in General Health Care4,5
explored the form, frequency, course, and outcome of mental disorders (according to ICD-10 criteria) among primary
health care patients in 14 countries. The study found that
psychiatric comorbidity was common, with 9.5% of patients being affected by 2 or more disorders.6 The overlap
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between anxiety disorders and depressive disorders was
particularly great.7 Of those with a current anxiety disorder, about 45% also had a current depressive disorder, and
about 40% of those with a current depressive disorder had
a current anxiety disorder (Figure 1). Table 1 shows the
odds ratios for comorbidity between psychiatric disorders.
The association between depression and anxiety disorder,
including panic disorder, was stronger than that between the
anxiety disorders themselves (with the exception of panic
disorder and agoraphobia). For example, depressed patients
were 12 times more likely to present with comorbid panic
disorder than should occur by chance, compared with patients with generalized anxiety disorder who were 7 times
more likely to present with comorbid panic disorder.
A high comorbidity with psychiatric disorders was also
found among patients with current or lifetime panic attacks, rather than a diagnosis of panic disorder.7 From a total of 227 patients, 138 had a diagnosis of panic disorder
with or without agoraphobia, 61 had a diagnosis of another
disorder (for example, depression or generalized anxiety
disorder), and 26 had subthreshold psychiatric symptoms.
Only 2 patients were not suffering from a psychiatric disorder or subthreshold symptoms. Thus, the presence of
panic attacks is a strong indicator that the existence of psychiatric disorders should be investigated in these patients.
This holds true for patients with a history of panic attacks
as well as current experience of panic attacks.
Figure 2 shows the incidence of current ICD-10 disorders in patients with lifetime signs of panic attacks. Unexpectedly, more patients with lifetime signs of panic currently reached diagnostic criteria for depression (45.6%)
than for panic disorder (42.6%).7 Thus, it appears that the
existence of panic attacks predicts the development of depression at least as much as it predicts panic disorder or
other psychiatric disorders.
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omorbidity of psychiatric disorders is common. The
National Comorbidity Survey,1 a nationwide survey
of the U.S. general population, found that the majority of
lifetime disorders (79%) were comorbid disorders. Panic
disorder comorbid with depression is more the rule than
the exception: around two thirds of patients with panic
disorder have experienced a major depressive disorder
at some time.2,3 Panic disorder can also be comorbid
with other psychiatric conditions such as social phobia,
obsessive-compulsive disorder, alcohol abuse, or personality disorders.
This review assesses the prevalence of comorbid panic
and depressive disorders in primary care and the consequences of comorbidity on the course of the illness and the
response to treatment.
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Figure 1. Comorbidity of Depressive and Anxiety Disorders in
Current, Well-Defined Cases From the World Health
Organization Collaborative Study on Psychological Problems
in General Health Care
Current anxiety disorder
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Current depressive disorder
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Figure 2. Frequency of ICD-10 Disorders in Patients With
Lifetime Signs of Panic Attacks From the World Health
Organization Collaborative Study on Psychological Problems
in General Health Care
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Table 1. Current Comorbidity Between ICD-10 Diagnoses
Measured by Odds Ratios on Weighted Numbers*

O

Generalized
Depressive
Anxiety
Episode Dysthymia Disorder
6.6

Dysthymia
Generalized anxiety
disorder
10.3
9.9
Agoraphobia, with
or without panic
8.8
6.0
5.6
Panic disorder
12.2
7.7
6.9
45.4
*From the World Health Organization Collaborative Study on
Psychological Problems in General Health Care, reference 7.
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Follow-up studies of up to 20 years in duration have
demonstrated the poor long-term outcome of panic disorder.8 Less than half of all patients become panic-free even
after many years of treatment, while only one third become free of agoraphobia or depression. A mere 10% of
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EFFECTS OF COMORBIDITY ON
THE OUTCOME OF PANIC DISORDER

Effect of Comorbidity on
Response to Treatment
The presence of comorbid depression has a variable effect on the response to treatment of panic disorder, with
some studies showing no effect and others showing a detrimental effect on treatment outcome.
In studies by Black et al.,9 Keller et al.,10 and Lesser et
al.,11 the response to treatment with fluvoxamine, alprazolam, or imipramine was not affected by the presence of
comorbid depression, even though comorbid patients were
more likely to have severe phobic avoidance, anxiety, and
disability. Maddock et al.12 found that a history of major
depression had no effect on the outcome of treatment with
adinazolam in patients with panic disorder. However, a
small number of patients with a history of recurrent major
depression exhibited a poorer response to treatment than
patients with no history of depression. Conversely, in an
8-week placebo-controlled study13 of alprazolam in panic
disorder, overall improvement was weakly predicted by
more severe depression at baseline. The investigators suggest that when depressive symptoms respond to treatment,
the patient experiences a greater sense of improvement than
that experienced in the absence of depressive symptoms.
The majority of studies, however, show that treatment
response in patients with comorbid panic and depression is
poorer than in patients with panic disorder alone. Van
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The consequences of comorbidity on the patients’
mental health were assessed in the WHO Collaborative
Study using the 28-item General Health Questionnaire
(GHQ-28).7 Patients with no disorder had a low mean
GHQ-28 score of 3 points, while patients with panic disorder or depression scored 7 points and 12 points, respectively. In comparison, patients suffering from comorbid
depression and panic disorder had a mean GHQ-28 score
of 17 points, indicating a greater severity of mental illness
in comorbid patients than in those suffering from a single
disorder. This is reflected in the incidence of suicide attempts. Among patients with comorbid panic disorder and
depression, 43% had a history of suicide attempts, compared with 17% of those with depression alone.

patients achieve panic-free status with no depressive
symptoms and no role impairment. Given that the treatment of panic disorder alone can have a poor outcome,
what are the consequences of concurrent depression on
treatment outcome?
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Valkenburg et al.14 studied 114 patients from inpatient and
outpatient psychiatric clinics. Treatment response was
considered to be poor when the practitioners had exhausted all treatments or the patient had discontinued
treatment without showing clinical improvement. In a significantly higher proportion of patients suffering from depression with secondary comorbid panic disorder, the
treatment response was poor (55%) compared with patients with panic disorder alone (28%, p < .01).
Scheibe and Albus15 conducted a 2-year follow-up
study of 52 patients with panic disorder who presented at
an outpatient unit for anxiety disorders. At intake, patients
with comorbid depression had more severe symptoms of
depression and anxiety and more severe impairment in
work and family life activities than patients without depression. After 2 years of naturalistic treatment, the patients with comorbid depression at intake still showed
more severe phobic symptoms and impairment in work
and family life than patients with panic disorder alone. At
the 2-year follow-up, 75% of the patients with panic disorder alone at intake were in remission (i.e., did not meet
DSM-III-R criteria for anxiety or depressive disorders),
compared with 35% of the comorbid patients. Symptoms
persisted throughout treatment in nearly half of the comorbid patients, compared with 9% of the patients with panic
disorder alone. At a subsequent 5-year follow-up, the comorbid group was still experiencing more severe symptoms of anxiety and depression and poorer psychosocial
functioning than the group with panic disorder alone.16
The investigators also found that the presence of agoraphobic avoidance at intake was a predictor for a poor treatment outcome.
Interestingly, the poor response to treatment seen in patients with comorbid panic and depression also seems to
occur with placebo treatment. In a study by Coryell and
Noyes,17 43 patients with panic disorder received placebo,
and 25% showed a marked improvement after 8 weeks.
Patients without a placebo response were roughly twice as
likely to have been suffering from comorbid major depression at the beginning of the study.
Even when comorbid depression is not present at initial
presentation, patients with panic disorder often develop
depression. In a 6-year naturalistic follow-up study18 of 55
patients with panic disorder, 18% developed major depression. In addition, 11% were suicidal, 14% had developed
alcoholism, 26% still suffered from panic attacks, and
37% were agoraphobic. Thus, it is important that practitioners remain alert to the possibility of comorbid depression
throughout the patient’s treatment plan, given the detrimental effect comorbidity has on treatment outcome.

Table 2. Dropout Rates for Depressed Primary Care Patients
Randomly Assigned to Treatment With Nortriptyline or
Interpersonal Psychotherapy*

Dropout (%)
Alone
Nortriptyline
Acute (2 mo)
29
Continuation (6 mo)
40
Psychotherapy
Acute (6 mo)
31
Continuation (2 mo)
20
*Data from references 19 and 20.

Major Depression
+ Generalized
Anxiety Disorder

+ Panic
Disorder

32
47

48
29

40
8

53
20
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Comorbid depression is frequently seen in patients with
panic disorder. The presence of comorbidity results in
more severe anxiety and depressive symptoms, a higher
rate of suicide attempts, a higher frequency of other comorbid conditions such as alcoholism, a poorer response,
and poorer compliance with treatment than in patients
with panic disorder or depression alone.
Effective treatment of panic disorder clearly involves
the recognition and appropriate treatment of the comorbid
condition. Only when both disorders are adequately
treated can the patients regain their normal level of functioning and enhance their quality of life.
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Effect of Comorbidity on
Treatment Compliance
Comorbidity may affect compliance as well as the response to the treatment. In a primary care study involving
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depressed patients with or without a comorbid lifetime
anxiety disorder, Brown and colleagues19,20 found they
could distinguish between depressed patients with a history of panic disorder, depressed patients with generalized
anxiety disorder, and patients with depression alone by the
presence of certain factors. The patients with comorbid
panic disorder were more likely to present with greater depressive severity and greater impairment in physical and
psychosocial functioning, and were more likely to have a
history of alcohol dependence, somatization disorder, and
avoidant personality disorder. Furthermore, depressed patients with lifetime panic disorder were more likely to terminate both pharmacotherapy and psychotherapy prematurely during the acute phase of treatment (Table 2). These
results highlight the importance of selecting an appropriate treatment for patients with comorbid panic disorder.
More patients in the comorbid depression and panic group
discontinued acute treatment with nortriptyline treatment
than in the depression alone or comorbid depression and
generalized anxiety groups, suggesting that poor tolerability of the medication was an issue. Thus, selecting an antidepressant with a more favorable side effect profile, such
as a serotonin selective reuptake inhibitor (SSRI), is important to avoid arousing physical sensations of panic.

Drug names: adinazolam mesylate (Deracyn), alprazolam (Xanax), fluvoxamine (Luvox), imipramine (Tofranil and others), nortriptyline
(Pamelor and others).
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