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Summary  A group of 52 patients presenting at an out- 
patient unit for anxiety disorders were included consecu- 
tively in a prospective 2-year follow-up study. Patients 
were administered to a structured interview for DSM-III- 
R diagnoses, a follow-up interview (LIFE), and various 
other ratings. Sociodemographic and illness-history char- 
acteristics, levels of anxiety and depressive symptoms, as 
well as psychosocial impairment, were evaluated at base- 
line and follow-up and compared between patients with 
panic disorder only and patients with panic disorder and 
concomitant depressive disorders at index assessment. 
Cross-sectional and longitudinal differences between pa- 
tients with panic disorder only and patients with panic dis- 
order and concomitant depression have been found, indi- 
cating that patients with comorbid conditions are more se- 
verely ill and have a less favorable outcome. For the total 
sample, however, the 2-year outcome was better than that 
reported in many other follow-up studies. 
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Introduction 

Prospective long-term follow-up studies comparing panic 
disorder with and without depressive disorders are rare. 
The majority of follow-up studies reported so far were 
carried out prior to the introduction of DSM-III or were 
retrospective in design (Uhde et al. 1985; Breier et al. 
1986; Noyes et al. 1989). This implies difficulties in com- 
paring the results because of differences in diagnostic cri- 
teria and the bias of inaccurate retrospective reporting. 
Prospective clinical studies in patients with panic disorder 
and depressive disorders were caried out by Buller et al. 
(1986), Maier and Buller (1988), Nagy et al. (1989), 
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Noyes et al. (1990), and Wittchen et al. (1991), and 
prospective epidemiological studies were carried out by 
Vollrath and Angst (1989) and Vollrath et al. (1990). Thus 
far, clinical studies show equivocal results: Although the 
data of Maier and Buller (1988) argue for a rather favor- 
able outcome of panic disorder and agoraphobia, other au- 
thors (Breier et al. 1986; Krieg et al. 1987; Noyes et al. 
1990; Wittchen et al. 1991) report a chronic course of 
panic, anxiety, and phobias. Therefore, differences in pa- 
tient referral sources, inclusion and exclusion criteria, di- 
agnostic systems and instruments, treatment settings, and 
study design might influence the outcome data in these in- 
vestigations (Leckman et al. 1984; Rubin and Lesser 
1990; Albus and Scheibe 1993). 

Patients with anxiety disorders and concomitant de- 
pression are reported to be more severely ill by a number 
of studies (Van Valkenbnrg et al. 1984; Charney et al. 
1986; Buller et al. 1986; Reich 1988; Stein and Uhde 
1988; Vollrath and Angst 1989). Moreover, patients with 
panic disorder only and patients with panic disorder and 
concomitant depression differ considerably with regard to 
subjective suffering (Vollrath and Angst 1989). Corre- 
spondingly, depression in panic disorder (Charney et al. 
1986; Lesser et al. 1988, 1989; Maier et al. 1989; Nagy et 
al. 1989, Noyes et al. 1990) and other anxiety disorders 
(Barlow et al. 1986) were associated with an increased 
level of anxiety. In contrast, other authors have reported 
no effect (Buller et al. 1986; Argyle and Roth 1989) of de- 
pression on the severity of anxiety symptoms. 

Severe avoidance behavior has been reported to be 
more prevalent in the depressed subgroup (Cassano et al. 
1989; Noyes et al. 1990). Moreover, patients with comor- 
bid conditions are reported to score higher on measures of 
depression (Barlow et al. 1986; Buller et al. 1986; Char- 
ffey et al. 1986; Lesser et al. 1988, 1989; Cassano et al. 
1989; Nagy et al. 1989) and measures of phobia (Cassano 
et al. 1989; Vollrath et al. 1990). Furthermore, in many 
studies panic patients with a history of depression show 
more severe psychosocial impairment or disability (Buller 
et al. 1986; Charney et al. 1986; Wittchen 1988; Lesser et 
al. 1988). 
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There  is ev idence  that patients with anxie ty  and de- 20 
press ion have  a less favorable  ou tcome or a more  chronic  
course  than pat ients  wi th  anxie ty  d isorders  exc lus ive ly  1~ 
(Van Valkenburg et al. 1984; Wi t tchen  1988; Noyes  et al. 
1990; Angs t  and Vollrath 1991; Wi t tchen  et al. 1991). Pa- 
t ients with comorb id  condi t ions  have  been  repor ted  to lo 
have poorer  psychosoc ia l  ad jus tment  at ou tcome (Van 
Valkenburg et al. 1984; Wi t tchen  1988; Hecht  et al. 1989), 5 
more  symptom-re l a t ed  d isabi l i ty  at fo l low-up (Noyes  et 
al. 1990), lower  recovery  rates (Vollrath et al. 1990) and 

0 higher  re lapse  rates (Reich 1988). 1 
The  present  prospec t ive  fo l low-up  s tudy was des igned  

to invest igate  i f  there are dif ferences  in pat ients  wi th  
panic  d isorder  with and without  concomi tan t  depress ion  
with regard  to base l ine  rat ings o f  severi ty  o f  i l lness  and 
subject ive  suffering, and i f  the ou tcome o f  pat ients  with 
panic  d isorder  is different  compared  to the ou tcome o f  pa-  
t ients with concomi tan t  depression.  

P a t i e n t s  a n d  m e t h o d s  

A total of 89 subjects were recruited through news media and in- 
terviewed at the outpatient unit for anxiety disorders at the Psychi- 
atric Hospital of the University of Munich. Of this sample 29 pa- 
tients did not meet the inclusion criteria for the controlled-treat- 
ment study (i.e., age 18-60 years, no suicidal tendencies, no preg- 
nancy or nursing, no obsessive-compulsive symptoms, no comor- 
bidity with other anxiety disorders, such as generalized anxiety 
disorder, social phobia, or simple phobia, no history of physical ill- 
ness that could explain their symptoms, and no alcohol or drug de- 
pendence. The other 60 patients met DSM-III-R criteria for panic 
disorder with or without agoraphobia, but 8 patients dropped out 
after refusing to participate in the initial controlled-drug-treatment 
study. The remaining 52 patients were included consecutively in 
the study. 

After index assessment patients were enrolled in an 8-week 
controlled-treatment study of either imipramine or doxepin. Addi- 
tionally, patients received supportive psychotherapy 1 h/week for 
6-8 months, depending on their clinical status. Patients were 
thereafter treated naturalistically, including booster sessions. Dur- 
ing these sessions symptoms of anxiety and depression, as well as 
phobic situations, were evaluated and instructions given for in vivo 
exposure. Psychotropic drugs were also prescribed. To evaluate 
fluctuations in anxiety and depressive symptoms, and to avoid the 
bias of inaccurate retrospective reporting, patients were rated at 
least every 3 months throughout the entire observation period. 
These data are reported in another paper (Albus and Scheibe 
1993). 

The Structured Clinical Interview for DSM-III-R (SCID; 
Spitzer et al. 1987), which provides current and lifetime DSM-III- 
R diagnoses, was administered to each subject by two clinicians 
(G.S. and M.A) who were experienced in using the DSM-III-R 
classification system and trained in applying the SCID. In a sub- 
sample of patients (n = 30) randomly selected from the sample in- 
vestigated SCID diagnoses were evaluated independently by both 
clinicians, which turned out to be sufficient (~: = 0.82). 

Patients were divided into two subgroups: panic patients with- 
out (n = 32) and with (n = 20) concomitant depression at baseline 
investigation. Of the 20 patients with concomitant depression, 10 
patients met DSM-III-R criteria for major depression, 7 patients 
for dysthymic disorder, and 3 patients for major depression and 
dysthymic disorder. Of the comorbid group 10% reported a simul- 
taneous onset of panic disorder and depression, 40% an earlier on- 
set of depression, and 50% an earlier onset of panic disorder. 

At follow-up patients were interviewed again using SCID and 
the Longitudinal Interval Follow-up Evaluation (LIFE) (Shapiro 
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Fig. 1 Hamilton Anxiety Scale (HAMA) and Hamilton Depression 
Scale (HAMD) at baseline (Index ass.) and 2-year follow-up for 
patients with panic disorder only (pd) and patients with panic dis- 
order and concomitant depression (pd + dd) at index assessment 

Fig.2 Trait Anxiety Inventory (STAl-trait) and Sheehan Patient- 
Rated Anxiety Scale (SPRAS) at baseline (Index ass.) and 2-year 
follow-up for patients with panic disorder only (pd) and patients 
with panic disorder and concomitant depression (pd + rid) at index 
assessment 

Fig.3 Work disability (Disab. work), Family Life Disability 
(Disab. faro.) and global phobia (Glob. phob.) at baseline (index 

'ass.) and 2-year follow-up for patients with panic disorder alone 
(pd) and patients with panic disorder and concomitant depression 
(pd+ dd) at index assessment 

and Keller 1979; German translation by Paulus and Philipp 1986). 
The LIFE is a semistructured interview with quantitatively scaled 
items that assess detailed psychosocial (work, leisure, interper- 
sonal relationships, sexual activities and satisfaction, and social 
adjustment) and therapeutic (nonpsychiatric medical illness, 
nonpsychiatric drugs, psychotropic drugs, and psychotherapy) in- 
formation for the 6 months prior to follow-up. Furthermore, the 
overall level (range 1-100) of psychosocial adjustment by means 
of the Global Assessment Scale (GAS; Spitzer et al. 1976) for the 
previous 6 months was evaluated. Additionally, the following rat- 
ings were performed as clinicians' ratings at index assessment and 



Table 1 Baseline demo- 
graphic and illness character- 
istics of patients with panic 
disorder (pd) with and without 
concomitant depression at 
index assessment 

41 

Panic disorder 
(n = 32) 

% 

Panic disorder 
and depression 
(n = 20) 
% 

~2 test 

Gender 
Male 40.6 30.0 
Female 59.4 70.0 

Marital status 
Never married 21.9 36.8 
Married 68.8 57.9 
Separated, divorced 9.4 5.3 

n.s. 

n.s. 

Mean _+ SD Mean + SD Student's t-test 

t df  P 

Age at admission 
Duration of illness (years) 
Age at onset of panic disorder 
Age at onset of 

avoidance behavior 
Age at onset of 

first depressive episode 

40.4_+ 6.9 34.8 _+ 6.9 2.80 50 0.01 
6.0_+ 5.6 10.8 + 9.3 -2.33 50 0.02 

32.7 _+ 9.1 28.1 + 10.2 2.32 50 0.01 

32.9_+ 8.6 27.6 + 9.9 2.45 50 0.01 

24.0 _+ 10.3 

at 2-year follow-up: Hamilton Anxiety Scale (range 0-56) (HAMA; 
Hamilton 1959; see Fig. 1), Hamilton Depression Scale (range 
0-67) (HAMD; Hamilton 1967; see Fig. 1), Phobia Scale (range of 
global phobia 0-10; Marks and Matthews 1979), and Disability 
Scales on work, social life/leisure, and family/homelife impair- 
ment (Cross-National Collaborative Panic Study 1992; see Fig. 3) 
rated from 0 = no impairment to 10 = total impairment. State-Trait 
Anxiety Inventory (STAI; range 0-80; Spielberger et al. 1970; see 
Fig. 2) and Sheehan Patient-Rated Anxiety Scale (SPRAS; range 
0-184; Sheehan 1986; see Fig. 2) were performed as patients' ratings. 

Statistical analysis employed nonparametric %2 tests for deter- 
mining significance of categorical data and two-tailed t-tests for 
independent samples to test for the significance of differences be- 
tween continuous variables. 

Results 

Baseline characteristics 

Subjects included in the present study were predomi- 
nantly women, especially in the comorbid group. Con- 
cerning marital status there were no significant differ- 
ences between the groups. Patients with comorbid condi- 
tions had an earlier age at admission, age at onset of panic 
disorder, and age at onset of avoidance behavior, as well 
as a significantly longer duration of illness, than patients 
with panic disorder only (Table 1). 

The primary DSM-III-R diagnoses were distributed as 
follows: panic disorder with agoraphobia in 39 cases (14 
with concomitant depression) and panic disorder without 
agoraphobia in 13 cases (6 with concomitant depression). 

Severity of illness at index assessment 
and at 2-year follow-up 

Considering the baseline ratings it is obvious that patients 
with panic and concomitant depression were more se- 
verely ill at index assessment. They had significantly 
higher scores on most scales that included both clinicians' 
and patients' ratings. Patients of the comorbid group 
showed higher baseline levels of anxiety and depression, 
as well as a more severe disability in work and family life, 
than subjects without depression. 

At 2-year follow-up patients with concomitant depres- 
sion at index assessment show more severe global phobia 
and more severe impairment in work and family life com- 
pared to patients with panic only (Fig. 3). According to 
self- and observer-rated levels of anxiety and depression, 
no significant differences could be further established. 

Diagnostic and clinical evaluation at 2-year follow-up 

Concerning treatment during the past 6 months before fol- 
low-up assessment, there were no significant differences 
between the two groups: Patients with panic disorder had 
sought help from therapeutic sessions and had used psy- 
chotropic drugs during the past 6 months approximately 
as much as patients with panic and concomitant depres- 
sion (Table 2). 

Analyzing the psychosocial 2-year follow-up data 
(LIFE), the following significant difference was found: 
Patients with panic disorder only reported better partner 
relationships and more sexual activity than patients of the 
comorbid group. No significant differences occurred in 
the other psychosocial areas evaluated with the LIFE in- 
terview. Concerning the GAS significant differences be- 
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Table 2 Status at the end of 
the 2-year follow-up of 
patients with panic disorder 
only and patients with panic 
disorder and depression at 
index assessment. Remitted 
was defined as the patient not 
meeting the DSM-III-R criteria 
for anxiety disorders or 
depressive disorders. GAS 
Global Assessment Scale 

Panic disorder 
(n = 32) 

% 

Panic disorder Z 2 test 
and depression 
(n = 20) X 2 df P 
% 

Psychotherapeutic sessions 62.5 60.0 

Psychotropic drugs 
during past 6 months 43.7 40.0 
Ant• 18.5 15.0 
Ant• + benzodiazepine 9.4 5.0 
Ant• + betablockers 6.5 10.0 
Benzodiazepine ad lib. 9.3 10.0 

Partner relationships 
during past 6 months 
Good 71.0 36.8 
Moderate 19.4 21.1 
Poor 9.6 42.1 

Frequency of sexual activity 
during past month 
> 1-3 times/week 74.1 37.5 
> once/month 7.4 37.5 
Rarely/never 18.5 25.0 

Status of follow-up 
Remitted 75.0 35.0 
Unremitted 25.0 65.0 

n , s .  

5.99 2 

7.31 2 

11.67 2 

0.05 

0.02 

0.01 

Mean + SD Mean • SD Student's t-test 

GAS 

Remitted patients 
Phobic fears 
Phobic avoidance 

Unremitted patients 
Phobic fears 
Phobic avoidance 

80.7• 74.0• 2.06 

9.4• 12.2• 2.7 n.s. 
4.3• 3.7• 0.5 n.s. 

14.2• 19.7• 8.1 n.s. 
6.0• 5.5• 5.1 n.s. 

df ~' 

50 0.05 

tween the groups occurred for the past 6 months: Patients 
of the pure panic group showed better psychosocial func- 
tioning than patients of the comorbid group (Table 2). 

In contrast to 35% of the comorbid group, 75% of the 
patients with panic only were remitted e.g., did not meet 
the DSM-III-R criteria at follow-up, neither for anxiety 
disorders, nor depressive disorders. Patients remitted at 
follow-up in the pure panic group and the comorbid group 
still reported phobic fears and phobic avoidance at 2-year 
follow-up, although to a nonsignificant degree compared 
to unremitted patients. In contrast to 9.4% of the panic pa- 
tients, 45% of the comorbid patients showed continuous 
symptoms of the illness throughout the entire observation 
period. The recurrence rates of anxiety and/or depressive 
disorders were similar in both groups. These data are re- 
ported elsewhere (Albus and Scheibe 1993). 

Discussion 

A greater severity of illness has been found in the panic 
group with concomitant depression compared to the pure 
panic group with regard to levels of anxiety, depression, 
and disability at index assessment. This finding agrees 
with most clinical and epidemiological studies (Van 
Valkenburg et al. 1984; Barlow et al. 1986; Bullcr et al. 
1986; Charney et al. 1986; Lesser et al. 1988, 1989; Reich 
1988; Stein and Uhde 1988; Wittchen 1988; Cassano et al. 
1989; Hecht et al. 1989; Maier et al. 1989; Nagy et al. 
1989; Vollrath and Angst 1989; Noyes et al. 1990; Voll- 
rath et al. 1990) and supports the hypothesis that patients 
with comorbid conditions are more severely ill. Addition- 
ally, the higher scores in the self-ratings (STAI-trait and 
SPRAS) indicate a more severe subjective suffering of 
these patients. One might assume that the longer duration 
of illness or the older age at index of the comorbid group 
have confounded the results. However, neither age nor du- 
ration of illness showed any significant effects (Albus and 
Scheibe 1993). 



According to the 2-year follow-up data the outcome of 
patients with concomitant depression was less favorable, 
which is in accordance with various other studies (Van 
Valkenburg et al. 1984; Wittchen 1988; Nagy et al. 1989; 
Noyes et al. 1990; Angst and Vollrath 1991; Wittchen et 
al. 1991). Worse relationships and more impairment of  
psychosocial functioning of the dual-diagnosis group 
have been reported by several authors (Wittchen 1988; 
Hecht et al. 1989). The data suggest that the successful 
treatment of panic attacks or symptoms related to anxiety 
only is not a sufficient outcome goal (Nagy et al. 1989). 

These results indicate that comorbidity of  panic disor- 
der and depressive disorders seems to have important di- 
agnostic, prognostic, and treatment implications. In accor- 
dance with other prospective follow-up studies (Maier 
and Buller 1988; Nagy et al. 1989; Noyes et al. 1990), the 
patient-sample investigated in this study shows a better 
outcome than reported in retrospective studies (Breier et 
al. 1986; Krieg et al. 1987). However, the different defin- 
itions of  outcome used in these studies renders compari- 
son difficult. Noyes et al. (1990) reported that 10% of 
their panic patients had no anxiety symptoms at 3-year 
follow-up. Maier and Buller (1988) and Nagy et al. (1989) 
found 43-48% of patients with panic disorder with or 
without agoraphobia to be syndrome-free or remitted at 
follow-up, without further specifying their findings. 

In our study 75% of patients with panic disorder only 
and 35% of patients with panic and concomitant depres- 
sion were remitted (e.g., did not meet the criteria for a 
DSM-III-R diagnosis of  anxiety disorders or depressive 
disorders. This finding supports the assumption that pa- 
tients with comorbid conditions tend to develop a more 
chronic course, and agrees with the results of  other stud- 
ies (Noyes et al. 1990; Wittchen et al. 1991). 

Focusing on a global outcome measure such as the 
GAS (Spitzer et al. 1976), the patients investigated in this 
study scored a mean of 80 and 74, respectively, which re- 
flects only slight overall impairment. This finding is in ac- 
cordance with Noyes et al. (1990), whose patients scored 
a mean of 72. These data emphasize that the overall out- 
come of panic disorder patients with or without concomi- 
tant depression is more favorable than reported in retro- 
spective studies. 

The divergent results of  naturalistic treatment studies 
in patients with anxiety disorders may be attributable to 
differences in the samples investigated. The data suggest 
that outpatients who have been recruited via media news 
(such as our sample) or have been recruited from non- 
psychiatric settings (Maier and Buller 1988) show a more 
favorable outcome than patients who were already hospi- 
talized (Krieg et al. 1987; Coryell et al. 1983; Wittchen et 
al. 1991) or patients recruited at psychiatric treatment 
sites (Breier et al. 1986). Patients who were recruited 
from nonpsychiatric settings tend to have milder illnesses 
than those recruited from treatment facilities (Noyes et al. 
1989), which may contribute to a more favorable out- 
come. 

Besides the significantly lower remission rates of the 
comorbid sample and more severe impairment in work 
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and family life, the comorbid group showed worse partner 
relationships and less sexual activity compared to the pure 
panic group. This area has not yet been considered by fol- 
low-up studies in patients with anxiety with and without 
concomitant depression. 

In summary, the patient-sample investigated in this 
study showed a considerably better outcome than those in 
many other follow-up studies. Besides the possibility that 
this sample suffers from milder illnesses than patients re- 
cruited from psychiatric settings, it may be assumed that a 
therapeutic regimen with an initially controlled treatment 
period, followed by either antipanic medication or psy- 
chotherapy (including booster sessions), has prevented 
mainly patients with panic disorder only from developing 
persistent and disabling symptoms as reported in other 
studies. 
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