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t present, cognitive-behavioral therapy (CBT) and
selective serotonin reuptake inhibitors (SSRIs)

A Randomized, Double-Blind, Placebo-Controlled Study
of the Effects of Adjunctive Paroxetine in

 Panic Disorder Patients Unsuccessfully Treated
With Cognitive-Behavioral Therapy Alone

Mirjam Kampman, M.A.; Ger P. J. Keijsers, Ph.D.;
Cees A. L. Hoogduin, M.D., Ph.D; and Gert-Jan Hendriks, M.D.

Background: Both cognitive-behavioral
therapy and treatment with selective serotonin
reuptake inhibitors (SSRIs) have proved to be
effective in the treatment of panic disorder. The
present study examined the effects of paroxetine
added to continued cognitive-behavioral therapy
in patients who were unsuccessfully treated with
initial cognitive-behavioral therapy alone.

Method: 161 patients with panic disorder
with or without agoraphobia (DSM-IV criteria)
underwent a manual-guided cognitive-behavioral
therapy of 15 sessions. Forty-three unsuccessfully
treated patients from this group were included
in a double-blind, placebo-controlled, next-step
treatment study consisting of continued cognitive-
behavioral therapy plus adjunctive paroxetine at
a dose of 40 mg/day or continued cognitive-
behavioral therapy plus placebo.

Results: Overall, patients in the cognitive-
behavioral therapy plus paroxetine condition
improved significantly on agoraphobic behavior
(p < .05) and anxiety discomfort (p < .01),
whereas patients in the cognitive-behavioral
therapy plus placebo condition did not. Effect
sizes in the cognitive-behavioral therapy plus
paroxetine condition ranged from 1.0 to 1.8 and
in the cognitive-behavioral therapy plus placebo
condition, from 0.4 to 1.0.

Conclusion: Patients with panic disorder who
are unsuccessfully treated with initial cognitive-
behavioral therapy may benefit from the addition
of an SSRI as a second treatment modality. The
importance of timely evaluation of treatment
results is emphasized.
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A
have both proved to be effective for the treatment of
panic disorder (PD) with or without agoraphobia. A meta-
analysis by van Balkom and colleagues1 showed that both
treatments, administered individually as well as in combi-
nation, positively affect the various aspects of PD, such as
panic attacks, agoraphobic behavior, and general anxiety.
Both treatment modalities are equally effective in the
treatment of panic disorder, and the choice between CBT
and SSRIs depends largely on therapists’ and patients’
personal preferences and circumstances and on the avail-
ability of treatment modalities.2

Both treatment modalities have advantages and dis-
advantages. Compared with CBT, SSRI treatment is more
available and requires relatively low effort on the part
of the patient. Compared with SSRI treatment, CBT has
fewer dropouts,1 is more cost-effective,3 and has fewer
adverse side effects.4 Both CBT and SSRI treatment have
the disadvantage that a substantial number of patients
(ranging from 20% to 52%) do not sufficiently improve
with the use of either treatment.2,5–7 To date, the important
and relevant question of why a substantial proportion of
patients fail to respond to CBT has not yet been answered.
Research thus far has failed to identify consistent and rep-
licable predictors of CBT nonresponse, and, in fact, it
is questionable whether there are any common pretreat-
ment characteristics of patients, symptoms, therapists, or
treatment processes that could ever reliably predict CBT
outcome (M.K., G.P.J.K., C.A.L.H., et al., manuscript
submitted).
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Surprisingly, despite the substantial number of patients
that fail to improve in response to CBT or SSRI treatment,
only a few studies have addressed the question of what the
best next-step treatment modality or strategy for these
nonresponding PD patients would be. A controlled study
by Hoffart et al.8 showed clomipramine to be effective as
a next-step treatment after unsuccessful CBT. Another
controlled study by Fava and colleagues9 proved contin-
ued exposure to be just as effective as continued exposure
combined with adjunctive treatment with either the tri-
cyclic antidepressant imipramine or cognitive therapy
after unsuccessful CBT. A naturalistic study by Brown
and Barlow10 did not reveal any adjunctive beneficial
effects in patients who sought adjunctive pharmaco-
therapy after initial CBT.

Two open studies evaluated additional CBT as a next-
step treatment modality for nonresponding pharmaco-
therapy (SSRI) patients.11 Combining SSRI treatments
with CBT was found to be effective in these studies. So
far, a controlled study into the next-step treatment modal-
ity consisting of SSRI treatment for nonresponding CBT
patients has not been conducted, which is surprising since
both treatment modalities individually are the treatments
of choice for PD. On the basis of the findings for tricyclic
antidepressants, we expected that the use of an SSRI in
combination with continued CBT would lead to symptom
reduction in PD patients that failed to improve with CBT
alone.8 In the present study, nonresponding CBT patients,
according to cutoff scores set in advance, were randomly
assigned to either continued CBT plus the SSRI paroxe-
tine or to continued CBT plus placebo as the next-step
treatment modality.

METHOD

Patients
Participants were 43 patients who were classified as

CBT nonresponders. The participating patients were re-
cruited from a sample of 161 patients who were treated
with a 15-session, manual-guided individual CBT. Pa-
tients were treated in 2 centers: an outpatient clinic for
anxiety disorders and a university outpatient center. All
161 patients met DSM-IV criteria12 for panic disorder
with or without agoraphobia, as assessed by experienced
psychiatrists using the Dutch adaptation of the Anxiety
Disorders Interview Schedule-Revised (ADIS-IV) (refer-
ence 13 and T. K. Bouman, Ph.D.; C. de Ruiter, Ph.D.;
C.A.L.H., unpublished, 1997). Inclusion criteria for ini-
tial CBT were a present diagnosis of PD, age between 18
and 65 years, and the patient’s consent to the research pro-
cedures and measurements. Exclusion criteria were a
present diagnosis of schizophrenia, organic mental syn-
drome, mental retardation, suicidal ideation, alcohol or
psychoactive substance dependence, or ongoing treatment
with other therapies. Patients who used antidepressant

medication were asked to discontinue their medication
under supervision prior to the start of  CBT. They entered
the study after a washout period of 2 weeks. Patients who
used benzodiazepines were asked either to discontinue
their medication under supervision or to adhere to a fixed
daily dose throughout the duration of their treatment. Of
the 161 patients, 129 patients completed the initial CBT;
32 patients (20%) dropped out.

CBT treatment was considered successful after the first
phase when patients did not have considerable PD
complaints during a 4-week period following the final
treatment session. The cutoff scores for inclusion in the
next-step treatment study were determined in advance
and were based on a previous study with PD patients
treated with manual-guided CBT.14 In this previous study,
30% improvement equaled the following cutoff scores:
(1) patients reported no panic attacks in the last 2 weeks
(assessed with the panic attack frequency subscale of
the Mobility Inventory for Agoraphobia),15 (2) patients
reported having had few agoraphobic catastrophic cogni-
tions (cutoff score of 1.9 or lower on the Agoraphobic
Cognitions Questionnaire [ACQ]),16 and (3) patients re-
ported no longer having marked anxious feelings in their
idiosyncratic situations or circumstances (cutoff score of
5.9 or lower on the Anxiety Discomfort Scale [ADS]).17

Applying these criteria to the patients in our study after the
initial CBT, we identified 66 patients who were considered
unsuccessfully treated. This group was therefore found
suitable to be included in our next-step treatment study.

An additional inclusion criterion for the next-step
phase was that patients had to agree to the double-blind
randomization, and 3 additional exclusion criteria were
planned pregnancy, pregnancy, and lactation.

Of the 66 patients for whom initial CBT had failed, 6
were excluded from the next-step phase because they
wanted to become pregnant. Sixty patients remained
eligible and were asked to participate in the next-step
study. Seventeen patients refused to participate: 5 refused
randomization because they did not want the risk of a pla-
cebo treatment and instead preferred medication; the
remaining 12 patients refused to participate because they
felt they had already improved to such a degree that they
did not need to take additional medication. Finally, during
the next-step treatment, 3 patients dropped out of the CBT
plus paroxetine condition and 2 patients dropped out of
the CBT plus placebo condition owing to adverse side
effects. In total, 38 patients, equally divided across both
conditions, completed the next-step treatment of the
present study.

Treatment
There were 2 treatment phases. The initial treatment

(CBT) consisted of 15 weekly sessions of fifty minutes
each, in accordance with the Panic Control Treatment
manual.18,19 The treatment consisted of the following 5
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components that provided patients with (1) information
about panic and anxiety, (2) relaxation techniques, (3) cog-
nitive therapy, (4) interoceptive exposure, and (5) exposure
in vivo. Following the initial CBT, there was a 4-week
interval prior to evaluation and eventually the next-step
treatment. In the next-step treatment, unimproved patients
received continued CBT for 4 sessions during 8 weeks,
with emphasis on those treatment components that both
patient and therapist had deemed the most effective dur-
ing the previous 15 sessions. In addition to continued
CBT, patients were randomly assigned to either paroxetine,
40 mg/day, or placebo. The dose was 20 mg for the first
2 weeks and 40 mg for weeks 3 through 8. Every
2 weeks patients visited the psychiatrist to receive their
medication, to undergo medical checks, and to be moni-
tored for side effects. The remaining medication was
counted to check for compliance. Effects of paroxetine
were expected within 8 weeks.20,21

Therapists
The therapists were experienced cognitive-behavioral

therapists and graduate students in clinical psychology
working as trainees at one of the clinics. All therapists had
received intensive training in the manual-guided treat-
ment. Throughout the duration of the study, the treatment
was supervised by 4 experienced cognitive-behavioral
therapists on a weekly basis. Deviations from the manual-
guided treatment were discussed.

Instruments
Frequency of catastrophic agoraphobic cognitions was

assessed with the Dutch adaptation of the ACQ.16 Agora-
phobic avoidance was measured with the Dutch adapta-
tion of the Mobility Inventory (MI).15 The MI contains 3
subscales: avoidance when alone (MI-AAL), avoidance
when accompanied (MI-AAC), and frequency of panic
attacks (MI-PF). MI-AAL and MI-AAC scores were
added to yield 1 avoidance score (MI). The third subscale,
MI-PF, contains a definition of panic attacks according to
the DSM-IV followed by a question about the number of
panic attacks that occurred during the past 14 days. The
ACQ, the MI, and their Dutch adaptations were found to
have good test-retest reliability, high internal consisten-
cies, and reasonably concurrent validity.15,16,22

Fear and frequency of physical panic sensations were
measured with the Dutch adaptation of the 2 subscales of
the Body Sensations Questionnaire (BSQ),16 the BSQ-
fear  and the BSQ-frequency. The original questionnaire
and the Dutch version were found to be highly internally
consistent and reliable.17,23,24

The global state of phobic symptoms and general dis-
comfort was measured with the last item of the Fear Ques-
tionnaire (FQ-GA)25: “How would you rate the present
state of your phobic symptoms on the scale below?” The
ACQ, MI, BSQ, and FQ are frequently used in panic dis-

order treatment studies. In addition, the Dutch version
of the ADS was used.17 The ADS assesses 5 idiosyncratic
situations or circumstances in which patients feel dis-
tressed or anxious.

Procedure
After patients were referred, 2 intake sessions took

place. When patients were diagnosed with PD and after
they had given their written informed consent to the treat-
ment and research procedures, they entered the first phase
of the study. One week after the intake sessions, patients
completed Assessment 1. A diagnosis of PD had to be
confirmed by an independent assessor using the Dutch
version of ADIS-IV. When the diagnosis was not con-
firmed by the ADIS-IV, patients were excluded from the
study. In addition to the ADIS-IV, patients completed the
ACQ, the MI, the BSQ, the ADS, and the FQ.

Following Assessment 1, patients were assigned to a
therapist and received 15 weekly sessions of standardized
CBT. One week after the 15th session, Assessment 2 took
place in which patients again completed the ACQ, the
MI, the BSQ, the ADS, and the FQ. Assessment 2 was
followed by a 4-week, therapy-free interval after which
Assessment 3 was administered to obtain follow-up re-
sults. Assessment 3 consisted of the same measurements
as those used in Assessment 2.

In the second phase of the study, paroxetine, 40 mg, or
placebo (double-blind) was added to standardized CBT
during the next 8 weeks. Assessment 3 served as a pre-
treatment measurement. After Assessment 3, randomiza-
tion took place in blocks of 10, arranging an equal number
of subjects in both conditions. After the 8 weeks of com-
bination treatment, Assessment 4 was taken to obtain
posttreatment measurements. Again, the measurements
were the same as those taken in the previous assessments.

Statistical Analysis
The SPSS 10.0 statistical analysis package was used.26

Outcome scores were analyzed with multivariate analyses
of variance. Nonparametric data, such as number of
panic-free patients, were analyzed with the Pearson chi-
square test.

RESULTS

The outcome scores for the first phase of the treatment
for the 129 patients were statistically significant for all
outcome measures, and the effect sizes ranged from 1.1 to
2.2. These findings are presented in detail elsewhere
(M.K., G.P.J.K., C.A.L.H., et al., manuscript submitted).
At the time of Assessment 3, i.e., the start of the second
phase of the treatment, the patients in the CBT plus parox-
etine condition and the patients in the CBT plus placebo
condition did not differ significantly with respect to age
(t = –0.36, df = 41, p = .86 ) or gender (χ2 = 2.22, df = 1,
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p = .14). Neither group differed significantly on the out-
come measures, except for the ADS (F = 5.42, df = 1,36;
p < .05). Patients in the CBT plus paroxetine condition
were worse on the ADS than patients in the CBT plus pla-
cebo condition. Of the patients in the CBT plus paroxetine
condition, 10 patients had 1 or more comorbid disorders
(4 mood disorders, 4 anxiety disorders, and 4 somatoform
disorders) compared with 5 patients with 1 or more co-
morbid disorders (3 mood disorders and 3 anxiety disor-
ders) in the CBT plus placebo condition. Fifteen patients
in both groups were treated by graduate students, and 6
patients in the CBT plus placebo condition and 7 patients
in the CBT plus paroxetine condition were treated by an
experienced therapist.

Table 1 presents the mean scores of the outcome mea-
sures of Assessments 3 and 4 and the corresponding effect
sizes. Effect sizes were calculated following Cohen’s rec-
ommendations for repeated measurements.27

First, change scores, i.e., subtracting Assessment 4
scores from Assessment 3 scores, were obtained for each
of the outcome measures. After the assumptions for nor-
mality and homogeneity of variances were checked, the
change scores were analyzed with a multivariate analysis
of variance for all outcome variables simultaneously, but
separately for the 2 conditions. Wilks lambda (intercept)
was significant for the CBT plus paroxetine condition
(F = 5.35, df = 6,13; p < .05), but not for the CBT plus

placebo condition (F = 2.09, df = 6,13; p = .13), indicat-
ing that, overall, patients in the CBT plus paroxetine con-
dition showed a significant improvement for all outcome
variables taken together, whereas patients in the CBT plus
placebo condition did not.

Second, the change scores were analyzed with a multi-
variate analysis of variance for both conditions together,
with treatment condition as the between-subjects factor.
Wilks lambda (intercept) was significant (F = 6.39,
df = 6,31; p < .0001), indicating that there was an overall
main effect for symptom reduction on the outcome mea-
sures. In addition, there was a main effect for condition
(F = 4.20, df = 6,31; p < .01), indicating an overall differ-
ence in symptom reduction for type of treatment. Sub-
sequent univariate analyses of variance were used to test
the symptom reduction for the outcome measures sepa-
rately and to compare them between both conditions.
Change scores for the MI (F = 5.35, df = 1,36; p < .05),
the FQ-GA (F = 14.0, df = 1,36; p < .001), and the ADS
(F = 10.59, df = 1,36; p < .01) were significantly larger
for the CBT plus paroxetine condition than for the CBT
plus placebo condition. Change scores did not signifi-
cantly differ between the 2 conditions for the ACQ
(F = 1.78, df = 1,36; p = .19), the BSQ-fear (F = 0.25,
df = 1,36; p = .62), and the BSQ-frequency (F = 0.95,
df = 1,36; p = .34).

At the start of the next-phase treatment, 47% (N = 9)
of the patients in the CBT plus paroxetine condition and
42% (N = 8) of the patients in the CBT plus placebo con-
dition were panic free. At posttreatment (Assessment 4),
74% (N = 14) of the patients in the CBT plus paroxetine
condition and 47% (N = 9) of the patients in the CBT plus
placebo condition were panic free. The number of panic-
free patients at posttreatment between both conditions
was not significantly different (χ2 = 2.75, df = 1, p < .10).

The same criteria for treatment failure that were used
for the inclusion of patients in the second treatment phase
were applied to patients in the next-step treatment, and
73% (N = 14) of the patients in the CBT plus placebo con-
dition were considered as treatment failures compared
with 37% (N = 7) of the patients in the CBT plus paroxe-
tine condition.

DISCUSSION

On the basis of the findings of a previous controlled
study in which tricyclic antidepressants were used in
addition to continued CBT for patients failing to suffi-
ciently improve from initial CBT alone,8 we expected to
find enhanced treatment results when paroxetine was
added to CBT. Findings from the present study support
this hypothesis. For 3 of 7 outcome measures, patients in
the CBT plus paroxetine condition showed a significantly
larger improvement than patients in the CBT plus placebo
condition. There was a trend that showed more patients in

Table 1. Scores at Assessments 3 and 4 (pretest and posttest)
and Effect Sizes for Panic Disorder Patients in the CBT Plus
Paroxetine and CBT Plus Placebo Conditionsa

Assessment 3 Assessment 4
(Pretest)b (Posttest)c

Condition Mean SD Mean SD Effect Size

CBT plus paroxetine
(N = 19)

ACQ 2.0 0.5 1.6 0.4 1.8
MI 2.4 0.7 1.8 0.5 1.5
FQ-GA 3.7 2.0 1.5 1.7 1.6
BSQ-fear 2.1 0.5 1.7 0.5 1.0
BSQ-frequency 2.6 0.5 2.2 0.6 1.2
ADS 4.0 1.8 2.6 1.8 1.5

CBT plus placebo
(N = 19)

ACQ 2.2 0.7 2.0 0.6 1.0
MI 2.2 0.6 2.0 0.6 0.5
FQ-GA 2.4 1.5 1.7 1.3 0.6
BSQ-fear 2.3 0.7 2.0 0.6 0.9
BSQ-frequency 2.5 0.8 2.3 0.7 0.5
ADS 3.7 1.5 3.4 1.5 0.4

aAbbreviations: ACQ = Agoraphobic Cognitions Questionnaire,
ADS = Anxiety Discomfort Scale, BSQ-fear = Body Sensations
Questionnaire-fear of sensations, BSQ-frequency = Body Sensations
Questionnaire-frequency of sensations,  CBT = cognitive-behavioral
therapy, FQ-GA = Fear Questionnaire-General Anxiety,
MI = Mobility Inventory.
bAt the start of the pretest phase, 47% (N = 9) of the patients in the
CBT plus paroxetine condition and 42% (N = 8) of the patients in the
CBT plus placebo condition were panic free.
cAt posttreatment, 74% (N = 14) of the patients in the CBT plus
paroxetine condition and 47% (N = 9) of the patients in the CBT plus
placebo condition were panic free.
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the CBT plus paroxetine group were panic free. Further-
more, for all outcome measures together in which there
was a significant overall difference, there were marked
differences in effect size between the 2 groups, and twice
as many patients in the CBT plus paroxetine condition
were considered treatment successes, again supporting
better treatment results for patients who received con-
tinued CBT plus paroxetine.

In terms of symptom reduction, it can be concluded
that patients who previously failed to respond to CBT
did benefit significantly more from continued CBT with
adjunctive paroxetine as a next-step treatment modality
than those patients who received adjunctive treatment
with continued CBT and placebo. Although patients in
both conditions improved, the improvement was signifi-
cant only for the patients who received adjunctive par-
oxetine. These findings are in line with the preliminary
results of the studies conducted by Hoffart et al.,8 Pollack
et al.,11 and Otto et al.,7 all indicating that adding another
treatment modality does enhance treatment outcome for
panic disorder patients who fail to improve sufficiently
from a single-treatment modality.

The findings of the present study, furthermore, stress
the importance of timely evaluations of individual
treatment programs. Continuation of treatment without
modifications in patients who really failed to respond to
CBT should be critically considered, because no further
success can be expected. On the contrary, patients who
adjunctively received another treatment modality did re-
spond with advantageous results.

There are several critical remarks that need to be made
with regard to the present study. First, the second-step
treatment lasted 8 weeks. This may be a fairly short period
compared with the 12-week treatment period commonly
applied in medication trials.21,28 On the other hand, other
experiments demonstrated significant treatment effects
after only 4 weeks of therapy.20,21 It is possible that for
both treatment conditions better outcome results would
have emerged if treatments had lasted 12 instead of 8
weeks. It is worth investigating whether with a prolonged
treatment the beneficial effects of CBT plus paroxetine
would be even more pronounced than those found in the
CBT plus placebo condition. In contrast to the majority of
studies in which paroxetine was titrated from 10 mg up-
ward, in the present study paroxetine was titrated from 20
mg upward. Of the 5 patients who dropped out because of
adverse side effects, 3 were in the CBT plus paroxetine
condition. Perhaps adverse effects could have been pre-
vented by titrating from 10 mg upward.

A second critical remark concerns a selection bias
more or less caused by the cutoff score. A number of
patients (12%) considered as treatment failures chose not
to take adjunctive SSRI treatment because they thought of
themselves as improved and still improving. Perhaps the
cutoff scores we used to determine treatment success

were too strict. After all, some of the patients who we con-
sidered eligible to enter the study had improved signifi-
cantly, but were nevertheless categorized as patients
whose treatment had failed since they still had severe
complaints.

Another remark concerns the comorbid conditions of
both patient groups at the start of the second phase of the
study. Although both groups at that point differed signifi-
cantly on only 1 of the outcome measures (ADS), more
patients in the CBT plus paroxetine condition had a co-
morbid disorder. In spite of this, patients in the CBT plus
paroxetine condition were more improved than patients in
the CBT plus placebo condition.

Furthermore, a limitation of the present study is that
a clinician-rated outcome measurement was included in
the outcome assessments. It is recommended that out-
come assessments are multifaceted, involving different
perspectives.29 The results of the present study are based
on sound and frequently used self-rating instruments. The
results of the study would have been more conclusive had
a clinician-rated assessment or behavior test been con-
ducted as well.

Finally, although the present study made use of a
double-blind design, 62% of the patients in the CBT plus
placebo condition and 79% of the patients in the CBT plus
paroxetine condition classified themselves correctly. This
fact may have affected the outcome. Other researchers
found more or less the same percentages.30 Unless an
active placebo is used, this problem will arise in this kind
of study. Strikingly, all patients who dropped out thought
they had been administered an SSRI.

In summary, the present study suggests that adjunctive
use of an SSRI in patients not responding to CBT is use-
ful. Further research in this area is desirable. In particular,
controlled next-step strategy studies and studies into re-
lapses after SSRI as single treatment modality may pro-
vide us with a deeper insight into the effectiveness of the
various treatment modalities.

Drug name: paroxetine (Paxil).
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