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Treatment of Men With Major Depression:
A Comparison of Sequential Cohorts Treated
With Either Cognitive-Behavioral Therapy
or Newer Generation Antidepressants
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Objective: This report comparesresponse to
cognitive-behavioral therapy (CBT) and pharma-
cotherapy in sequential cohorts of/men with
DSM-III-R major depression.

Method: Patients were enrolled in consecutiye
standardized 16-week treatment protocols con-
ducted in the same research clinic. The first‘group
(N = 52) was treated with Beck’s model of CBT,
whereas the second group (N = 23) received
randomized but open-label treatment with either
fluoxetine (N = 10) or bupropion (N = 13). Cross-
over to the alternate medication was permitted
after 8 weeks of treatment for antidepressant
nonresponders. The patient groups were well
matched prior to treatment. Outcomes included
remission and nonresponse rates, as well as both
independent clinical evaluations and self-reported
measures of depressive symptoms.

Results: Despite limited statistical power to
detect differences between treatments, depressed
men treated with pharmacotherapy had signifi-
cantly greater improvements on 4 of 6 continuous
dependent measures and a significantly lower
rate of nonresponse (i.e., 13% vs. 46%). The
difference favoring pharmacotherapy was late-
emerging and partially explained by crossing
over nonresponders to the alternate medication.
The advantage of pharmacotherapy over CBT
also tended to be larger among the subgroup
of patients with chronic depression.

Conclusion: Results of prior research compar-
ing pharmacotherapy and CBT may have been
influenced by the composition of study groups,
particularly the gender composition, the choice
of antidepressant comparators, or an interaction
of these factors. Prospective studies utilizing flex-
ible dosing of modern antidepressants and, if nec-
essary, sequential trials of dissimilar medications
are needed to confirm these findings.
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A number of controlled studies of depressed out-
patients have found that antidepressants and
cognitive-behavioral therapy (CBT) have comparable
acute-phase treatment efficacy.'” Not all investigators
agree that these treatments are equally effective, however,
and a'spirited debate has developed.®*"'> Some researchers,
for example, assert that pharmacotherapy was not ad-
equately‘conducted in the earlier controlled trials.® Others
point-out that'these studies are flawed because it is not
appropriate, to continue an ineffective antidepressant for
12 to 16 weeks, i.es, a time frame during which 2 trials
could be condueted.’ Importantly, all 7 controlled studies
cited above were initiated before 1988 and, hence, tri-
cyclic antidepressants (TCAs) were used as the standard
comparators. To date, no published studies of major de-
pressive disorder have compared CBT and newer genera-
tion antidepressants, which have generally replaced the
TCAs as first-line medications.'*'¢

Although the TCAs and the newer <antidepressants
such as the selective serotonin reuptake ™ inhibitors
(SSRIs) have comparable efficacy in studies of depressed
outpatients, the TCAs have a greater average daily side
effect burden, and pharmacotherapy is more likely to be
compromised by prescription of subtherapeutic dos-
ages."”"S Further, attrition from TCA therapy due to intol-
erable side effects is about 5% to 10% higher when com-
pared with that from SSRI therapy.'® The TCAs also are
relatively ineffective treatments for patients with atypical
or reverse neurovegetative symptoms.'’° Together, these
factors may have significant impact on the results of com-
parative clinical trials. Stewart et al.,”” for example, rean-
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alyzed the results of the National Institute of Mental
Health Treatment of Depression Collaborative Research
Program (TDCRP)* and found that imipramine was sig-
nificantly less effective than CBT among the subset of pa-
tients with atypical depression, whereas a strong trend fa-
vored imipramine over CBT among the remainder of the
sample. Results of the series of comparative trials may
thus have underestimated the value of pharmacotherapy
asitiscurrently practiced.

Given the ongoing controversy about the relative effi-
cacy of psychosocial and pharmacologic treatments of
major depressive disorder, studies using newer generation
antidepressants ‘as.comparators are sorely needed. Al-
though several such’ studies are underway, the results of
these trials are unlikely to be available before the year
2003. We therefore compared the outcome of 2 cohorts of
depressed men who were treated in consecutive studies
with either CBT or pharmacotherapy with 2 newer antide-
pressants, the SSRI fluoxetine and bupropion, a noradren-
ergically active aminoketone compound,

METHOD

Patients

Seventy-five men with DSM-III-R major’ depression
were enrolled into the Men’s Depression Study*'** during
a 5-year period. Diagnosis was confirmed by an indepen-
dent interview (Schedule for Affective Disorders and
Schizophrenia [SADS]*/Research Diagnostic Criteria
[RDC]*), and good physical health was established by a
comprehensive medical evaluation. All patients had a
minimum score of 14 on the first 17 items of the Hamilton
Rating Scale for Depression (HAM-D)* after a 14-day
drug- and alcohol-free “washout.” Exclusion criteria in-
cluded bipolar disorder, history of any psychotic mental
disorder, Axis II diagnoses of severe borderline or antiso-
cial personality disorder, unstable or life-threatening gen-
eral medical disorders, active drug- or alcohol-abuse dis-
orders, sleep apnea, and ongoing treatment with
medications that may cause depression, distort poly-
somnographic profiles, and/or adversely affect sexual
functioning (e.g., corticosteroids, antihypertensives, or
anticonvulsants). All patients provided explicit written in-
formed consent for research participation. The principal
results of this study, which addressed the relationship be-
tween depression and sexual function, have been reported
previously.*!*

During the first 30 months of enrollment, 52 patients
were treated with CBT. Therapy was conducted by expe-
rienced therapists according to the manual of Beck et al.*®
During the following 18 months, 23 unduplicated patients
were treated with either fluoxetine or bupropion. The shift
in treatment modalities reflected our interest in studying
the effects of these then-novel antidepressants on sexual
function. The 2 antidepressants were chosen specifically
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because of their presumedly different modes of action and
their dissimilar effects on sexual function.””?®

Post hoc comparisons of completed data sets may be bi-
ased by many factors, including changes in staff or proce-
dures, cohort effects (i.e., changing patient characteristics
over time), and rater drift. Ensuring the comparability of
study groups and assessment methods is therefore an im-
portant prerequisite before contrasting outcomes. Table 1
summarizes pretreatment demographic, clinical, and se-
lected polysomnographic characteristics of the CBT and
pharmacotherapy groups. Despite performing 20 two-
tailed univariate comparisons, only 1 characteristic dif-
fered between study groups at the p < .05 level (i.e., the
exact number expected by chance). The single difference
was a 3-point lower score on the Global Assessment Scale
(GAS)¥ in the CBT group (out of a functional range of
about 30 points), which we did not consider to be clini-
cally significant. Although there is no substitute for ran-
domization to parallel treatment groups, it appears that
these patient groups did not differ in a meaningful way
prior to treatment.

Rater drift is another potential cohort effect that
could bias comparisons. The possibility of rater drift was
estimated by comparing the ratio of the self-reported Beck
Depression Inventory (BDI)* scores divided by the evalu-
ator-rated HAM-D. Downward or upward drifts in evalu-
ators’ ratings would result in significant differences in this
ratio between the 2 patient groups. As shown on Table 1,
the’ ratio values were virtually identical in the CBT and
pharmacotherapy (Rx) groups. Similarly, the correlations
between 'HAM-D and BDI scores at pretreatment were
very similarin the 2 groups (CBT: r = 0.53, p = .0001; Rx:
r=0.51p=:01).

Treatment Conditions

The study Wwas conducted in the Cognitive Therapy
Clinic of the University/of Pittsburgh Medical Center.
More detailed descriptions-of the CBT protocol and the
quality-control procedures used to maintain treatment in-
tegrity have been presented in prévious publications.?!
Briefly, therapy was conducted by certified therapists who
received ongoing supervision. The first 16 weeks of
therapy could include up to 20 individual sessions, lasting
45 to 60 minutes each. Although some patients received
longer courses of therapy to try to achieve a complete re-
mission, we analyzed the data from only the first 16 weeks
to ensure comparable lengths of treatment in the 2 groups.

Pharmacotherapy was provided by a team consisting of
anurse clinical specialist and a board-certified psychiatrist
(E.S.F.). Patients were randomly assigned to open-label
(unblinded) therapy with either fluoxetine (N = 10) or bu-
propion (N = 13). Pharmacotherapy patients were seen for
weekly 30-minute visits until they achieved remission, and
every other week thereafter until week 16. If intolerant or
not responsive to the initial study medication by week 8,
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Table 1. Demographics and Pretreatment Clinical and Polysomnographic Characteristics of the Study Group®

Pharmacotherapy Significance Test

Variable CBT (N = 52) (N =23) tory®>  df P
Age, mean (SD), y 38.4 (10.5) 40.0 (11.1) -0.59 73 .55
Education, mean (SD), y 15.6 (2.6) 15.9 (2.1) -0.50 69 .62
Race (white/other) 50/2 21/2 0.74 1 .39
Duration of current episode, mean (SD), wk 41.7 (47.2) 40.3 (34.3) 0.13 72 .90
Recurrent (yes/no) 25/26 15/8 1.68 1 .20
RDC endogenous (yes/no) 30/21 17/6 1.56 1 21
Chronic (yes/no)b 23/29 12/11 0.40 1 .53
Reverse vegetative signs (yes/no)° 31/21 11/12 0.90 1 .34
BDI score, mean+(SD) 24.9 (9.1) 26.2 (8.6) -0.56 73 .58
HAM-D score, mean (SD) 19.2 (3.8) 19.0 (4.0) 0.15 73 .88
BDI/HAM-D ratio, mean (SD) 1.30 (0.43) 1.39 (0.40) -0.81 73 42
Global Assessment Scale score, mean (SD) 53.4 (6.4) 56.8 (4.6) -2.33 72 .02
Automatic Thoughts Questionnaire score, mean (SD) 0.32 (0.18) 0.39 (0.18) -1.41 59 17
Affects Balance Scale score;mean (SD) 0.33 (0.15) 0.32 (0.13) 0.10 68 .92
Dysfunctional AttitudesScale/score, mean (SD) 151.8 (27.2) 145.8 (31.5) 0.81 68 41
Selected polysomnographie-characteristics (2-night mean values)

Sleep efficiency, mean (SD), % 86.7 (8.7) 82.8 (11.3) -1.73 73 .09

Slow wave sleep, mean (SD), %% 9.3(8.2) 7.6 (7.8) 0.78 73 44

REM latency, mean (SD), min® 67.5 (18.0) 73.3 (23.8) -1.08 73 .29

REM density, mean (SD), units/min 1.53 (0.45) 1.52 (0.37) 0.17 73 .87

Normal/abnormal classification’ 22/30 9/14 0.07 1 .80

*Abbreviations: BDI = Beck Depression Inventory, €BT = cognitive-behavioral therapy, HAM-D = Hamilton Rating Scale for Depression,

RDC = Research Diagnostic Criteria, REM = rapid eye-movement.

°Chronicity defined by an index episode of = 2'years” duration or antecedent DSM-III-R dysthymic disorder.
“Scores of 5 or greater on the Pittsburgh Reverse Vegetative'Symptom Scale. 3

Statistical test performed on log transformation (100 — SE +1).
“Statistical test performed on square root transformation.

See Thase et al.>! for description of this classificationywhichds based on a discriminant index score derived from REM latency, sleep efficiency,

and REM density.

patients could be withdrawn from that antidepressant over
1 week and crossed over to the alternate compound for-a
second 8-week trial. Nineteen patients received only 1
medication trial (in 4 of these cases, the patients dropped
out), 3 patients were switched from bupropion to fluoxe-
tine, and 1 patient was switched from fluoxetine to bupro-
pion. The dosage of fluoxetine ranged from 20 mg/day to
60 mg/day (mean + SD =23 + § mg/day), and the bupro-
pion dosage ranged from 300 mg/day to 450 mg/day
(mean = SD =395 + 100 mg/day).

Assessment of Qutcome

An independent clinical evaluator completed the HAM-
D and GAS every other week from week O through week
16. Patients completed the BDI at the same time points. A
full remission®® was defined as HAM-D scores = 6 for at
least 2 consecutive visits and sustained through week 16.
A stable response was defined by either a remission Or a
50% reduction of HAM-D scores with a HAM-D score
=< 10 sustained until week 16. Nonresponse was defined by
a reduction of less than 50% of the pretreatment HAM-D
score or a final HAM-D score > 10.

A secondary set of self-report measures was obtained
at pretreatment and again at week 16 or endpoint. These
measures, which included the Automatic Thoughts Ques-
tionnaire,* the Dysfunctional Attitudes Scale,” and the
Affects Balance Scale,® were used to compare the impact
of CBT and pharmacotherapy on cognitive symptomatol-
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ogy. The Automatic Thoughts Questionnaire was added to
the battery about 9 months after the study began, and, as a
result;.data were collected for only 60 patients.

Statistical Tests

We anticipated that there would be no significant dif-
ferences‘between. treatments. The principal contrasts be-
tween the pharmacotherapy and CBT conditions were
2-tailed chi-square tests-of attrition, remission, and treat-
ment failure rates. Time to_stable response was compared
using survival analysis, with curyes plotted by a modifi-
cation of the Kaplan-Meier méthod”’ and tested for signifi-
cance by the log-rank chi-square test.

Improvements of the continuous measures of depres-
sive and cognitive symptoms were compared.using analy-
ses of covariance (ANCOVAs). The ANCOVAs were per-
formed on week 16 or endpoint scores of each dependent
measure. Baseline scores on these measures served as co-
variates. The Bonferroni corrected critical p value for each
set of ANCOVAs was p =.017 (i.e., .05/3).

RESULTS

No difference was found in the length of treatment re-
ceived by patients in the 2 groups (CBT mean + SD =
15.6 £2.3 weeks; Rx mean = SD =16.5 +2.7 weeks;
t=1.11,df =73, p =.27). Dropout rates were low in both
groups and did not differ significantly (CBT: 5/52 [10%],
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Figure 1. Life Table Analysis of Time to Stable Response
Among Depressed Men Treated With Cognitive-Behavioral
Therapy or Antidepressant Medications
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Rx: 4/23 [17%]; %* = 0.91, df = 1, p = 34). The proportion
of patients in the CBT and pharmacotherapy groups who
remitted also did not differ significantly (20/52 [38%] vs.
12/23 [52%]); x*=1.23, df = 1, p = .27) Howéver,a sig-
nificantly greater proportion of CBT-treated patients had
failed to respond to treatment at week 16 (24/52:[46%] ws.
3/23 [13%]; %* = 7.59, df = 1, p = .006). Pharmacotherapy
was also significantly more effective than CBT on the’sur-
vival analysis of time to stable response (Figure 1; log-rank
x> = 8.08,df = 1, p=.005).

On the continuous measures, the ANCOVA assump-
tions of homogeneity of slopes were not violated, and the
covariates were retained in the analyses. Pretreatment
scores (covariates) were weakly related to outcome. In
each case, a more pathologic score at pretreatment was
associated with poorer outcome at posttreatment. How-
ever, only pretreatment Dysfunctional Attitudes Scale
scores were significantly related to posttreatment scores
after Bonferroni adjustment of p values.

The effect for treatment group did not reach statistical
significance on the HAM-D (p =.09), although large dif-
ferences favored the pharmacotherapy condition on the
GAS and BDI (Table 2). The ANCOVAs on the Auto-
matic Thought Questionnaire and the Affects Balance
Scale similarly documented better outcomes for the phar-
macotherapy condition (see Table 2). The difference be-
tween treatments on the Dysfunctional Attitudes Scale did
not reach statistical significance (p =.11)

As we had previously found that the men with chronic
depressive syndromes were less responsive to CBT than
those with more acute episodes,* the ANCOVAs were re-
computed after stratifying for chronicity (yes vs. no). On
this reanalysis, no significant main effects were found for
chronicity. However, the chronicity-by-treatment interac-
tion terms on the HAM-D (F =5.40, df = 1,70; p = .023)
and the GAS (F=3.47, df =1,69; p =.067) suggested
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differential response. As illustrated in Figure 2, these
findings were accounted for by the better response of the
chronically depressed men treated with pharmacotherapy.
The chronicity-by-treatment interaction terms did not,
however, approach significance for any of the self-report
measures.

DISCUSSION

This is the first comparison of CBT and newer genera-
tion antidepressants in patients with major depression.
Pharmacotherapy was significantly more effective than
CBT on 4 of 6 dependent measures, and the differences on
the GAS and the BDI were both large and clinically mean-
ingful. Although remission rates did not differ signifi-
cantly, the difference in nonresponse rates was clinically
and statistically significant. Results of the survival analy-
sis indicated that the advantage for pharmacotherapy
emerged during the latter half of the treatment protocol.

These findings are at variance with those of earlier tri-
als comparing CBT and the TCAs."”” Among those stud-
ies, only the TDCRP found some evidence of an advan-
tage for pharmacotherapy, and those differences were
limited to a more rapid effect and a better outcome for pa-
tients with more severe depressions.****" When compar-
ing across studies, our findings are attributable to the rela-
tively good outcome of the pharmacotherapy group, not
the poor outcome of the CBT group. In fact, the CBT re-
sponse rate in this study was within 10% of those ob-
served.in all but one of the published comparative stud-
ies.”"

What factors could explain the more favorable out-
come of-the pharmacotherapy group? First, the pharmaco-
therapy condition in the current study was not encumbered
by poor TCA response among patients with atypical de-
pression.”® To the contrary, both bupropion and fluoxetine
appear to be effective/for atypical depressive syn-
dromes.*'** This is important because 56% of the patients
in our study (42/75) scored 5°or more on a measure of re-
verse vegetative features, i.e., the “cut-point” for prefer-
ential monoamine oxidase inhibitorresponse.'®* Second,
our pharmacotherapy protocol had an attrition rate of only
17%, as compared with TCA dropout rates'of28% to 42%
in the 6 larger comparative studies.'”’ Third; by permit-
ting nonresponders to “cross over’” from one antidepres-
sant to the other, 2 adequate trials were possible during the
16-week treatment study. As 3 of the 4 “crossover” pa-
tients responded to the second medication, the cumulative
pharmacotherapy response rate rose by 13%. If a larger
proportion of our pharmacotherapy patients would have
dropped out (as was the case in the TCA-controlled stud-
ies) and only a single antidepressant trial was permitted,
an antidepressant response rate of about 50% would have
been observed, i.e., virtually identical to the response rate
of the CBT group.
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Table 2. Analysis of Covariance (ANCOVA) on Posttreatment Depression and Cognitive Ratings®

CBT (N =52) Pharmacotherapy (N = 23) ANCOVAsP
Pre Post Pre Post Covariate Treatment

Rating Mean SD Mean SD Mean SD Mean SD F df p F df p
Primary measures

HAM-D 19.2 3.8 8.5 6.3 19.0 4.0 59 59 5.67 1,74 .02 2.87 1,74 .09

GAS 53.4 6.4 73.6  12.0 56.8 4.6 833 114 3.09 1,73 .08 7.45 1,73 .008

BDI 24.9 9.1 11.9 9.8 262 8.6 5.7 5.7 3.85 1,73 .05 8.36 1,73 .005
Secondary measures

ATQ 0.32  0.18 0.58 0.25 0.40 0.19 0.79 0.20 452 1,59 .04 9.82 1,59 .003

ABS 0.33  0.15 0.50 0.20 0.32 0.13 0.73 0.16 3.08 1,67 .08 19.32 1,67 .0001

DAS 151.8 27.2 1329 263 145.8 31.5 117.8 35.7 7.77 1,62 .01 2.69 1,62 .11

“Abbreviations: ABS = Affects Balance Scale, ATQ = Automatic Thoughts Questionnaire, BDI = Beck Depression Inventory, CBT = Cognitive-
Behavioral Therapy; DAS = Dysfunctional Attitudes Scale, GAS = Global Assessment Scale, HAM-D = Hamilton Rating Scale for Depression.

"Bonferroni adjusted, critical p = .017.

Figure 2. Response to Cognitive-Behavioral Therapy and
Pharmacotherapy Among Men:With Chronic or More Acute
Depressions®

12

] Pharmacotherapy
[ Cognitive-Behavioral Therapy

10

Final HAM-D Score
[¢2]
1

Acute Chronic

#Abbreviation: HAM-D = Hamilton Rating Scale for Depression. The
treatment-by—diagnostic group interaction was statistically significant
(p =.023).

Was the all-male composition of our study group a
contributing factor to differential treatment response?
There is no evidence that depressed men respond poorly
to CBT, and, in one report, depressed men with more se-
vere symptoms responded better to CBT than more se-
verely depressed women.™ Also, there is no evidence that
men have particularly favorable responses to fluoxetine or
bupropion when compared with TCAs, although this topic
has not been researched exhaustively.*

The use of a pharmacotherapy crossover after 8 weeks
of unsuccessful treatment is consistent with good clinical
practice,' but it is not representative of the designs used
in standard comparative clinical trials. It is problematic to
compare treatments with different anticipated time courses
using protocols with a fixed length of time. Specifically, it
is just as “unfair” to compare 16 weeks of CBT with a
single antidepressant trial as it would be to limit the trial
to only 6 or 8 weeks, which is presumedly suboptimal for
CBT. Switching psychotherapies (i.e., from CBT to inter-
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personal psychotherapy) at 8 weeks of unsuccessful treat-
ment may provide one alternative, although the utility of
this strategy has not been established empirically. Within
the CBT strategy, it is feasible to modify therapy to permit
couples sessions, interim telephone sessions, or a greater
focus on interpersonal issues to try to enhance outcomes
for the patients not responding rapidly to CBT. However,
none of these potentially useful interventions was permit-
ted in our study.

Although the advantage of pharmacotherapy over CBT
was apparent in the overall analyses, several post hoc
analyses suggested a larger difference among patients
with chronic depressive disorders, which comprised
nearly 50% of the study group. This proportion of patients
with/chronic depression is somewhat larger than that en-
rolled by Elkin et al.* and may also help to explain differ-
ences observed across studies. The favorable outcome of
the chronically, depressed men treated with pharmaco-
therapy again illustrates that chronicity per se is not syn-
onymous with treatment resistance. Rather, most of these
chronically deptessed’'men had never before received a
single adequate treatment/trial.

Several groups in addition to.our own have observed
an association between chronicity and poorer response to
CBT.** Recently, Dunner et al.*found trends favoring
fluoxetine over CBT in a small pilot study of dysthymic
disorder. Ravindran et al.** similarly found that sertraline,
but not group CBT, was effective in a-darge, placebo-
controlled study of dysthymia.

Such poorer responses to CBT in chronic depression
may seem paradoxical because such patients often mani-
fest high levels of dysfunctional attitudes, a negative attri-
butional style, a decreased sense of self-efficacy, and
more passive or avoidant coping behaviors, i.e., charac-
teristics that may be viewed as highly appropriate “tar-
gets” for cognitive and behavioral interventions.*~* Nev-
ertheless, high levels of negative cognitions are among
the best-replicated predictors of poorer CBT response.™>*
It may be that dysfunctional cognitive patterns become so
incorporated within the chronically depressed person’s
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sense of self that therapeutic efforts to directly address
such “ingrained” patterns via Socratic questioning or ra-
tional rebuttal strategies are less potent than previously
appreciated.”® Of note, several groups have reported more
promising results in pilot studies of dysthymic disorder
using more interpersonally focused psychotherapies.’*

This report has a number of methodological shortcom-
ings that limit interpretation of the results, including the
use of sequential patient cohorts (rather than randomized,
parallel groups), unblinded clinical evaluators, and the
lack of a placebo-control group. As noted earlier, several
prospective randomized clinical trials comparing CBT
and SSRIs are underway, and results from these more
methodologically rigéerous studies will be available in
about 3 years. In the meantime, the validity of our find-
ings is supported by several factors: the protocols were
conducted by a stable research team; ongoing quality as-
surance measures were used to‘ensure the reliability of
assessments and the fidelity of treatments; the sociodemo-
graphic, clinical, and neurophysiologic characteristics of
the 2 patient groups were quite similar; and-results were
similar on self-report and evaluator-administered out-
come measures. Perhaps even more importantly, the study
was conducted by a research team with a well-established
professional allegiance to CBT. In fact, this was our Cog-
nitive Therapy Clinic’s first research experience using an-
tidepressant medications. Demand characteristics and po-
tential allegiance effects, if operative, should haye
favored the CBT condition.”® Unfortunately, we did not
collect data on patients’ treatment preferences or their sat-
isfaction with the treatment they received, which might
have revealed differences in expectations between the 2
patient groups.

In summary, a comparison of sequential cohorts of de-
pressed men treated with either CBT or newer generation
antidepressants revealed a number of statistically and
clinically significant advantages in favor of pharmaco-
therapy. Although these provocative results surely require
prospective verification, our findings suggest that sample
composition, the choice of antidepressant comparator, or
an interaction of these factors may have had a significant
impact on the results of earlier studies comparing CBT
and tricyclic antidepressants.

Drug names. bupropion (Wellbutrin), fluoxetine (Prozac), sertraline
(Zoloft).
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