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Background: Patients with atypical depression are more
likely to respond to monoamine oxidase inhibitors than
to tricyclic antidepressants. They are frequently offered
psychotherapy in the absence of controlled tests. There
are no prospective, randomized, controlled trials, to our
knowledge, of psychotherapy for atypical depression or
of cognitive therapy compared with a monoamine oxi-
dase inhibitor. Since there is only 1 placebo-controlled
trial of cognitive therapy, this trial fills a gap in the lit-
erature on psychotherapy for depression.

Methods: Outpatients with DSM-III-R major depres-
sive disorder and atypical features (N = 108) were treated
in a 10-week, double-blind, randomized, controlled trial
comparing acute-phase cognitive therapy or clinical man-
agement plus either phenelzine sulfate or placebo. Atypi-
cal features were defined as reactive mood plus at least 2
additional symptoms: hypersomnia, hyperphagia, leaden
paralysis, or lifetime sensitivity to rejection.

Results: With the use of an intention-to-treat strategy,
the response rates (21-item Hamilton Rating Scale for De-
pression score, #9) were significantly greater after cog-
nitive therapy (58%) and phenelzine (58%) than after pill
placebo (28%). Phenelzine and cognitive therapy also re-
duced symptoms significantly more than placebo accord-
ing to contrasts after a repeated-measures analysis of co-
variance and random regression with the use of the blind
evaluator’s final Hamilton Rating Scale for Depression score.
The scores between cognitive therapy and phenelzine did
not differ significantly. Supplemental analyses of other
symptom severity measures confirm the finding.

Conclusions: Cognitive therapy may offer an effective
alternative to standard acute-phase treatment with a
monoamine oxidase inhibitor for outpatients with ma-
jor depressive disorder and atypical features.
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P ATIENTSWITHmajordepressive
disorder (MDD) and atypical
features have shown a prefer-
ential response to phenelzine
sulfatecomparedwithimipra-

mine hydrochloride in placebo-controlled
trials,1-7 prompting the recommendation of
monoamine oxidase inhibitors (MAOIs) as
thestandardofcare.8 Unfortunately,MAOIs
havedietaryrestrictions, contraindications,
andwell-knownsideeffects.3,9 AlthoughRe-
imherr et al10 and Pande et al11 showed that
fluoxetine hydrochloride may offer an al-
ternative, many patients cannot or will not
take antidepressant medication. Since psy-
chosocial treatmentsare soughtbyandpre-
scribed for depressed patients with atypical
features, studiesofefficacyandeffectiveness
are needed.

Cognitive therapy is effective for some
patients with MDD.12,13 Mercier and col-
leagues14 showed that cognitive therapy re-
duced symptoms of depressed outpa-
tients with atypical features. In depressed
outpatients who were not subtyped, acute-
phase cognitive therapy is more effective

than waiting-list controls,15 has not dif-
fered significantly from antidepressant
medication used alone,12,16-19 and may not
differ when combined with pharmaco-
therapy.12,19,20

We defined atypical features as a sub-
type of MDD during which patients have
reactive mood and at least 2 of the follow-
ing 4 symptoms: hyperphagia, hypersom-
nia, leaden paralysis, or a lifetime history
of interpersonal sensitivity to rejection, re-
sulting in functional impairment. This de-
finition is comparable with that used in
DSM-IV21 and has heuristic value in select-
ing patients who respond to phenelzine.

The purpose of this double-blind, pla-
cebo-controlled trial of outpatients with
MDD and atypical features was to com-
pare acute-phase cognitive therapy with
the standard of care, phenelzine. Phenel-
zine was selected instead of a selective se-
rotonin reuptake inhibitor because there
is more support for its efficacy in this pa-
tient population.1-7 We hypothesized that
cognitive therapy and phenelzine would
each reduce depressive symptoms signifi-
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cantly more than placebo and that the active treatments
would produce comparable reductions.

RESULTS

SAMPLE DESCRIPTION

One hundred forty-two outpatients with MDD and atypi-
cal features consented to participate in the trial. The sub-
jects who were eligible and ineligible for randomization
did not differ significantly on the variables in Table 1.

Attrition

Thirty-six patients were randomized to each cell. Attri-
tion differed significantly among the treatment cells

(x2
2= 22.04; P#.001). Five patients (14%) dropped out

of cognitive therapy, 9 (25%) from phenelzine, and 23
(64%) from placebo. Attrition in the placebo group was
significantly greater than in cognitive therapy
(x2

1 = 18.94; P#.001) and phenelzine (x2
1 = 11.03;

P#.001). The attrition between active treatments did
not differ significantly (x2

1 = 1.42; P = .23). Of patients
in cognitive therapy, 1 dropped out before the first ses-
sion, 2 moved, and 2 found the study procedures unac-
ceptable.

Nine patients randomized to phenelzine did not com-
plete the trial. Of these, the psychiatrist withdrew 3 whose
depressive symptoms required alternative treatment. Six
dropped out. One dropped out after the first session, 3
found the treatment unacceptable, and 2 found the study
unacceptable.

PATIENTS AND METHODS

PATIENTS

The protocol was approved by the institutional review
board. Subjects (recruited through media, printed
announcements, and self or practitioner referrals) under-
went triage by telephone. Outpatients (N = 366) with the
complaint of depression participated in the Structured
Clinical Interview for DSM-III-R (Outpatient Version),22

which uses the DSM-III-R23 criteria for MDD and other
disorders. To assess MDD with atypical features, the
Atypical Depression Diagnostic Scale (Jonathan W. Stew-
art, MD, written communication, October 20, 1988, and
March 20, 1990) was administered for the initial episode.
If the diagnosis was absent at the nadir, symptoms were
reassessed at “any other time during the episode.” Criteria
(according to the Atypical Depression Diagnostic Scale)
for depression with atypical features included (1) main-
tains reactive mood and (2) shows 2 or more of the fol-
lowing: (a) increased appetite or weight gain; (b) over-
sleeping; (c) sensation of leaden paralysis or extreme
heaviness of arms or legs, while depressed; and (d) life-
time sensitivity to interpersonal rejection.1,2

Diagnoses were confirmed by a faculty-level diagnos-
tician at a follow-up interview. Entry criteria were (1) DSM-
III-R MDD, (2) definite atypical depression, and (3) score
of 14 or more on the 21-item Hamilton Rating Scale for De-
pression (HRSD-21)24 at the initial or follow-up inter-
view. All patients provided a medical history and a physi-
cian reviewed laboratory screening.

Patients were excluded if they (1) had a concurrent
medical disorder or treatment that might cause depressive
symptoms or required medication incompatible with
MAOIs; (2) refused to be randomized or to maintain a ty-
ramine-free diet; (3) had other current primary comorbid
psychiatric disorders (eg, organic mental disorders, psy-
chotic disorders, schizophrenia, schizoaffective disorders,
alcoholism, or drug abuse or dependency in the last 6
months); (4) scored less than 14 on the HRSD-21 at diag-
nostic evaluation and follow-up, or before randomization
(see description of nonspecific treatment below); (5) could
not complete questionnaires; (6) represented an immi-
nent suicide risk; or (7) had previously had an adequate
trial of MAOIs or cognitive therapy that failed.

Of the366patientsstudied,287(78.4%)werediagnosed
as having MDD; of the patients with MDD, 242 (66.1% of
those studied) were also diagnosed as having atypical de-
pression. One hundred eighty-one (49.5%) were eligible.
Thirty-nine (21.5%) refused consent (generally because of
scheduling problems or the desire to receive or avoid a study
treatment). The nonspecific treatment baseline (designed
to identify and exclude patients who respond to early, non-
specific effects) was initiated when patients signed consent
(n = 142).Subjectsparticipated in2sessions(during14days)
of nonspecific treatment by watching a videotape on mood
disorders and reporting on symptoms from the HRSD-21.
Attheendofnonspecific treatment,13patientshadresponded
(ie, HRSD-21 ,14 or no MDD) and were referred.

Final eligibility for randomization was evaluated by
confirming that the inclusion criteria were met. One hun-
dred eight (76.0% of the consenting and eligible) patients
were randomized (Table 1) under the supervision of the
statistician (D.M.), who kept research personnel blind to
assignment (phenelzine or placebo) during the study.

TREATMENT PROCEDURES

Cognitive Therapy

Cognitive therapy was conducted as described by Beck et
al29 for 10 weeks, in 20 individual sessions held twice weekly.
Three experienced male therapists provided cognitive
therapy. Two were doctoral-level clinical psychologists and
1 was a psychiatrist. An offsite consultant (see acknowl-
edgments) used the Cognitive Therapy Scale30,31 to evalu-
ate competence and provide feedback to therapists and in-
vestigators.

Therapists participated in weekly group supervision.
Of 64 total Cognitive Therapy Scale ratings (ie, 2 planned
per patient), 9 (14%) received scores of less than 40. The
grand mean Cognitive Therapy Scale score across all thera-
pists was 46.1 ± 4.1. The analyses of variance showed no
statistically significant differences in the mean Cognitive
Therapy Scale scores among therapists (F2= 2.50; P = .09)
or across years (F4= 1.40; P = .24).

Phenelzine and Placebo

A treatment manual32 modeled after the National Institute
of Mental Health Treatment of Depression Collaborative
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Twenty-three patients randomized to placebo did not
complete the trial. The psychiatrist withdrew 4 because
their symptoms necessitated alternative treatment and 2
because they were noncompliant with study procedures.
Of the 17 patients who withdrew their consent, 2 dropped
out before the first session, 14 found the treatment unac-
ceptable, and 1 found the study unacceptable.

Treatment Exposure

Patients treated with cognitive therapy completed an av-
erage of 17.4 ± 0.9 sessions (range, 0-20) during an av-
erage of 8.8 ± 0.5 weeks (range, 0-11.1). Patients treated
with phenelzine completed an average of 9.8 ± 0.4 ses-
sions (range, 1-11) during an average of 8.8 ± 0.5 weeks
(range, 0-10.6). Patients treated with placebo com-

pleted an average of 6.9 ± 0.6 sessions (range, 0-11) dur-
ing an average of 5.9 ± 0.6 weeks (range, 0-10.3).

PRIMARY OUTCOME MEASURES AND ANALYSES

The raw data collected for each group at baseline and at
blind evaluations (weeks 4, 7, and 10) were reduced to
unadjusted means and SEs for the HRSD-21, Clinical Glo-
bal Impression Scale, and Beck Depression Inventory
(Table 2).

Covariate Selection

Randomization did not achieve complete pretreatment
equivalence among cells. Length of illness, Research Di-
agnostic Criteria primary depression, age at onset, and

Research Program33 guided the psychiatrist’s (M.S.) clini-
cal management of phenelzine or placebo. Each patient was
introduced to precautions necessary for using phenelzine
safely. The 11 sessions spread over 10 weeks involved ad-
justing medication and recording symptoms, side effects,
weight, and blood pressure.

When symptom reduction and monoamine oxidase in-
hibition of 80% or more were achieved, the patient con-
tinued to receive that dose. Compliance was assessed by
pill counts and patient diaries. Dosage levels and sched-
ules were changed to optimize response while keeping side
effects within the tolerable range and reducing dropouts.

Phenelzine and placebo were identical in appear-
ance. Patients treated in both conditions followed a low-
tyramine MAOI diet. The dose (taken once or twice daily)
was increased gradually during the 10 weeks to achieve a
therapeutic response to a phenelzine sulfate dose of ap-
proximately 0.85 mg/kg (,50 kg, 2 tablets; 50-65 kg, 3 tab-
lets; 66-80 kg, 4 tablets; and $81 kg, 5 or 6 tablets) or 1
mg/kg in all patients not responding to a lower dose.34 Pa-
tients receiving phenelzine sulfate reported taking the fol-
lowing average amounts per day: week 4, 60.1 ± 2.3 mg;
week 7, 64.4 ± 2.9 mg; and week 10, 64.0 ± 2.4 mg.

Platelet monoamine oxidase activity was determined
twice before beginning medication and inhibition was de-
termined (as described by Orsulak et al35). To protect the
double blind, blood was drawn from both patients receiv-
ing phenelzine and those receiving placebo, and the labo-
ratory provided plausible fictitious results for the placebo
group. Actual levels were received for patients taking phen-
elzine. A target of greater than 80% inhibition was set. Thirty
(83%) of 36 patients treated with phenelzine achieved at
least 80% of platelet inhibition for 2 consecutive weeks. The
average monoamine oxidase percentage inhibition levels
for patients treated with phenelzine were as follows: week
4, 87.6% ± 2.9%; week 8, 89.4% ± 1.7%; and week 10,
90.5% ± 0.9%. The percentage of patients with mono-
amine oxidase inhibition of 80% or more was 91% at week
4, 93% at week 8, and 96% at week 10.

OUTCOME MEASURES

The 5 domains assessed were psychiatric diagnoses and
symptom severity (reported herein), and cognitive, inter-
personal, and personality functioning (to be reported sepa-
rately). The blind evaluators collected the following

symptom severity measures and scored DSM-III-R criteria
for MDD at treatment weeks 4, 7, and 10 or at patient exit.

Symptom severity was measured as follows to com-
pare these data with existing studies. The HRSD-2124 was
collected at initial and follow-up evaluations during non-
specific treatment, randomization, each blind evaluation,
weekly, and at exit. The 21-item Beck Depression Inven-
tory36 was collected at initial evaluation and weekly. The
Clinical Global Impression Scale,37 a 7-point Likert scale
assessing overall clinical status, was collected at initial evalu-
ation, randomization, each blind evaluation, and weekly.

STATISTICAL ANALYSES

The hypothesized response rates were 33% for placebo and
64% for both phenelzine and cognitive therapy. The pri-
mary dependent variable (identified a priori) was the HRSD-21
score collected at week 10 by an evaluator blind to treat-
ment assignment. Randomization was restricted by stratifi-
cation. Strata included length of current episode (#2 years
vs .2 years) and marital status at the time of the initial di-
agnostic evaluation (cohabiting or married vs living without
a partner [single, divorced, separated, or widowed]).

Analysis of covariance (ANCOVA) was selected a priori
as the primary statistical analysis. A repeated-measures
ANCOVA with 3 treatments (cognitive therapy, phenel-
zine, and placebo) by 3 times (blind evaluation at weeks
4, 7, and 10) was conducted, where the covariates were age
at onset and HRSD-21 at randomization. When attrition oc-
curred, the end point was carried forward.

Within secondary analyses, a random coefficients re-
gression (RCR) analysis was used to complement the
ANCOVA, because it accommodates attrition of subjects
over time by using available data without carrying over end
points. The primary parameters estimated by RCR are over-
all slopes for each treatment supplemented by tests of dif-
ferences among the slopes. Inclusion of covariates in the
RCR models was evaluated by means of backward elimi-
nation with a P,.10 criterion for retention.

All analyses were of an intention-to-treat strategy (ie,
using the 108 patients randomized). Discrete variables were
reported as percentage of frequency (eg, number and per-
centage), while continuous variables were reported with a
mean ± SE. An a level of P#.05 was used to define signifi-
cance. Fisher exact tests were 2 tailed, while x2 tests, analy-
ses of variance, ANCOVAs, and RCR analyses were 1 tailed.
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HRSD-21 score at randomization were identified as pos-
sible covariates.

The mean duration of illness (years) for the cogni-
tive therapy cell was significantly greater than for phen-
elzine, but did not differ from that of the placebo cell.
The mean duration of illness for the placebo cell did not
differ from that of the phenelzine cell. A rate of Re-
search Diagnostic Criteria primary depression of 75% in
the cognitive therapy cell was significantly greater than
that in the phenelzine cell, but not greater than that in
the placebo cell. There was no difference in primary de-
pression between the phenelzine and placebo cells. The
phenelzine cell had the greatest age at onset, while the
cognitive therapy cell had the lowest age at onset, and
the placebo cell fell in the middle. These cells did not dif-
fer significantly. Finally, post hoc comparisons on the
HRSD-21 at randomization disclosed no significant dif-
ferences. All other comparisons among treatments on the
variables in Table 1 did not differ significantly.

Because of intercorrelations among the 4 potential
covariates, backward elimination was used to select sta-
tistically important covariates. Variables that remained
significant (P<.10) were age at onset and HRSD-21 score,

which were included as covariates in tests of the pri-
mary hypothesis.

Repeated-Measures ANCOVA of HRSD-21

With ANCOVA, the main effects for time and treatment
were significant (F2,103 = 27.5; P#.001 and F2,103 = 6.83;
P,.01, respectively). The interaction between treat-
ment and time was not significant (F4,103= 1.12; P = .35).
The contrasts for the main effects indicate significant
differences when comparing phenelzine with placebo
(F1,103= 11.90; P,.001) and cognitive therapy with pla-
cebo (F1,103= 7.73; P,.01). There was no significant dif-
ference between phenelzine and cognitive therapy
(F1,103= 0.37; P = .54). Post hoc pairwise contrasts of the
treatment cells showed that at week 4, phenelzine re-
duced the adjusted mean HRSD-21 scores (13.36 ± 1.06)
more than placebo (17.20 ± 1.05) (F1,103= 6.66; P = .01).
At weeks 7 and 10, both cognitive therapy and phenel-
zine reduced the adjusted mean HRSD-21 score over that
of placebo (week 7: F1,103= 7.29; P,.01 [cognitive therapy
vs placebo]; F1,103 = 12.60; P,.001 [phenelzine vs pla-
cebo]; week 10: F1,103= 8.94; P,.01 [cognitive therapy vs

Table 1. Demographic and Severity Characteristics of Randomized Depressed Outpatients With Atypical Features*

Characteristics
Cognitive Therapy

(n = 36)
Phenelzine Sulfate

(n = 36)
Placebo Pill

(n = 36) Test Value P

Sex, No. (%) F 26 (72) 25 (69) 22 (61) FET .66
Race, No. (%) W 32 (89) 34 (94) 34 (94) FET .73
Age, mean ± SE, y 39.8 ± 1.48 38.7 ± 1.63 40.3 ± 1.68 F = 2.54† .08
Marital status, No. (%)

Single 9 (25) 6 (17) 7 (19)
Married or living together 19 (53) 21 (58) 19 (53) FET .78
Divorced, separated, or widowed 8 (22) 9 (25) 10 (28)

Education, mean ± SE, y 14.1 ± 0.40 14.3 ± 0.28 14.4 ± 0.37 FET .80
Employment, No. (%)

Employed at least part-time 23 (64) 26 (72) 23 (64)
Homemaker 1 (3) 2 (6) 0 (0) FET .48
Unemployed 12 (33) 8 (22) 13 (36)

HRSD-21 at randomization, mean ± SE‡ 18.4 ± 0.60 16.8 ± 0.48 17.4 ± 0.50 F = 2.34† .10
Length of current episode, mean ± SE, mo 72.7 ± 17.97 49.6 ± 9.02 52.7 ± 13.40 F = 0.81† .45
Age at onset, mean ± SE, y‡ 22.9 ± 1.87 28.9 ± 1.98 26.8 ± 1.93 F = 2.54† .08
Length of illness, mean ± SE, y‡ 17.0 ± 1.97 9.9 ± 1.52 13.4 ± 2.18 F = 3.45† .04
No. of episodes, mean ± SE§ 2.2 ± 0.20 1.9 ± 0.25 2.1 ± 0.20 F = 1.05\ .65
Depressive subtype, No. (%)

Recurrent depression 25 (69) 17 (47) 24 (67) FET .14
RDC primary depression‡ 27 (75) 17 (47) 18 (50) FET .03
RDC definite endogenous 4 (11) 0 (0) 4 (11) FET .12
DSM-III melancholia26 1 (3) 0 (0) 2 (6) FET .77

Family history, No. (%)¶
Familial depressive disease 5 (14) 2 (6) 3 (8)

FET .32
Depressive spectrum disease 22 (61) 16 (44) 17 (47)
Sporadic depressive disease 3 (8) 8 (22) 4 (11)
Other 6 (17) 10 (28) 12 (33)

Lifetime comorbid DSM-III-R diagnoses, No. (%)# 27 (75) 28 (78) 31 (86) FET .57
Current double depression, No. (%)** 3 (8) 3 (8) 3 (8) FET .70

*FET indicates Fisher exact test; HRSD-21, 21-item Hamilton Rating Scale for Depression; and RDC, Research Diagnostic Criteria.25

†Analysis of variance with df = 2,105.
‡Tested as a covariate for analysis of covariance, and P#.10.
§Five subjects are omitted from the mean because they had too many depressive episodes to count or the number was indistinguishable. These subjects are

included in percentages.
\Analysis of variance with df = 2,100.
¶See Winokur and colleagues27 and Winokur.28

#Lifetime comorbidity reflects 2 or more DSM-III-R Axis I disorders occurring during the lifetime.
**Double depression is defined as the presence of dysthymia before the onset of the current episode.
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placebo]; F1,103= 9.30; P,.01 [phenelzine vs placebo]).
Week 7 adjusted HRSD-21 means were 10.92 ± 1.11 for
cognitive therapy, 9.63 ± 1.11 for phenelzine, and
15.14 ± 1.09 for placebo. Week 10 adjusted HRSD-21
means were 9.42 ± 1.22 for cognitive therapy, 9.36 ± 1.22
for phenelzine, and 14.56 ± 1.20 for placebo. The HRSD-21
score from week 0 was included as one of the covariates
in the adjusted-mean HRSD-21 score for each treatment
at weeks 4, 7, and 10 (Figure 1).

SECONDARY OUTCOME MEASURES
AND ANALYSES

Response Rates

Most definitions of positive response rates for the active
treatments (which used end points from each measure
and were unadjusted for the influence of the covariates)

were greater than 50% (Table 3). Analyses by x2 showed
significant differences in response rates when positive re-
sponse was defined at blind evaluation as follows:
HRSD-21 score of 9 or less (x2

2= 8.98; P = .01), Clinical
Global Impression Scale score of 2 or less (x2

2= 10.67;
P,.01), and no MDD with an HRSD-21 score of 9 or less
(x2

2= 7.45; P = .02). Post hoc comparisons on these defi-
nitions of response showed that cognitive therapy and
phenelzine produced higher response rates than pla-
cebo, and that cognitive therapy and phenelzine did not
differ. With the use of traditional a levels, response rates
did not differ between the 3 groups when a positive re-
sponse was defined as an HRSD-21 score of 6 or less
(x2

2= 5.93; P = .05) and no MDD (x2
2= 4.43; P = .11).

Random Regression Modeling

In the RCR analysis, only the HRSD-21 score at random-
izationwas retained throughthebackwardeliminationsteps.
To linearize change in HRSD-21 scores over the 10 weeks,
the time scale was transformed by using the natural loga-
rithm of day of randomization +1; thus, slope estimates ap-
proximate change in HRSD-21 score per unit change in the
log of day after baseline. Significantly different slopes over
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Figure 1. Analysis of covariance of 21-item Hamilton Rating Scale for
Depression from the blind evaluator for weeks 4, 7, and 10. At week 10 the
active treatments reduced symptoms significantly more than placebo
(phenelzine sulfate [F1,103 = 9.30; P,.01] and cognitive therapy [F1,103 = 8.94;
P,.01], where 36 patients were randomized to each group).

Table 2. Unadjusted Mean ± SE Symptom Severity Scores
Before Treatment Through Weeks 4, 7, and 10
(End Point Carried Over)*

Cognitive Therapy
(n = 36)

Phenelzine Sulfate
(n = 36)

Pill Placebo
(n = 36)

21-Item Hamilton Rating Scale for Depression
Pretreatment 21.11 ± 0.75 20.03 ± 0.60 21.22 ± 0.59
Week 0 18.36 ± 0.60 16.75 ± 0.48 17.42 ± 0.50
Week 4 15.53 ± 1.15 12.64 ± 1.14 17.08 ± 0.98
Week 7 11.75 ± 1.17 8.92 ± 1.13 15.03 ± 1.18
Week 10 10.25 ± 1.35 8.64 ± 1.07 14.44 ± 1.26

Beck Depression Inventory
Pretreatment 27.58 ± 1.22 27.86 ± 1.30 28.42 ± 1.17
Week 0 25.83 ± 1.19 24.86 ± 1.44 26.19 ± 1.39
Week 4 16.39 ± 1.64 16.19 ± 1.56 21.33 ± 1.80
Week 7 13.00 ± 1.52 11.06 ± 1.56 19.33 ± 2.02
Week 10 11.72 ± 1.62 9.67 ± 1.56 18.94 ± 2.12

Clinical Global Impression Scale
Pretreatment 4.03 ± 0.09 4.06 ± 0.04 4.06 ± 0.07
Week 0 4.03 ± 0.09 3.86 ± 0.09 3.92 ± 0.10
Week 4 3.56 ± 0.23 3.36 ± 0.23 4.03 ± 0.17
Week 7 3.00 ± 0.22 2.44 ± 0.24 3.64 ± 0.25
Week 10 2.47 ± 0.29 2.28 ± 0.24 3.44 ± 0.27

*Pretreatment scores occurred before treatment began. Randomization
occurred at week 0.

Table 3. Comparative Response Rates With the Use of Multiple Definitions*

Measure Threshold

Response Rates, No. (%)
Overall Test†

Cognitive Therapy
(n = 36)

Phenelzine Sulfate
(n = 36)

Pill Placebo
(n = 36) x2 P

HRSD-21 at BE #9 21 (58)‡ 21 (58)§ 10 (28) 8.98 .01
#6 16 (44) 15 (42) 7 (19) 5.93 .05

CGI at BE #2 22 (61)‡ 22 (61)§ 10 (28) 10.67 ,.01
BDI (end of acute) #9 19 (53)‡ 25 (69)§ 10 (28) 12.67 ,.01
No MDD at BE None 28 (78) 28 (78) 21 (58) 4.43 .11
No MDD and HRSD-21 #9 20 (56)‡ 20 (56)§ 10 (28) 7.45 .02

*HRSD-21 indicates 21-item Hamilton Rating Scale for Depression; BE, blind evaluation; CGI, Clinical Global Impression Scale;
BDI, Beck Depression Inventory; and MDD, major depressive disorder according to DSM-III-R.

†The x2 was conducted for the 3 groups with df = 2.
‡Cognitive therapy .placebo, P,.05.
§Phenelzine .placebo, P,.05.
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time were found among the 3 treatments (treatment 3 time
interaction, F2,161= 4.25; P,.02). There is a significantly
larger negative slope for the phenelzine cell (F1,161= 7.56;
P,.01) compared with placebo, and for the larger cogni-
tive therapy slope compared with placebo (F1,161= 5.29;
P,.03). The slopes for the 2 active treatments did not
differ significantly (F1,161= 0.23; P = .63). Slopes estimates
(per natural logarithm of day in treatment) for the 3 treat-
ments (with SEs) are −0.78 ± 0.33 for placebo, −1.83 ± 0.31
for cognitive therapy, and −2.03 ± 0.31 for phenelzine. The
estimated time course of HRSD-21 scores for each of the 3
cells across the 10 weeks of acute-phase treatment was based
on a subject with an average baseline HRSD-21 score of 17.5
(Figure 2).

Adverse Effects

There were no serious or persistent adverse events. From
38 potential side effects, 23 symptoms were reported by
3 or more patients and rated by the psychiatrist as “due
to the study” and “moderate.” Incidence density ratios
(ie, [frequency of symptoms with phenelzine/treatment
weeks]/[frequency of symptoms with placebo/
treatment weeks]) were computed. Weakness or fa-
tigue, drowsiness or sedation, insomnia, dry mouth, diz-
ziness, and increased appetite were significantly more
likely to be reported by patients treated with phenelzine
than those treated with placebo (x2

1 test; P,.01, Bon-
ferroni correction). More patients treated with phenel-
zine reported marked side effects (33/36 [92%]) than did
patients treated with placebo (19/36 [53%]).

COMMENT

The results of this placebo-controlled, randomized trial
indicate that both cognitive therapy and phenelzine are
effective treatments for patients with MDD and atypical
features. Effects of cognitive therapy and phenelzine were
comparable on all outcome measures.

The implication is that cognitive therapy is an effec-
tive acute-phase alternative to MAOIs for patients with MDD

and atypical depression. This trial has design features rel-
evant to evaluating the efficacy of cognitive therapy and
phenelzine for depression. It is only the second random-
ized trial of cognitive therapy, to our knowledge, to in-
clude a pill placebo plus clinical management. The first was
the National Institute of Mental Health Treatment of De-
pression Collaborative Research Program.17 Both studies
used an evaluator blind to treatment assignment to assess
efficacy, which is infrequent in studies of cognitive therapy.
In both studies, therapists were monitored longitudinally.
Unlike the National Institute of Mental Health collabora-
tive study, in this study (1) supervision occurred weekly
in a group format and was not limited to occasions when
competency fell below a set criterion and (2) patients re-
ceived cognitive therapy twice a week during 10 weeks. This
study is also the first independent, prospective replica-
tion, to our knowledge, that phenelzine reduces symp-
toms of MDD and atypical features more than pill pla-
cebo.2,7 In the current trial, MAOI levels after administration
of phenelzine documented the adequacy of the standard
treatment comparison.

The trial has limitations. First, although attrition in
this trial was comparable with that of others,8 it was sig-
nificantly greater for patients treated with placebo than with
cognitive therapy or phenelzine. This attrition was largely
initiated by the patients, reflecting their right to with-
draw, and the ineffectiveness and unacceptability of pla-
cebo relative to well-publicized effective alternatives. Ran-
domregressionanalysis andanalysesof covarianceproduced
comparable results, suggesting that the differential effi-
cacy of the active treatments relative to placebo in this in-
tention-to-treat sample was not caused by a carryover bias.

Second, the generalizability of the findings re-
quires investigation. The patients represent those who
were willing to undergo randomization. The modal pa-
tient was a white woman approaching midlife with a mod-
erate level of depression and atypical features. The cog-
nitive therapists were experienced, and weekly supervision
likely maintained their adherence and competence. The
psychopharmacologist was similarly experienced and used
MAOI levels to aid dosing. To produce greater levels of
response, remission, and recovery, both practicing cog-
nitive therapists and psychopharmacologists might in-
crease the frequency of cognitive therapy sessions or the
dose of phenelzine and would likely increase the dura-
tion of treatment. We are conducting a follow-up pilot
study to examine how the patients who responded to each
treatment fared during 24 months when treatments were
continued or discontinued for 8 more months.

Results from the acute phase suggest that cognitive
therapy is comparable with pharmacotherapy (ie, more
than half of the patients who begin respond). If these find-
ings are replicated, patients with atypical depression will
benefit from greater choices. These findings highlight the
potential significance of additional randomized con-
trolled trials to evaluate the efficacy of other promising
short-term psychotherapies (eg, interpersonal psycho-
therapy, marital therapy, and behavior therapy), com-
pared with standard pharmacotherapy for patients with
atypical depression.

In conclusion, the results of this randomized con-
trolled clinical trial suggest that cognitive therapy, when
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Figure 2. Random regression analysis of 21-item Hamilton Rating Scale for
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each significantly greater than placebo (F1,161 = 5.29; P,.03 and F1,161 = 7.56;
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provided twice weekly by experienced and competent
therapists, reduces symptoms more than placebo and as
much as phenelzine in outpatients diagnosed as having
MDD and atypical features. Acute-phase cognitive therapy
appears to be a safe and effective alternative to standard
acute-phase treatment with MAOIs for outpatients with
atypical depression.
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