
Antidepressant drugs relieve symptoms of obsessive-compulsive
disorder

Pkcinelli M, Pini 5, Beihmtuono C,
Wilkinson G. Efficacy of drug treat-
ment in obsessive-compulsive disor-
der. A meta-analytic review. BrJ
Psychiatry. 1995 Apr; 166:424-43,

Objective
To determine the efficacy of antide-
pressant drags for patients with ob-
sessive-compulsive disorder (OCD).

Data Sources
Searches were done in MEDLINE
(from 1975 to 1994) and EMBASE.
Psychiatric and psychophannacologk
journals and bibliographies were re-
viewed, and pharmaceutical compa-
nies were contacted.

Study Selection
Selected studies were double-blind,
randomised, controlled trials of anti-
depressant drug treatments for OCD.
Trials on treatment augmentation in
patients who were refractory to stan-
dard treatments or who had OCD
and comorbid Tburette syndrome
were excluded. Of 53 studies identi-
fied, 36 studies with 47 comparisons
between 2 different types of treatment
were included.

Commentary
In addition to this review, many other meta-
analyses of OCD treatment trials have re-
cently been published (1-4). These additional
reviews have common methodologic flaws:
limited consideration of publication bias, over-
reliance on searches of electronic databases
to identify relevant trials, limited assessment
of the methodoiogic quality of trials, and lim-
ited exploration of trial heterogeneity (5). De-
spite these problems, the conclusions of the 5
reviews are consistent. Clomipramine and
SSRIs are more efficacious than placebo and
other antidepressants for the treatment of
OCD. The initial level of depression does not
predict response to medication. These medi-
cations have moderate clinical benefit;
Pkcinelli and colleagues calculate that for ob-
sessive-compulsive symptoms, an increased
improvement rate of 48.6% for clomipramine
and 28.6% for SSRIs occurred when com-

Data Extraction
Studies were classified according to
comparison: clomipramine vs placebo,
selective serotonin re-uptake inhibi-
tors [SSRIs] vs placebo, tricyclic anti-
depressants vs placebo, ciomipramine
vs other antidepressants with no selec-
tive serotoninergic properties, clomi-
pramine vs SSRIs, SSRIs vs tricyclic
antidepressants, and other compounds.
Effect sizes were calculated using
Hedges g, a measure of the difference
between the mean amount of change
after intervention of 2 compared
groups, standardised by an estimate
of the population standard deviation.
The outcomes were obsessive-com-
pulsive symptoms, depression, anxiety,
global clinical improvement (GCI),
psychosocial adjustment, and physical
symptoms.

Main Results
Clomipramine was superior to pla-
cebo for treating obsessive-compul-
sive symptoms (9 studies, 668 patients);
obsessions (3 studies, 66 patients); and
compulsions (3 studies, 90 patients).
The effect sizes were 1.31, 95% CI
1.15 to 1.47; 0.89, CI 0.36 to 1.42;
and 0.79, CI 0.34 to 1.24, respectively.
SSRIs were also superior to placebo.
The effect sizes were 0.47, CI 0.33 to

pared with placebo. The finding of a differ-
ence in effect sizes for clomipramine and the
SSRIs should be treated with caution because
it may reflect trial heterogeneity radier than a
true difference in efficacy. The drop-out rates
caused by side effects for clomipramine and
SSRIs are not significandy different (1, 3).

This review only considered pharmacologic
interventions. Other reviewers have found that
behaviour therapy is at least equivalent in ef-
ficacy to medication for reducing obsessive and
compulsive symptoms (1,2). Further, the gains
of behaviour therapy are maintained over
long-term follow-up (6), whereas a high re-
lapse rate may occur with cessation of medi-
cation (7). This consideration is important
when one is choosing between pharmacobgic
and behavioural therapy. More trials are
needed to determine whether combining
therapies is advantageous.

0.61; 0.54, CI 0.34 to 0.74; and 0.52,
CI 0.34 to 0.70, respectively. Eor
depression, anxiety, GCI, and
psychosocial adjustment, both clo-
mipramine and SSRIs were superior
to placebo, with effect sizes ranging
from 0.37 to 0.53. When clomipra-
mine was compared with SSRIs (3
trials, 85 patients), the drugs were
equally effective in reducing obses-
sive-compulsive symptoms, obsessions,
and compulsions and in improving
GCI. More heterogeneity in effect
sizes was seen in studies that evalu-
ated clomipramine than in those that
evaluated SSRIs.

Conclusions
Compared with placebo, both clomi-
pramine and selective serotonin
re-uptake inhibitors reduce obses-
sive-compulsive symptoms and asso-
ciated depression and anxiety and
increase psychosocial adjustment and
rates of GCI. Direct comparison be-
tween clomipramine and SSRIs does
not indicate that clomipramine is
more efficacious than SSRIs.
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