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Objective
To evaluate, using meta-analysis, the
efficacy of tricyclic antidepressants in
treating children and adolescents with
depression.

Data Sources
English-language studies were iden-
tified by searching MEDLINE (1966
to 1992) and EM.BASE (June 1974 to
1992). Terms used in the searches
were child and depression; antide-
pressant drugs, tricyclic, and affective
disorders; individual tricyclic drugs
by name; names of researchers in the
field; and school phobia. Additional
studies were identified from bibliog-
raphies of retrieved articles, Current
Contents, and the authors of abstracts
in conference proceedings.

Study Selection
Studies were selected that had en-
rolled patients with a depressive ill-

ness who were 6 to 18 years of age and
had randomised them to a tricyclic
antidepressant or placebo. Studies of
patients with IQs < 80 were excluded.

Data Extraction
The single best outcome measures
were determined by rating each in
accordance with 5 criteria. For con-
tinuous outcomes, individual and
pooled effect sizes were calculated as
the number of standard deviations by
which the change scores for the treat-
ment groups exceeded those for the
control groups. For measures with
dichotomous outcomes, individual
and pooled ratios for the odds in im-
provement in treatment compared
with control groups were calculated.
Each study received a quality score on
its efforts to minimise bias.

Main Results
12 studies met the selection criteria,
although usable data could not be
extracted from 3, For another 3, both
continuous and dichotomous out-
comes were available. The estimated
pooled effect size from the 6 studies
reporting continuous outcomes was

a positive treatment effect of 0.35
standard deviations (95% CI -0.16
to 0.86), indicating no clinically or
statistically significant benefit (the
meta-analysis had an 80% chance of
detecting a treatment effect of > 0.5
standard deviations). Moreover, an-
tidepressants did not significantly
increase the proportion of patients
who improved compared with pla-
cebo (38.5% vs 37.1%, P = 0.85).
Methodologically sounder studies
reported smaller effects, but the
high placebo-response rate and the
small total number of patients do
not definitely exclude a modest
treatment response.

Conclusion
Tricyclic antidepressants are no more
effective than placebo in treating chil-
dren and adolescents with depression.
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Commentary

This is a high-quality meta-anaiysis sug-
gesting that the use of tricyclic antidepres-
sants in child and adolescent depression
is not efficacious. It is possible, however,
that these overall negative results mask
clinically important benefits for some sub-
groups of children or adolescents. For
example, we do not know whether chil-
dren and adolescents who are depressed
respond in the same way to die same treat-
ment (and this uncertainty may be re-
flected in the fact that only 1 of the trials
combined children and adolescents).

It is also possible that differences in re-
sponsiveness among subgroups could be
due to disease severity, comorbidity with
other psychiatric illness, or type of depres-
sive illness, and evidence from depressed
adults supports the existence of tricyclic

responsive subgroups (1). In the post hoc
(and therefore unconfirmed) analysis,
Preskorn and colleagues (2) found
imipramine to be superior to placebo in
children who were nonsuppressors on the
dexamethasone suppression test.

Rather than abandoning all further re-
search with tricyclics, future research
should focus on identifying predictors of
response to tricyclics. It also would be pru-
dent to wait for the results of 3 large on-
going trials of tricyclics in depressed
adolescents (3). Certainly, as the authors
point out, medication should not be the
only treatment method evaluated for child
and adolescent depression.

Jan Fleming, MD
Chedoke-McMaster Hospitals
Hamilton, Ontario, Canada

References
1. American Psychiatric Association. Treat-

ments of Psychiatric Disorders: A Task
Force Report of the American Psychiatric
Association. Washington, DC: American
Psychiatric Association;! 989,

2. Preskorn SH, Wdler EB, Hughes CW,
Weiler RA, Bolte K. Depression in prepu-
bertal children: dexamethasone nonsup-
pression predicts differential response to
imipramine vs. placebo. Psychopharmacol
Boll. 1987;23:128-33.

3. Jensen PS, Ryan ND, Prien R. Psycho-
pharmacology of child and adolescent ma-
jor depression: present status and future
directions. J Child Adolesc Psychopharmacol.
1992;2:31-45.

Evidence-Based Medicine January/February 1996 Therapeutics 47

 on M
ay 17, 2023 by guest. P

rotected by copyright.
http://ebm

.bm
j.com

/
E

vid B
ased M

ed: first published as 10.1136/ebm
.1996.1.47 on 1 F

ebruary 1996. D
ow

nloaded from
 

http://ebm.bmj.com/

