THERAPEUTICS

46

Wagner KD, Ambrosini P, Rynn M, et al. Efficacy of sertraline in the treatment of children and adolescents with major depressive
disorder: two randomized controlled trials. JAMA 2003;290:1033–41.
Clinical impact ratings GP/FP/Primary care wwwwwwq Mental health wwwwwww

...............................................................................................................................

children and adolescents with major depressive disorder (MDD), is sertraline more effective than placebo for
Q Inreducing
the severity of patients’ depressive symptoms?
METHODS

CONCLUSION
Design: 2 randomised placebo controlled trials with preplanned
pooling of results. Patients were stratified into children and
adolescents before randomisation.
Allocation: unclear.*
Blinding: patients and clinicians.*
Follow up period: 10 weeks of treatment.

Setting: 53 hospital, general practice, and academic centres in
the US, India, Canada, Costa Rica, and Mexico.
Patients: 376 children and adolescents (age range 6–17 y, 51%
girls) who met criteria for MDD according to the DSM-IV and
Kiddie Schedule for Affective Disorders and Schizophrenia for
School Age Children—Present and Lifetime Version, and had had
the current episode of MDD for >6 weeks. Patients were also
required to have a Children’s Depression Rating Scale–Revised
(CDRS–R) score >45 and a Clinical Global Impression of Severity
to Illness score >4 at all 3 visits during the 2 week screening
period. Exclusion criteria included attention deficit/hyperactivity
disorder, conduct disorder, and obsessive compulsive disorder.
Interventions: tablets of sertraline, 50–200 mg/day (n = 189), or
placebo (n = 187) for 10 weeks.
Outcomes: change from baseline in severity of patients’
depressive symptoms (17–113 CDRS–R with higher scores
indicating increased severity), number of patients with >40%
decrease in adjusted CDRS–R total score (CDRS–R total minus
17), and adverse effects.
Patient follow up: 97%.
*See glossary.

MAIN RESULTS
Analysis was by intention to treat. A decrease in severity of patients’
depressive symptoms over the course of the study was greater in the
sertraline group than in the placebo group (mean change from
baseline in CDRS–R scores 22.8 v 20.2, p = 0.007). More patients in
the sertraline group than in the placebo group had a >40% decrease
in adjusted CDRS–R total score (table). More patients in the
sertraline group than in the placebo group discontinued the study
because of adverse effects (9% v 3%, p,0.05)
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In children and adolescents with major depressive disorder, sertraline
was more effective than placebo for reducing the severity of patients’
depressive symptoms.

Commentary

I

n contrast to tricyclic antidepressants, which seem to be ineffective in
the paediatric population,1 a growing database supports the efficacy
of selective serotonin reuptake inhibitors (SSRIs) in the treatment of
MDD in children and adolescents. Positive trials have been reported for
fluoxetine, citalopram, and paroxetine,2 and now sertraline. Dosage
regimens in these trials were similar to those used in adults, with no
differences in dosing strategies apparently required for children or teens
or, for that matter, for boys and girls. With an average number needed to
treat (NNT) of about 5, depending on the magnitude of the placebo
response, the SSRIs are modestly effective. In the trial by Wagner et al,
the change in CDRS–R scores was in the range reported for other trials;
the larger NNT (11) results from a substantially larger placebo response.
In this context, it is important to reiterate that placebo is by no means an
inert treatment. Clinical contact and the demands of research participation in
industry funded registration trials likely exerted a potent background effect.
As the authors note, the safety profile of the SSRIs again is under scrutiny.
Suicidality on scalar measures closely tracks overall improvement; in
contrast, suicide attempts are sporadic and may be more related to
impulsivity than depression per se. Thus, the fact that suicide attempts in the
sertraline and placebo groups were rare and equivalent, with no episodes of
mania reported, suggests that the overall ratio of benefit to harm for
sertraline treatment of MDD in youth is strongly positive. When the results of
a large comparative treatment trial of the SSRI, fluoxetine, cognitive
behavioural psychotherapy, and their combination3 are reported in 2004,
the field will have a robust platform on which to base recommendations
regarding the initial treatment of MDD in youth.
John March, MD
Duke University Medical Center
Durham, North Carolina, USA
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Sertraline v placebo in major depressive disorder at 10
weeks*
Outcome

Sertraline Placebo RBI (95% CI) NNT (CI)

Patients with >40%
decrease in adjusted
CDRS–R total score
(CDRS–R total score
minus 17)

69%

59%

17% (0.2 to
37)

11 (6 to
895)

*CDRS–R = Children’s Depression Rating Scale–Revised (range of total
score 17–113). Other abbreviations defined in glossary; RBI, NNT, and
CI calculated from data in article.
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Sertraline reduced the severity of patients’ depressive symptoms in
major depressive disorder

