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The randomized withdrawal study of sertraline in Japan
— Was the study truly indispensable?

Takeo Saio ™ [0 Chieko Kurihara ?-
10 Fuji Toranomon Health Promotion Center
20 National Institute of Radiological Sciences

Abstract

BackgroundO In July 2006, the antidepressant drug sertraline, which has a long history of use as a selective
serotonin reuptake inhibitorD SSRIOC has finally been introduced in Japan. However, evidence with Japanese
subjects did not support its curative effects on depressive patients regardless of the randomized withdrawal
study performed to salvage two previous failed active-controlled non-inferiority trials.

ObjectivelTo clarify the scientific validity and to review the ethical justification for the use of sertraline versus
the placebo randomized withdrawal trial performed in Japan.

Design and MethodJNarrative, non-systematic review of literature on the controversial randomized withdrawal
trial performed in Japan.

Resultd1About one month after the completion of the withdrawal study, one man allocated to the placebo arm
killed himself. This may be attributed to the failure to get appropriate treatment because of a flaw in the study
design. In addition, three other fundamental problems are found in the trial. First, its primary endpoint relapse/
recurrence rate[Jcan be manipulated at the discretion of either pro- or anti-sertraline patients or organizations
because it adopts only doctors’ subjective measurement as the indicator of the endpoint. Second, including the
randomized subjects of insufficient recoverers from depressionl] HAM-D [0 130is unethical because they can
easily go into relapse/recur depression that could lead to suicide. Third, the placebo arm has longer current
depressive episode patients than the sertraline arm, indicating the existence of selection bias to deviate the
results in favor of sertraline. side.

ConclusioridThe randomized withdrawal study of sertraline in Japan should not have been performed because
it lacks scientific validity and ethical justification. After the failure of the active-controlled non-inferiority trials of
sertraline, the only rational study option is the randomized placebo-controlled trial.
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