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Provisions 29 and 30 of the Declaration of
Helsinki and the ICH-E10 Guideline

— A case study of randomized placebo-controlled withdrawal trials of
antidepressants and the real status of outsourcing clinical trials —

Chieko Kurihara *0d O Takeo Saio -
10 National Institute of Radiological Sciences
20 Fuji Toranomon Health Promotion Center

Abstract

Background The Note of Clarification on the Paragraph 29 of the Declaration of Helsinki allows a placebo-
controlled trial when there is standard therapy, if there is scientific compelling reason, distorting the fundamental
principle of the Declaration that well-being of the subject should take precedence over the interests of science
and society] provision 50. ICH-E10 Guideline regards* randomized withdrawal trial” may be used as a
substitute design when placebo-controlled trial is scientifically needed but ethically problematic. Japanese
psychiatrists’ community hadn’t accepted placebo- controlled trial of antidepressants concerning suicide risk
of subjects, however, it turned to accept it underpinned by the ICH-E10 guideline.

Objectivell To clarify the ethical acceptability of randomized withdrawal trials of antidepressants, considering
the case of the sertraline trial, which was required by regulatory authorities for its marketing approval in Japan.
Method[ Narrative, non-systematic review of the cases of randomized withdrawal trials, and the international
ethical principles governing placebo-controlled trials.

Findings 10 Randomized withdrawal trials of antidepressants have been conducted worldwide to determine
the efficacy of long-term use of drugs for relapse/recurrence prevention. However, the case of the trial of
sertraline in Japan seems to have been conducted as a substitute for a placebo-controlled trial, where patients
were randomized at the beginning of the study to prove the efficacy of the acute phase. This was misled by the
ICH-E10 guideline. 2[A significantly higher suicide risk in the placebo group of randomized withdrawal trial of
antidepressants has not been proven, but there seems to be a higher relapse risk.

Conclusiond Randomized withdrawal trials of antidepressants should be conducted to prove the efficacy of
long-term use. A well-designed program to minimize risks is essential, but it should not be conducted as a
substitute to proving the efficacy of the acute phase.
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Fig. 1 Decision tree described in the ICH-E10guideline
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Fig. 2 Withdrawal trial cannot be a substitute for an acute phase placebo-controlled trial
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Table 1 Description of withdrawal trials in the E10 guidelines and author’s comments
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Table 4-1 Comparison of suicide rate between the active compound and placebo groups] 10°?

Absolute suicide rate Suicide rate by patient exposure years
treatment # of patients randomly Patients suicides Patient exposure Patients suicides
assigned to condition N O o950 Cl | years N O 9501 CI
SSRI 26,109 38 | 0.15 |0.1000.20 2,864 17 | 0.59 [0.3100.87
Other anti-depressants 17,273 34 | 0.20 |0.0900.27 4,094 31 | 0.76 |0.4901.03
placebo 4,895 5 | 0.10 |0.0100.19 897 4 | 045 ]0.0100.89

Kahn 2003 4™
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Table 4-2 Comparison of suicide rate between active compound and placebo group$§] 2
short-term and long-term, including withdrawal trials

short termd N O 12,246F* long termO N O 1,949F* long term Medline[}'?

completions attempts completions attempts completions attempts
Active 7/7,944010.10 | 29/7,9440 0.40 | 2/1,345000.20 | 9/1,345001 0.70 | 7/1,44000 0.40 | 9/1,4400 0.60)
placebo | 4/4,3020J 0.10 | 4/4,3020 0.40J | 0/604 [11 0.000 | 4/604 (10 0.70 | 1/889 [(1J 0.10J | 0/889 [T 0.00

Storosum 2001 37
0119830001997 00000000000000000000O0O0ODOO0O0OOOOOOOOOODOOOO shorttermO 77
OOlongtermO 80 000OlongtermJ 00 700000000000000O0O000DOO0OODO0ODOOODOOODOD
goodooooooo0oooooooooooobobooooog
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Table 4-3 Comparison of suicide rate between active compound and placebo group$&] 3
withdrawal trials” !

assigned/total g
meprotiline 5/767 0.6
sertraline 1/185 0.5
Placebol vs meprotilined 1/347 0.2
Placebol vs sertralineld 0/110 0.0

Geddes 2003 3
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