
International Journal of Neuropsychopharmacology (2017) 20(3): 281–284

doi:10.1093/ijnp/pyw092
Advance Access Publication: December 21, 2016
Letter to the Editor

Received: October 12, 2016; Accepted: October 20, 2016

© The Author 2016. Published by Oxford University Press on behalf of CINP.

281
This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License  
(http://creativecommons.org/licenses/by-nc/4.0/), which permits non-commercial re-use, distribution, and reproduction in any medium,  
provided the original work is properly cited. For commercial re-use, please contact journals.permissions@oup.com

letter to the editor

Suicidal Risks in Reports of Long-Term Controlled Trials of 
Antidepressants for Major Depressive Disorder II

Ross J. Baldessarini, MD; Wai K. Lau, MD; Jordan Sim, MD; Min Y. Sum, BA; Kang Sim, MD

International Consortium for Research on Psychotic and Mood Disorders, Mailman Research Center, McLean 
Hospital, Belmont, Massachusetts (Drs Baldessarini and K. Sim); Department of Psychiatry, Harvard Medical 
School, Boston, Massachusetts (Dr Baldessarini); Research Department and Department of General Psychiatry, 
Institute of Mental Health, Singapore (Drs Lau and J. Sim and Ms Sum).

Correspondence: R. J. Baldessarini, MD, Mailman Research Center 306, McLean Hospital, 115 Mill Street, Belmont, MA (rbaldessarini@mclean.harvard.edu).

Professor Roland Dardennes and colleagues (2016) noted dif-
ferences with respect to several numerical values included in 
our recent letter concerning suicidal risks in reports of rand-
omized, long-term, placebo-controlled trials of antidepressants 
for major depressive disorder (Baldessarini et al. 2016), based 
on a comprehensive review and meta-analysis of such studies 
(Sim et al. 2015). We appreciate their efforts to improve accu-
racy in reporting findings from this complex body of studies. The 
noted numerical differences did not alter the conclusion that 
rates of suicidal behavior in such trials were surprisingly high. 
Nevertheless, their observations led us to re-review the reports 
cited in detail, with independent data-extraction by 2 senior 
investigators (R.J.B. and K.S.) working to consensus. We encoun-
tered findings that required some judgment to represent them 
fairly and found 5 additional reports to include. This process 
led to a revised tabulation of our findings from 17 long-term, 
placebo-controlled antidepressant trials (Table 1).

Revised overall incidence rates (%  of persons/y) with all 
treatments were: suicidal ideation, 2.08 (CI: 1.72–2.48); sui-
cide attempts, 0.652 (0.459–0.897); suicides, 0.264 (0.148–0.435) 
(Table  1). Of note, these overall rates of suicidal subjects 
were significantly greater with antidepressants vs placebos 
(Table  1). This separation also obtained for attempts and 
suicides combined (0.740 vs 0.176; P < .0001) (Table  1). The 
observed overall suicide rate (264/y/100 000) in these tri-
als for initially acutely depressed subjects is 18–26-times 
higher than international general population rates of 10–15/
year/100 000, and about 5.3 times that in clinical samples of 
patients diagnosed with major depressive disorder in various 
states of illness and recovery (50/year/100 000; Tondo et  al., 
2007). If exposure times are adjusted for studies with high 
dropout of one-half or more of the participants to one-half 

of the nominal or maximum times, then the observed overall 
rate of suicides is even higher (360/y/100 000), approximately 
29 times above general population rates and 7.2 times higher 
than in clinical samples of patients with major depressive 
disorder. Also of note, the ratio of attempts/suicides of 2.47 
(652/264) is far lower than in the general population (approxi-
mately 30) and lower than in clinic samples of major depres-
sion patients (approximately 5), suggesting greater lethality 
of attempts in trials (Tondo et al., 2007).

Such observed rates of suicidal events in long-term con-
trolled trials of antidepressants may be misleading but 
support the hypothesis that suicidal risks in controlled treat-
ment trials for depression are substantial and require further 
research. Most long-term antidepressant trials do not even 
comment on suicidal events, and those that do appear to 
consider them as passively acquired, incidental examples of 
adverse events (Sim et al., 2015; Baldessarini et al., 2016). In 
addition, the few reports with some data concerning suicidal 
behavior may involve unrepresentative, selective reporting 
of suicidal acts (attempts and suicides). Moreover, suicidal 
ideation almost certainly is unevenly and probably severely 
underreported, given the wide range of rates, and there is 
even lack of noting ideation despite occurrence of attempts 
or suicides (Table 1). The greater observed risks associated 
with antidepressant treatment are particularly surprising in 
view of the greater risk of depressive relapses of recurrences 
in placebo arms of the reported trials and the adverse effects 
of antidepressant discontinuation (Baldessarini et al., 2010, 
2015). The apparently greater suicidal risks with antidepres-
sant treatment may reflect greater exposure of antidepres-
sant- than placebo-treated subjects: 30% greater numbers 
(3086/2372) and 35% longer observation times (1.19/0.88 
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years), which in most trials included several months of open-
label and stabilization phases involving antidepressant but 
not placebo treatment. In addition, dropout and relapse rates 
were consistently greater in placebo arms of trials: among 
5 reports with flow charts to account for the dispositions of 
all subjects and treatments (Kornstein et al., 2006; Parahia et 
al., 2006; Keller et al., 2007; Kelin et al., 2010; Liebowitz et al., 
2010; Rosenthal et al., 2013), rates of early loss averaged 56.6% 
(554/979) with antidepressants vs 64.3% (653/1016) with pla-
cebos (χ2 = 12.3, P = .0004). It seems likely that longer exposure 
times and larger samples as well as somewhat lower dropout 
rates with active treatment would tend to favor encounter-
ing uncommon suicidal events more among antidepressant-
treated subjects. On the other hand, the designs of many of 
the trials involving treatment-discontinuation-to-placebo 
among patients recovering from acute major depression 
might tend to increase suicidal risk with placebo treatment 
(Baldessarini et al., 2015).

In conclusion, suicides and attempts rather than suicidal 
ideation are relatively reliable outcomes to be more routinely 
documented, reported, and compared with other epidemiologi-
cal studies. Scientific and editorial policies regarding report-
ing of therapeutic trials should routinely include such data 
with denominators that include actual exposure times and 
subject counts in each treatment arm. These recommenda-
tions are strongly supported by the present findings, sug-
gesting that such events are surprisingly prevalent even in 
trials that attempt to exclude currently suicidal participants. 
They also suggest that special precautions are warranted in 
monitoring trial participants with major depressive illnesses, 
especially when antidepressant treatment is discontinued for 
prolonged times.
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