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R. Dardennes, MD, MS; N. Al Anbar, PhD; S. Divac, PhD; J. Cohen, MD

Faculty of Medicine Paris Descartes, Paris, France (Dr Dardennes and Mrs Al Anbar); Clinique des maladies 
mentales et de l’encéphale, Hospital Sainte-Anne, Paris, France (Dr Dardennes, Mrs Al Anbar, and Mrs Divac); 
University of Montréal, Montréal, QC, Canada (Dr Cohen).

To the Editor,
Baldessarini et al. (2016) recently published a letter re-reviewing 
their previous meta-analyses of controlled trials of preventive 
pharmacological treatment of major depressive disorder (Sim 
et al., 2015). They reported a much higher level of suicidal risks 
in these trials than those reported in clinical samples of out-
patients diagnosed with major depressive disorder and that 
the overall risk of suicidal events was significantly greater in 
trial arms involving investigated antidepressant than in pla-
cebo controls. Both analyses are of greatest interest, and the 
authors must be praised for such work to the benefit of the 
community of psychiatrists and more generally to the ben-
efit of our patients. We were nevertheless surprised to find 
some discrepancies between published and recalculated data. 
If some are minor (e.g., recalculated number of person-years 
in the placebo arm of the Schmidt et al. study (line 5, column 
9 is 89.06 instead of published 89.7), some others seem to be 
more harmful (number of person-years in the treatment arm of 
Rosenthal et al. study line 12 is 250.24 instead of 2720, result-
ing in 3.7 suicidal events/100 person-years instead of 0.37; total 
number of person-years would thus have been 4850 instead 
of published 2671). More troubling is the last line of the table 
summarizing totals and means. We found a mean number of 
suicidal events/100 person-years of 1.32 (with original figure 
of 0.37 for Rosenthal et  al.) or 1.59 (with recalculated figure 
of 3.7) instead of 1.46 for the treatment arm and 0.63 instead 
of 0.53 for the placebo arm. When examining the publication 
of Liebowitz et  al. (2010) itself, we found that the number of 

suicidal events reported for the treatment arm by Baldessarini 
et al. (2016) was in fact the number of events in the open-label 
total population and that, in the randomized phase, zero (0) sui-
cidal ideation was reported in the treatment group (Liebowitz 
et al., 2010, table 4). Recomputing the number of suicidal events 
for 100 person-years yielded a mean of 1.26 for treatment vs .54 
for placebo.

Whatever the numbers are, finding a higher number of sui-
cidal events in treatment arms than in placebo arms (30 for 2380 
person-years vs 12 for 2217, respectively) needs to be explained. 
The authors judiciously noticed that selected trials were not 
specifically designed to address suicidal risk and that such tri-
als usually exclude potentially suicidal patients, thus resulting 
in rarer events and higher risk of chance findings. In fact, the 
same FDA analyses that showed an increase in the risk for suici-
dality—suicidal behavior and ideation events—associated with 
antidepressants in subjects under the age of 25 showed protec-
tive effect in subjects of 25 years or older (FDA, 2006a). Further 
analysis of the FDA data reported specific increase in suicidal 
behavior for the 18 to 24 age group (FDA, 2006b). Unfortunately, 
none of the 12 analyzed studies reported neither the number, 
nor the percentage of adult patients under 25  years both in 
treatment and placebo arms. This prevented from checking if 
the unexpected findings of Baldessarini et al. (2016) may have 
been attributed to differences in age distribution of compared 
groups. We consider that such secondary analysis of cited con-
trolled studies would be useful and could facilitate further stud-
ies in this field.
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