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Antidepressant Use and Risk for
Suicide Attempts in Bipolar Disorder

To the Editor: The use of antidepressants in bipolar disorder
remains controversial with respect to whether, and when, they may
destabilize mood and worsen clinical course. Despite previously
identified links between suicide attempts and the proportion of
time spent with depression in bipolar disorder,! few longitudinal
studies have examined the relationship between antidepressant use
and suicidal behavior specifically in bipolar disorder. Retrospec-
tive studies have reported a greater risk for suicide attempts among
bipolar patients taking antidepressants alone than among those
taking concomitant mood stabilizers>* or mood stabilizers alone,’
while prospective studies have found either no link between suicidal
acts and antidepressant use* or fewer suicide attempts when antide-
pressants are combined with mood stabilizers than during mood
stabilizer therapy alone.’ Interpretations about suicidal behavior in
most naturalistic outcome studies also may be hampered by tempo-
ral confounding when antidepressants are started because of, rather
than before, the emergence of suicidal behavior.

Leon and colleagues® present findings from a useful and im-
portant 27-year observational study of suicide attempts and
antidepressant therapy in a large mood disorder cohort. Using a
propensity-adjusted mixed-effect survival model, they demonstrate
a20% reduction in overall risk for suicide attempts among all sub-
jects taking versus not taking an antidepressant. However, their
model did not stratify for unipolar versus bipolar diagnosis as a cor-
relate of suicide attempt risk during antidepressant use. While the
majority of their subjects (nearly 80%) had index diagnoses of (uni-
polar) major depression, their available subgroup of 119 subjects
with index bipolar mania should nevertheless provide adequate
power for the inclusion of unipolar versus bipolar diagnosis as a
covariate of suicidal behavior. Given the potential for differences
between bipolar and unipolar patients in antidepressant response,
as well as the potential for antidepressants to exacerbate concomi-
tant manic symptoms during bipolar depressive syndromes,” such
an analysis in this unique cohort would be of great value for deter-
mining whether antidepressants may differentially affect suicide
risk in bipolar versus unipolar patients.
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