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Learning about the course of suicidal behavior but not about
the effects of SSRIs
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Lagerberg et al. [1] reported on the risk of suicidal behavior before
and after the initiation of SSRIs, based on the national Swedish
register. This allowed a precise estimation of the course of suicide
risk, which was highest before SSRI prescription and declined
afterwards. However, because there was no control group, the
effect of SSRIs remains unknown. There could be the same or even
a better course without treatment or a different treatment.
Suicidality, just like depression, is an episodic condition, so risk
reduction over time could be fully explained by regression to the
mean and spontaneous remission. Lagerberg et al. correctly state
that there are “no strong grounds to claim that the risk reduction
immediately following SSRI initiation is causal”. However, some
parts of the text may be read as a causal interpretation, for
example, “This suggests that, in the first year of treatment, SSRI
medication does not bring the risk of suicidal behavior to
baseline”. “Another statement that might be interpreted as causal
claim is in the conclusion: The results suggest that, overall,
clinicians should be reassured that SSRI initiation is not associated
with an increased risk of suicidal behaviour”. Moreover, they point
out problems with the representativeness of randomized con-
trolled trials (RCT) and confounding in observational studies,
thereby suggesting that their design is better to assess the effect
of SSRIs on suicide risk.
Lagerberg et al. also did not discuss important research

opposing the assumption that SSRIs reduce suicide risk, including
a study by Björkenstam et al. which used the same Swedish
register data, but with a case-crossover control design [2].
Björkenstam et al. found an increased risk for suicide at initiation
of SSRI, especially in the second week after initiation. Lagerberg
et al. dismissed this study because of confounding by indication,
but according to Björkenstam et al.: “the descriptive question on
whether there is an increased risk of suicide in the early phase of
treatment, which is of great clinical relevance, is not confounded
by indication”. In light of the increased risk especially in the
second week, Lagerberg et al. should have reported their results
week-wise, at least for the first month.
Finally, it is important to acknowledge that suicidal behavior

was increased with SSRI treatment in studies that are more
appropriate in design because they have a control group, for
example well-controlled observational studies [3]. Admittedly,
observational studies also have limitations due to possible residual
confounding; therefore, RCT remain the gold standard. A meta-
analysis of clinical trials on second generation antidepressants
submitted to the FDA again confirmed an increased risk for suicide
attempts and likely also suicides [4]. Despite remaining uncertain-
ties if and how strongly SSRIs increase risk for suicidal behavior, it

can safely be said that SSRI’s do not reduce the risk of suicidal
behavior [5]. In conclusion, data from clinical trials and well-
controlled observational studies (even with the same register
data) are at odds with the assumption that SSRIs reduce the risk of
suicidal behavior and the study by Lagerberg et al. is hardly
informative in this regard.
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