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Dear Editor,

We commend Besag and Vasey for reviewing adverse outcomes in offspring (preterm birth, birth defects,
neurodevelopmental disorders) associated with antidepressant exposure during pregnancy. Although they
used published studies comparing exposed and unexposed siblings to limit some types of bias such as

reverse causation and residual confounding [1], important questions remain.

Firstly, we do not agree with authors' claim that the “few statistically significant differences in single
studies were small and possibly not clinically significant” [1] challenges. From a public health
perspective, even “small” risks can have large and devastating consequences when antidepressant
prescription is so frequent; up to 5.5% during pregnancy in North America [2]. “Not clinically significant”
is a personal conclusion that has no place in patient-centred care as harm pertains to the recipient, not the
prescriber. Only properly informed women should make the value judgment using graspable information.
Kolding and colleagues, using a Danish registry, provided a clear Number Needed to Harm when
analyzing the risk of cardiac malformations with antidepressant use during the first trimester of pregnancy,
e.g., for venlafaxine: 307 for severe cardiac malformations, 225 for hypoplastic left heart syndromes, 90
for remaining cardiac malformations.[3] Certainly, evidence for harm can be controversial as
observational studies are prone to biases. However, some complications that align with pathophysiology
were not studied by Besag and Vasey. For example, preeclampsia and postpartum hemorrhage are
reported as raised - in line with other effects of antidepressants on the cardiovascular system, platelet-
mediated hemostasis and myometrial contractility [4] - as are neonatal respiratory distress with intensive
care unit admission and persistent pulmonary hypertension [5,6]. Additionally, debates about
teratogenicity and neurodevelopmental toxicities cannot ignore ‘red-flags’ from experimental studies [7-

10]. Prescribers should assume that antidepressants are causative unless robustly proven otherwise.

Secondly, Besag and Vasey should have discussed the serious limitations of their review. The power of
the studies that were included is low: a) antidepressants are analyzed as a homogenous class while adverse
effects are product-specific, e.g. escitalopram/citalopram have the most serious adverse cardio-vascular
effects; b) the series are small. Further, the findings of the largest series show that antidepressants in
pregnancy are associated with diminished performance in mathematics standardized tests among Danish
schoolchildren [11]. This is dismissed by Besag and Vasey, whereas the specificities of the Danish School

system and a dose response of effects make the finding more worrying [12].
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Thirdly, the authors rightly concluded that “decisions on antidepressant treatment during pregnancy
should be made individually based on evidence from properly controlled studies” [1]. However, they fail
to acknowledge that there is no evidence that antidepressants are superior to psychotherapy on clinically
relevant outcomes in the general population [13-17]. Indeed, antidepressants vs placebo trials are only
short-term (6-8 weeks) and the clinical relevance of the depression rating scales is questionable (highly
clinically relevant well-being/functional outcomes form only 1 out of 17 items of the Hamilton Depression
Rating Scale and they are entirely absent from the Montgomery-Asberg Depression Rating Scale). Lastly,
there are no controlled studies showing that antidepressants could improve obstetric or mental health
outcomes or have clinically meaningful effects on maternal-infant attachment. Pregnancy is a specific
condition deserving specific investigation.

Besag has previously written about the language used to declare or infer that drugs are “safe”, and the
evidence required to use that term [18]. We are unconvinced this latest publication fits well within that

laudable framework.
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