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Cabaillot and colleagues’ pharmaco-epidemiological study of antidepressants use during pregnancy in France
raises a number of questions about the validity of their conclusions.(1)

Firstly, what is their basis for making the claim that “[selective serotonin-norepinephrine reuptake inhibitors]
appear to be safe in pregnant women”?(1) This claim ignores significant evidence to the contrary:

a) the odds ratio for maternal use of serotonin reuptake inhibitor antidepressants (SRIs) (we use SRI to refer
to both serotonin-norepinephrine reuptake inhibitors and so-called ‘selective’ serotonin reuptake inhibitors as
selectivity is restricted to the experimental setting) during the first trimester of pregnancy and the presence of
congenital heart defects is 1.57 (95% CI 1.25-1.97) for paroxetine, 1.36 (95% CI 1.08-1.72) for fluoxetine and
1.29 (95% CI 1.14-1.45) for sertraline.(2) Further, observational studies reported developmental disorders
that are in line with experimental studies and with human infant MRI studies: SRIs exposure has an
association with changes in brain structure, white matter microstructure, brain connectivity, and cerebral
metabolism, particularly in brain regions critical to emotional processing;(3)

b) previous warnings about SRIs’ harms in core clinical journals were overlooked;(4,5)

¢) post-partum hemorrhage, a serious SRI complication acknowledged by Cabaillot and colleagues, is a very
serious issue; with cardiovascular conditions it is the most common underlying causes of pregnancy-related
death.(6)

Secondly, Cabaillot et al misrepresent the references that they cite in their statement that “[selective
serotonin-norepinephrine reuptake inhibitors| are recommended by the National Agency for Health and
Medicines (ANSM) and the 2018 International Cochrane Review International Publications ”?(1)

a) the link for the recommendation (ref. 19 in Cabaillot et al) does not work and the summary of product
characteristics for fluoxetine warns “Overall, the data suggest that the risk of cardiovascular malformation
in children after maternal exposure to fluoxetine is approximately 2/100 ... Fluoxetine should not be used
during pregnancy unless the clinical condition of the patient requires treatment with fluoxetine and justifies
the potential risk to the fetus”.(7)

b) the Cochrane Review (ref. 20 in Cabaillot et al) is about postnatal depression, not pregnancy. It
concluded: “Due to the limitations of the current evidence base, such as the low statistical power of the
included studies, it is not possible to draw any clear conclusions about the effectiveness of antidepressants
for the prevention of postnatal depression.”

Thirdly, Cabaillot and colleagues should provide data (malformations, deprescription) according to the
various classes of antidepressants and their princeps. The risk of malformations varies among antidepressant
classes and within classes, e.g., it is highest for SRIs containing paroxetine.(2)

Fourthly, the widespread prescribing of antidepressants in France may be the result of France’s univer-
sal healthcare scheme consistently refusing to reimburse effective psychotherapy. In contrast is the 2008
Improving Access to Psychological Therapies strategy in England that provides free and direct access to
psychotherapy without barriers.(8)

Overplaying benefits and downplaying harms are not serving the patient’s interests. All prescribers must be
warned that antidepressants have not been shown to be risk free during pregnancy, either for the woman or
her fetus. Quantitative explanation of the degree of risk expressed in easily understood terms such as number
needed to harm must be provided, not binary assertions of apparent “safety” based on a value judgment
only women should make. The well documented harms of SRIs during pregnancy contrast with purported
benefits _a limited effectiveness of SRIs in the general population and no controlled trials during pregnancy.
Available SRI vs placebo trials are short-term (6-8 weeks) and although the decreases in depression scores
are statistically significant, their clinical relevance is doubtful.(9) In contrast, many patients with depres-
sion respond to judicious ‘watchful waiting’ and psychotherapies successfully treat most episodes of even
persistent depression. These interventions are evidence-based in real-life settings: their benefits persist over
the long term (improving self-esteem, agency, and social functioning and, they are safe.(9) Evidence based



psychosocial interventions must be the preferred initial option in treating depression, especially in women of
child bearing age as many pregnancies are unintended.(4)

Regulatory agencies must implement and monitor a series of risk minimization measures for SRIs as for other
teratogens: a) an assessment of each woman’s potential to become pregnant; b) shared decision making about
the risks of antidepressant treatment in general and specifically during pregnancy, and an explanation about
the need for effective contraception throughout treatment; ¢) informed pregnancy testing before and during
treatment as needed; d) a ‘risk acknowledgement form’, in which the woman and prescriber confirm that
appropriate counselling has been given and understood. Finally, prescription of antidepressants during
pregnancy should be recorded in specific registries to closely monitor clinical outcomes.
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