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Introduction: Evidence on neonatal withdrawal syndrome follow-
ing antidepressant intrauterine exposure is limited, particularly for
antidepressants other than selective serotonin reuptake inhibitors
(SSRIs).

Objectives: To ascertain whether maternal antidepressant treat-
ment may be associated with withdrawal syndrome in neonates,
investigating the comparative reporting between individual anti-
depressants and classes.

Methods: We performed a case/non-case pharmacovigilance study,
searching reports of withdrawal syndrome in newborns in the
VigiBase, the WHO database of suspected adverse drug reactions.
Disproportionality analysis was performed, estimating reporting
odds ratio (ROR) and the Bayesian information component (IC).
Antidepressants were compared to all other medications, to metha-
done, and within each class of antidepressants (SSRIs, tricyclics
(TCA) and other antidepressants). Antidepressants were ranked in
terms of clinical priority, based on a semiquantitative score.
Results: We retrieved 406 reports of neonatal withdrawal syn-
drome in 379 neonates related to 15 antidepressants. Compared
to all other drugs, disproportionate reporting was detected for
antidepressants altogether (ROR: 6.18, 95%CI:5.45-7.01), for TCAs
(10.55, 95%CI:8.02-13.88), other antidepressants (ROR: 5.90, 95%
CL:4.74-7.36) and SSRIs (ROR: 4.68, 95%CI:4.04-5.42). All anti-
depressants showed a significant disproportionality, apart from
bupropion (figure 1). We did not find any disproportionate report-
ing for any antidepressant compared to methadone. The clinical
priority ranking showed moderate clinical priority for all anti-
depressants, with the exception four, that had a weak one (figure
1). Most frequently reported symptoms were respiratory symptoms
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(n=106), irritability/agitation (n=75), tremor (n=>52) and feeding
problems (n=40).
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Figure 1. reporting odds rotios (RORs) with95% Confidence intervals (95%C) and clinical priority ranking. Yellow = moderate
clinical priority; green= weak clinical priority

Conclusions: Exposure to antidepressants in utero is associated
with moderate signals of disproportionate reporting for neonatal
withdrawal syndrome for most antidepressants. Clinicians should
pay extra attention to neonates with antidepressant-treated
mothers.
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