Adverse Effects in Neonates Exposed to SSRIs and SNRI in Late Gestation
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ABSTRACT

Neonates exposed at term to selective serotonine
(SSRI) or serotonine-norepinephrine reuptake
inhibitors (SNRI) medications may encounter
symptoms such as irritability, rigidity, tremor and
respiratory distress. Most available data suggest
that these self limited symptoms are due to
discontinuation of the drug, athough there are

documented cases of symptoms associated with
high serum concentrations in the neonate that
subsided when levels fall. Preliminary evidence
suggests that the very early respiratory symptoms
may not be part of discontinuation but rather part
of a reversible form of persistent pulmonary
hypertension of the newborn (PPHN).

INTRODUCTION

Adults discontinuing SSRI or SNRI medications have been often reported to experience a withdrawal
syndrome characterized by irritability, insomnia, mental instability, tremors and even seizures.* It is not
surprising, therefore, that the neonatal brain may react similarly after birth, when the steady intrauterine
exposure to these drugs has subsided. Epidemiological studies have documented that up to 30% of
neonates exposed to SSRI and SNRI near term may suffer from symptoms which include irritability,
sleep disturbances, rigidity, tremor, limpness or similar signs.> While kineticaly it is reasonable to
assume that, with elimination of these medications, a discontinuation syndrome is expected, Knoppert and
colleagues documented a case of neonatal symptomatology associated with high serum concentrations of
paroxetine that has subsided with decreasing levels, suggesting serotonin toxicity, as part of the well
known serotenergic syndrome.’

One characteristic of the adverse neonatal effects of SSRI and SNRI is varying degrees of respiratory
distress, which may in severe cases necessitate respiratory support.? Recent epidemiological studies have
documented that near term exposure to SSRI confers an increased risk for persistent pulmonary
hypertension of the newborn (PPHN), which is often associated, among other symptoms, with respiratory
distress*® Recently Fornaro and colleagues confirmed PPHN in experimental animals exposed to
fluoxetine.® Whilein all previous studies the respiratory symptoms have been lumped as part of the “poor
neonatal adaptation syndrome”, be it withdrawal or seretonergic syndrome, preliminary data may suggest
that the respiratory insufficiency may in fact be part of PPHN, and its resolution may signal resolution of
the PPHN. Upon the first descriptions of SSRI-SNRI neonatal symptomatology, regulatory agencies in
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different countries called upon physicians to consider discontinuation of these drugs near term to avoid

neonatal morbidity.

This advice has been very unfortunate, as it neglects some serious arguments in this risk-benefit analysis:
1) The worse predictor of post partum depression is depression at term. Maternal morbidity due to
suboptimally treated depression should be avoided.

2) The neonatal morbidity is self limited and, in most cases, mild. Moreover, there is no proof that with
discontinuing these medications near term the baby will escape the discontinuation syndrome.

Conclusion

We believe that women with depression and their babies should be kept in the obstetric ward for severa
days, to encounter and effectively manage the possible neonatal syndrome, to establish breastfeeding and
to ensure that maternal mental statusis stable.
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