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Risk assessment of the use of anti-anxiety and hypnotic drug during pregnancy on
placental trophoblastic functions
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1 Benzodiazepine (BZ)

In this study, we focused on benzodiazepine (BZ) receptor agonists and their
transfer to placental trophoblast. We evaluated the effects of BZs on transporter function, hormone
secretion, and differentiation. Differences in the accumulation of 17 types of BZs were observed in
vitro. Our findings indicated that BZs had no effect on P-gp function. Moreover, the validity of

hormone secretion and differentiation potential was evaluated as indices using valproic acid, a drug
with reported risks for use during pregnancy. Using this evaluation system, we found that clobazam
did not affect hormone secretion or the differentiation potential of trophoblasts. Furthermore,
using human placental samples, we evaluated the relationship between differentiation-related genes
and neonatal/placental parameters. A positive correlation was found between MFSD2A and the
parameters. Further investigation will contribute to understanding the use of anxiolytic and sleep

medications during pregnancy.
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