E Letters to the Editor

Toward-Improving the Reliability of
Safety Information on Drug Exposure
During Pregnancy: Reply to Perugula et al

To the Editor: My colleagues and I appreciate the opportunity
to respond to the comments on our article.! We also thank Perugula
et al? for their remarks. We believe that limitations regarding
confounding factors are an important issue in the conduct of our
study.

We have taken into account recall bias. We tried to collect
information early in the pregnancies. We believe that the
information on congenital malformations is highly accurate
because it is based on maternal and child health handbooks.* On
the other hand, we believe it is important to interview the patient
multiple times during the pregnancy. Thus, starting in May 2022,
we obtained detailed information on drug use multiple times
during the entire pregnancy via phone, email, and a web-based
system.

We believe that family history of congenital malformations will
affect the results. We collected data on the mother’s medical history
and history of births of children with congenital malformations.
In all 3 cases with congenital malformations in the second-
generation antipsychotics (SGAs) group, there was no maternal
history of congenital malformations. However, no information on
chromosomal abnormalities was obtained. In the future, we plan to
collaborate with the certified Japanese Board of Medical Genetics
and Genomics, Clinical Genetics, to intervene and follow up with
children with congenital malformations, including asking about
their family history. Obtaining information on the father is also
an issue for future investigation.

Spontaneous abortions and elective abortions might also
increase the incidence of congenital malformations. However,
we do not believe that the effect is strong enough to change our
conclusions, because 34 of the 404 pregnancies in this study
ended in spontaneous abortions. Of these, 8.4% were in the SGA
group and 7.2% were in the control group. There were 16 elective
abortions. Of these, 4% were in the SGA group and 2.3% in the
control group. After adjusting for maternal background variables,
there were no significant differences between the groups. We have
begun to obtain information on the causes of the elective abortions.

We 'believe that maternal educatiofl, maternal“stress, and
nutrient restrictions are essential when evaluating factors other
than teratogenicity, especially long-term development. We are
considering conducting a separate survey in the future based on
consultations. In addition, we found 42 twins or triplets among the
7,249 cases but excluded them because of the influence of twin or
triplet status on the number of gestational weeks and birth weight.
In the future, we would like to collect more data to eliminate the
effects of confounding factors.
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