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Reply: The missing role of
diagnosis of confined placental
mosaicism in the management of
fetal growth restriction

Dear Sir,

We thank Prof. Hantoushzadeh et al. (2021) for their interest in our
review that evaluated the association between confined placental mo-
saicism (CPM) and pregnancy outcomes and fetal growth (Eggenhuizen
et al., 2021).

In our literature review, we have analyzed the impact of CPM on
the fetal growth and found an increased risk of fetal growth restriction
(FGR). In the reaction to our review, Prof. Sedigheh Hantoushzadeh
and her colleagues advocated to perform a chorionic villus sampling
(CVS) in case of FGR rather than performing an amniocentesis, in or-
der not to miss placental chromosomal aberrations.

We acknowledge the importance of genetic testing in cases of FGR.
In 2—-19% of the FGR cases, a chromosomal abnormality is detected
with karyotyping (Snijders et al., 1993; Heydanus et al., 1994; Bahado-
Singh et al, 1997). Diverse genetic problems can cause FGR and
therefore, we advise single nucleotide polymorphism array testing in
cases of FGR (de Wit et al., 2017). Besides the fetal chromosomal ab-
normalities, we think CPM should be in the differential diagnosis.
When the cause of FGR is found, the counseling of patients can be
more precise.

To search for placental abnormalities, we suggest non-invasive pre-
natal testing (NIPT) additionally to an amniocentesis in case of FGR, in-
stead of performing CVS. There is evidence that NIPT compared to
CVS is more sensitive for the detection of CPM (Van Opstal et dl.,
2020). The chromosomally abnormal cell lines can be restricted to
small parts of the placenta, which can be missed by biopsy while per-
forming CVS. Furthermore, the level of mosaicism found in the chori-
onic villus does not always reflect the level of mosaicism in the term
placentae.

Unfortunately, based on the NIPT, a distinction between CPM types
is not possible, because the NIPT only analyses the cytotrophoblast.
We suspect that the type of CPM is a good indicator of the fetal out-
come. More research is needed to confirm this hypothesis, such as
the comparison of the ratio of the trisomic and fetal fractions. This can
be of value to estimate the distribution of the chromosomal aberra-
tions throughout the placenta. In case of high trisomic fraction as com-
pared to a low fetal fraction, pregnancy outcome was favorable
(Pertile et al. 2017; Brison et al., 2018). This implies that trisomic frac-
tion is a good indicator for aneuploidy-load in the placenta and thereby
can help clinicians to predict pregnancy outcome and counsel patients
more precisely.

In conclusion, we agree to advocate screening for placental abnor-
malities in case of FGR. Instead of using CVS, our favored method
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would be to perform an NIPT in combination with amniocentesis.
Further research is needed to evaluate the role of NIPT as a diagnostic
tool when a pregnancy is complicated with FGR. We hope to publish
our retrospective cohort of CPM cases of the last |0years, including
the role of NIPT, in the near future.
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