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[Abstract] Objective To detect the chromosome anomalies, including whole chromosome aneuploidy
and copy number variations (CNVs) from fetuses with isolated tetralogy of Fallot (TOF) by the low-cov-
erage whole-genome sequencing, and explore the genetic characteristics of fetal isolated TOF. Method A
total of 24 fetuses with isolated TOF were recruited for this study from January in 2014 to December in
2017 in Maternal and Child Health Hospital of Hubei Province. All of these fetuses had echocardiography
at our tertiary referral center, and the diagnosis of isolated TOF was confirmed by pathological examina-
tion after induction of labor. The chromosome anomalies was detected by low-coverage whole-genome se-
quencing and analyzed by bioinformatics tools. Their pathogenicity was interpreted based on the guidelines
of the American college of Medical Genetics for sequence variants. Results Of the 24 fetusesconfirmed
with isolated TOF, no chromosome aneuploidy was detected, and CNV's were identified in 5 fetuses. Path-
ogenic CNVs were determined in 4 fetuses, accounting for 16. 7% of isolated TOF in our case series.
These pathogenic CNVs were founded to be associated with known syndromes. including DiGeorge syn-
drome(3 cases), and 8p inverted duplication/deletion syndrome (1 case, needed to be confirmed). Conclu-
sions CNVs are likely to be one of the important causes of isolated TOF in fetuses. And the low-coverage
whole-genome sequencing technology is a feasible diagnostic technique for fetuses with Isolated TOF.
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