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[Abstract ] Birth defects are the leading cause of infant mortality and a critical factor contributing to disability, making their
prevention and control a priority for Chinese government.As a key secondary prevention measure, prenatal diagnosis could reduce

burden of giving birth by providing essential information for effective prenatal interventions to defected infants. Next generation
sequencing (NGS) is a high-throughput DNA sequencing method that allows cost-effective, high-resolution genome testing and
effectively complement limitations of karyotyping and chromosomal microarray analysis (CMA).Copy number variant sequencing
(CNV-seq) was recommended in 2019 as one of primary genetic testing methods for prenatal diagnosis in China. However,a large
proportion of monogenic diseases in infants and young children are primarily caused by single nucleotide variants (SNVs) and
insertions/deletions (INDELSs) , which cannot be diagnosed by CNV-seq. These conditions require whole exome sequencing (WES)
for comprehensive testing at the nucleotide level. As a result, WES has been increasingly applied in prenatal diagnosis.Nevertheless,

the application of WES in prenatal diagnosis still faces certain challenges due to limitations of the technology itself and
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comprehensiveness of the gene-disease spectrum.In the future,as genetic testing technology advances and our understanding of the

mechanisms underlying occurrence and development of birth defects deepens,a personalized diagnostic approach is expected to be

developed. This diagnostic approach will more accurately match clinical phenotypes with genetic testing technologies.
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