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The study about pathological variants in genes associated with disorders of sex
development in a whole-genome reference panel of 8380 Japanese individuals
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Disorders of sex development (DSD) are congenital disorders in which

chromosomal, gonadal, and anatomical sexual development is atypical. In this study, we conducted a

screen for pathogenic variants in 32 genes associated with recessive DSD and central causes of
hypogonadism (CHG) in a whole genome reference panel established by Tohoku Medical Megabank

Organization including 8380 Japanese individuals. Pathogenic candidate (P) or likely pathogenic (LP)
variants were annotated with the Clinvar, InterVar, and Human Gene Mutation databases. 91 candidate
pathogenic variants were found in 25 genes, and 28 novel candidate variants were identified. Almost
1 in 40 individuals (Clinvar or InterVar P or LP) to 157individuals (both Clinvar and InterVar P or

LP) were found to be carriers of recessive DSD and CHG alleles. In this study, we describe the
types and frequencies of causative variants of recessive DSD and CHG in the general Japanese

population.
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