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[ Abstract] Objective To detect the pathogenic genes of 110 patients with 46, XY disorders of sex devel-
opment (DSD) by a targeted panel of next-generation sequencing (NGS) and examine the genotype and clini-
cal phenotype of hypospadias patients. Methods Clinical data of 110 46,XY DSD patients at Affiliated Ruijin
and Renji Hospitals from 2017 to 2018 were reviewed and analyzed. We performed sequencing analysis for 110
patients with hypospadias of unknown etiology for screening for pathogenic genes. Results A total of 16 chil-
dren had genetic variations involving 13 mutation sites of 6 genes. Five different SRD5A2 mutations ( p. Q6X,
p- L20P,p. G203S,p. R227Q & p. P251S) were detected in 8 cases and one novel mutation (p. P251S) was i-
dentified. Four different AR pathogenic mutations( p. Q58L,p. A871V,p. R608Q & p. A597T) were detected in
four cases. One PROKR2 heterozygous mutation (p. W178S) was found in 2 cases, including 1 case of SRD5A2
gene mutation. One ZFPM2 heterozygous mutation (p. M703L) was detected in one child with Tetralogy of Fal-
lot. There were BMP4 gene heterozygous variation (p. H251Y) (n=1) and CHD7 heterozygous variation ( p.
T7301) (n=1). And 16 patients with gene mutation presented a variety of clinical phenotypes,including hypo-
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spadias with small penis (n =9) , hypospadias, small penis & cryptorchidism (n =6) and hypospadias with

cryptorchidism (n=1). Conclusion Hypospadias with small penis and/or cryptorchidism may indicate genet-

ic mutations. The mutation rate of hypospadias gene is 14.5% (16/110) and SRD5A2 and AR are two most
common mutated genes. Despite low detection rates of ZFPM2,PROKR2,BMP4 and CDD7,they should not be

ignored.
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Table 3 Clinical data of 16 patients with genetic mutations
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