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[ Abstract] Objective To investigate the novel genetic cause associated with hypospadias and
the strategy for preventing offspring genetic defects in these patients.Methods In March 2019, a patient
with gonadal dysplasia (hypospadias associated with cryptorchidism) was referred to Shanghai General
Hospital. His secondary sex characters, level of sex hormones and the development of male reproductive
system was assessed through physical examination, sex hormone examination, male reproductive system
B-ultrasound and computed tomography (CT). Whole-exome sequencing (WES) was preformed to investigate
the pathogenic genetic variations associated with hypospadias and cryptorchidism. Also, Sanger sequencing
was conducted to verify the WES results in the pedigree. Semen analysis was used to assess the fertility of

the proband and the SRD5A2 gene analysis of his spouse was performed to assess the risk of genetic defects



1700+ rhABEEAE AR 2020 4E6 H 9 HAS 100 4545221 Natl Med J China, June 9, 2020, Vol. 100, No. 22

in the offspring. Results The patient suffered from gonadal dysplasia (hypospadias associated with
cryptorchidism). Physical examination showed an inverted triangular distribution of pubic hair, small penis
and the volume of the testis was 8 ml. Sex hormone examination revealed the level of FSH, LH, Pituitary
prolactin (PRL), estrogen (E,), testosterone (T), and sex hormone-binding globulin (SHBG) was 25.81 U/L,
10.84 U/ L, 21.09 pg/L, 153 pmol/L, 16.95 nmol /L, and 36.15 nmol / L. respectively. B-ultrasound and
computed tomography (CT) showed left inguinal testis. Also, semen analysis illustrated that the volume was
0.05 ml and sperm concentration<2 X 10°/ ml, suggesting oligospermia in this case. WES sequencing and
Sanger sequencing showed compound heterozygous LoF mutations in SRD5A2 [NM_000348.3:C.679C>T(p.
Arg227Ter) and NM_000348.3:C. 16C>T(p. GIn6Ter)] in this patient. And there were no pathogenic genetic
variations of SRD5A?2 in the spouse. Conclusion Novel compound heterozygous LoF mutations in SRD5A2
[NM_000348.3:C.679C>T(p.Arg227Ter) and NM_000348.3:C.16C>T(p.GIn6Ter)| may be the primary cause

of disorders of sex development.
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