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[ Abstract] Objective To explore the correlation between clinical phenotypes and genotypes in 46, XY
disorders of sex development (DSD). Methods Clinical and genetic testing data were retrospectively re-
viewed for 101 children of 46,XY DSD from January 2020 to January 2026. They were grouped based upon ge-
netic testing results and their clinical phenotypes compared. Results The positive rate of genetic testing was
78.2% (79/101) with a diagnostic yield of 56.4% (57/101). In gene-positive group (n =79) ,the median di-
agnostic age was 2. 0 years. The rates of severe hypospadias, bilateral cryptorchidism and isolated micropenis
were 70.89% (56/79) ,60. 76% (48/79) and 8.86% (7/79) ,respectively; in gene-negative group (n =
22) ,the median diagnostic age was 5.9 years with corresponding rates of 27.27% (6/22),36.36% (8/22)
and 40.91% (9/22). Among all enrolled children,the detection rates of AR,SRD5A2 and congenital hypogo-
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nadotropic hypogonadism-related gene variants were 25.3% (20/79) ,22.8% (18/79) and 15.2% (12/79),
respectively. The mean external masculinization score values were 2.28,5.08 and 9. 46, respectively. Addition-

ally,a novel missense variant in SAMD9 , ¢. 2407G > C (p. E803Q) ,was identified as “class 2-likely pathogen-

ic”. Conclusion Severe hypospadias and bilateral cryptorchidism are associated with an earlier age at genetic

diagnosis and a higher rate of positive genetic testing, whereas isolated micropenis is more common in gene-neg-

ative children. As the most prevalent in this region, AR gene variants are associated with the most feminized

clinical phenotype. And SAMD9 may serve as a candidate pathogenic gene for 46,XY DSD.
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Table I Comparison of clinical characteristics between genetic testing-positive/negative DSD children
" LW HEIRIE N[ (%) ] UM (% ) ] Bt NIIZE [ n(% ) ]
i RAFFAE 1%k (M(Q,,05) %] = * = % = %
SRR 79 2.0(0.8,6.9) 56(70.89)  23(29.11)  48(60.76)  31(39.24) 7(8.86) 72(91.14)
FERRM A 22 5.9(2.0,9.6) 6(27.27)  16(72.73) 8(36.36)  14(63.64) 9(40.91) 13(59.09)
Siiti Z=2.271 x> =13.809 X* =4.146 x* =13.257
P8 0.028 <0.001 0.042 <0.001
F2 KF46, XY VL H mR LI KRS 5
Table 2 Clinical characteristics of children with different types of 46,XY DSD
g3 K SiE o] UNGES PRI F AR XA 2
[n(%)] [n(%)] [n(%)] [n(%)] [n(%)]
5a-RD 18(22.8) 7(38.9) 17(94.4) 17(94.4) 5(27.8)
AIS 20(25.3) 19(95.0) 19(95.0) 20(100) 17(85.0)
CHH 6 12(15.2) 0 8(66.7) 0 6(50.0)
GD Hi3% 14(17.7) 9(64.3) 13(92.9) 8(57.1) 11(78.6)
SED #2¢ 11(13.9) 7(63.6) 9(81.8) 8(72.7) 7(63.6)
oAl 4(5.1) 2(50.0) 3(75.0) 3(75.0) 3(75.0)
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Table 3 Comparison of EMS among 46,XY DSD types
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