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y Table 3. Path

icity classification of all variants in this study.

o Evidence level
Patient ID Transcript ID Genetic variants Zygosity Heretidite Classification vidence feve . gnomAD Popmax Reference
mode Strong Moderate Supporting frequency
1880 NM 0031402 SRY ¢397C>T.p.Argl33Trp hemi YL 3 PSI+PS2 PM2 PP3+PP4 / / ()81355(;1392
SRDSA2 ¢.A19_421delinsATTC het AR P PVSI PM2 PP4 / / /
1886 NM_000348.3 0.004817
SRDSAZ ¢.680G>A.p.Arg227Gln het AR P PSI PMIAPMMPMI PR3P 00002235 ORI 8784107
Aasl sian
1909 NM 0002333  LHCGR c.1541G>C, p.Cys514Ser homo AR VUS / PM2 PP3+PP4 / / /
2036 NM_000044.3 AR c.142G>T, p.Alad8Ser hemi XR VUs / PM2 PP3+PP4  0.000009492 0 /
2061 NM 0002162  ANOS! del Exon 4-5 hemi XR Lp PVSI PM2 / / / 16882753
000000293 22021817
2356 NM_0004062  GNRHR c¢.806C>T, p.Thr269Met homo AR Lp / PM2:PM5  PPI+PP24PP3  0.00001194  (Buropean 5oy
non-Finnish) 5
2367 NM 0001023 ~ CYPI7AI 985 987delinsAA, homo AR P PVSI PM2 PP4 0.00004599  0-0006317 /
- p.Tyr329Kfs*90 (East Asian)
2420 NM_000348.3  SRDSAZ ¢.680G>A.p.Arg227Gln homo AR P PS3 PMI+PM2 PP3+PP4  0.0002235 (EO'OLO;:S_”) 8784107
Aasl sian
2439 NM 0049594  NRSAI c.721C>T, p.Arg241Tip het AD LP Ps2 PMI1+PM2 PP3 / / 29095814
2473 NM 0325514 KISSIR ¢.631G>A, p.Ala211Thr het AR VUS / PMI+PM2 PP3 0.0001g12  0-001506 /
- (East Asian)
2540 NM 0000443 AR c.1787G>A, p.CysS96Tyr hemi XR P PS2 PMI+PM2 PP3+PP4 / / /
2692 NM_1447732  PROKRZ ¢.533G>C.p.Trp178Ser het AD VUS  PS3+ BSI / PP3 0.0002227 (EO'?(?I , 17054399
Aasl sian
2752 NM 0000443 AR c.2528T>C, p.1le843Thr hemi XR LP / PM2+PM5 PP3+PP4 / / 8723113
SRDSAZ ¢.680G>A,p.Arg227GIn het AR P Ps3 PMI+PM2  PP3+PP4 00002235 0017 1 gggs109
2782 NM_000348.3 (East Asian)
SRDSAZ2 c281G>A, p.Arg94Lys het AR Lp / PM2+PM3 PP3+PP4 / / /
2786 NM_000348.3  SRDSAZ ¢.702C>G, p.Phe234Leu et AR VUS / PM2 PP3 0.0002037 (E(lioizi';) 15266301
00001567 133696
SRDSA2 ¢.607G>A,p.Gly203Ser het AR P PSI PMI+PM2 pp3eppa 0.00002620 D006 isaeeon,
2892 NM_000348.3 (Bast Asian) = 3571313,
0.0004087
SRDSA2 ¢.737G>A, p.Arg246Gln het AR Lp /' PMI+PM2+PM5  PP3+PP4 0.000126 1522235,
(South 26446026
2055 NM 0002162  ANOSI ¢.1712G>A, p.Trp571% hemi XR P PVSI1+PS2 PM2 / / / /
LHCGR ¢.681 -1Gly>Ala het AR P PVSI PM2 PP3+PP4 / / 29305568
3167 NM_000233.3 éﬁ;ﬁ’;c' 1582_1585del ATAT, het AR P PVSI PM2+PM3 PP4 / / 29305568
3828 NM_000348.3  SRDSAZ c.457T>C, p.PhelS3Leu et AR VUS / PM2 PP3 / / /
3874 NM 0210442 DHH c.968G>A, p.Gly323Asp het AR VUS / PM2 PP3 / / /
3879 NM 0002162  ANOS! c.984C>G, p.Tyr328* hemi XR LP PVSI PM2 / / / 8989261
3973 NM_0056342  SOX3 c424C>A p.Prol42Thr hemi XL LP PS3 PM2 PP4 / / 30125608
4004 NM_000044.3 AR c.1175C>G, p.Pro392Arg hemi XR Lp / PMI+PM2 PP3+PP4  0.00001776 0 10571951
4119 NM_003309.3  TSPYLI c.67C>T, p.Gln23* het AR Lp PVSI PM2 / 0.0001447 ~ 0-001463 /
(East Asian)
4136 NM_001059.2  TACR3 c.196dupG, p.Ala66fs*84 et AR Lp PVSI PM2 / / / /
19463997,
4208 NM_000044.3 AR ¢.2256G>A, p.Trp752% hemi XR P PVSI PM2 PP4 / / 10458483 .
27284311
4274 NM_000145.3  FSHR ¢227A>C, p.GluT6Ala het AR vUS / PMI+PM2 PP3 / / /
4431 NM_000941.2  POR ¢1196_1204delCCTCGGAGC, het AR VUS / PM2+PM4 / / / 21843508
- p.Pro399_Glu401del
4500 NM_1447732  PROKRZ c.892C>T, p.Arg298Cys het AD VUS / PM2 PP3 / / /
SRDSA2 ¢269A>C, p.His90Pro het AR LP / PM2+PM3 PP3 / / /
4622 NM_000348.3 0.004817
SRDSAZ ¢.680G>A p.Arg227GIn het AR P PS3 PMI+PM2 PP3PPe 00002235 AOET g784107
~asl slan
CYPI7AI ¢.785T>G, p.Met262Arg het AR vUS / PM2 PP3+PP4 / / /
4940 NM_000102.3
CYPIZAI ¢.1193C>T, p.Ala398Val het AR VUS / PM2 PP3+PP4 / / 14552333
17694559,
) 27899157
4986 NM_004959.4  NR3AI c.251G>A, p.Arg84His het AD P PS3  PMI+PM2+PM5 PP3 / / 2443408
2
AMH ¢585C>A, p.Tyrl95* het AR Lp PVSI PM2 / / / /
5015 NM_000479.3 31277073
AMH c.1165G>T, p.Glu389* het AR LP PVSI PM2 / 1.97884E-05 / i
5175 NM 0052704  CLI2 3463 3464delGA, het AD P PVSI+PS2 PM2 / / / /
- p.Aspl155Arg fs*39
5337 NM_000044.3 AR ¢.626G>A, p.Gly209Glu hemi XR VUS / PM2 PP3 / / /
5421 NM_005921.1  MAP3KI ¢.2062C>G, p.Leu688Val het AD VUS / PMI+PM2 PP3 / / /
5589 NM_005270.4 fosli ¢.3137delG, p.Gly1046Ala het AD Lp PVSI PM2 / / / /
S
6500 NM_000163.4  GHR c.136+1Gly>Ala homo AD/AR VUS / PM2 PP3 / / /
6606 NM_005270.4  GLI2 c3640C>T, p.Gln1214% het AD LP PVSI PM2 / / / /
6791 NM_000348.3  SRDSAZ2 ¢.680G>A.p.Arg227Gln homo AR P PS3 PMI+PM2 PP3+PP4  0.0002235 / 8784107
6928 NM_000197.1  HSDI7B3 cA66T>A, p.Cys156Ser het AR vUS / PMI+PM2 PP3 / / /
f’fgf‘“ ©:656delT, p.Phe219Ser het AR P PVSI PM2+PM3 PP4 0.00000657 / 20736251
7847 NM_0003483 3 0004817
SRDSA2 ¢.680G>A,p.Arg227Gln het AR P PS3 PMI+PM2 PP3+PP4 00002235 Q004817 geq107
(East Asian)
7929 NM_004959.4  NRSAI c.848G>T, p.Cys283Phe het AD Lp /' PMI+PM2+PM5 PP3 / / /
8065 NM_000044.3 AR del Exon5-8 hemi XR P PVSI PM2 PP4 / / 8339746
0.00000701
8585 NM_1447732  PROKRZ c.1004C>T, p.Thr335Met het AD vUS / PM2 PP3 0.00000701  (European /
non-finnish)
8803 NM_000044.4 AR ¢.2270A>G, p.Asn757Ser hemi XR Lp / PMI+PM2 PP3+PP4  0.000008892 0 8723113
8945 NM_000475.4  NROBI c.1169-2A1a>Gly hemi XL P PVSI+PS2 PM2 PP3 / / /
2082179,
9052 NM_000044.4 AR c.2495G>A, p.Arg832GIn hemi XR Lp /' PMI+PM2+4PM5  PP3+PP4  0.000008987 0 26778393,
30815925
9171 NM 0231102  FGFRI c.1961A>G . p.Tyr654Cys het AD VUS / PMI+PM2 PP3 / / /
SRDSAZ2 ¢.650C>A, p.Ala217Glu het AR Lp /' PMI+PM2+PM3  PP3+PP4 / / /
9242 NM_000348.3
- SRD5A2 c.680G>A,p.Arg227GIn het AR P PS3 PMI+PM2 PP3+PP4 00002235 0004817 goeqi07

(East Asian)
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SRD5A2 ¢.607G>A,p.Gly203Ser

SRD3A2 ¢.680G>A,p.Arg227GIn
AR cAG>A, p.Glu2Lys
SRD3A2 ¢.680G>A,p.Arg227GIn

AR ¢.899G>C, p.Gly300Ala
7q33-q35Del

PTPNI1 ¢.1472C>A,p.Pro491His
SRD3A2 ¢.408C>A,p.Tyr136*
2q33.1Del

PTPNI1 ¢.922A>G,p.Asn308Asp
AR ¢.1737delC, p.Cys580Alafs*46
AR ¢2113C>T, p.Leu705Phe

SRD5A2 ¢.16C>T,p.GIn6*

SRD5A2 ¢.680G>A,p.Arg227GlIn

SRDSA2 ¢.680G>A.p.Arg227GIn

CHD?7 ¢.5211-2A>G
18p11.31-pl11.21del

16pl1.2del

17p11.2del

ZFPM2

c.1124 1127del,p.GIn375Argfs*40
AR ¢.2020T>C, p.Phe674Leu

SRD5A2 ¢.607G>A,p.Gly203Ser

SRD5A2 ¢.680G>A,p.Arg227GIn

SOX2 ¢.259A>G,p.Lys87Glu
ANOSI ¢.515G>A,p.Cys172Tyr
SOX10 ¢.506C>T,p.Prol169Leu
TBX3 ¢.932dupA,p.Glu312Glyfs*6
AMH ¢.259-270del.p. Val187 -
Ala90del

AMH ¢.1432C>T,p.Leu478Phe
SOX10 ¢.506C>T,p.Prol69Leu

SRD5A2 ¢.680G>A,p.Arg227GIn
FGFRI ¢.2173T>C,p.Cys725Arg
SRD5A2 ¢.680G>A,p.Arg227GlIn
NOTCH3 ¢.2129A>G, p.Tyr710Cys
PROKR?2 ¢.533G>C,p.Trp178Ser
RITI ¢.170C>G,p.Ala57Gly
SRD5A2 ¢.680G>A,p.Arg227GlIn
SRD5A2 ¢.467G>A , p.Gly156Glu
SRD5A2 ¢.680G>A,p.Arg227GIn

AR ¢.2521C>T, p.Arg841Cys
AR ¢.1175C>G, p.Pro392Arg
AR c.1159A>T, p.1le387Phe

PROKR?2 ¢.533G>C,p.Trp178Ser
PHIP ¢.600+1G>C
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Abbreviations: PVS, pathogenic very strong; PS, pathogenic strong; PM, pathogenic moderate; PP, pathogenic supporting; BS, benignstrong; P, pathogenic; LP, likely pathogenic; VUS, uncertain significance.

*: This variant on ZFPMZ2 was inherited from the subject's mother who had no similar DSD phenotype, thus considering VUS.



