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Association Study Of Novel Risk Loci For Restless Legs Syndrome In Chinese Population HUANG Lei,CHEN Jie,
HUANG Yumeng ,et al. ( Wuligiao Community Health Center, Huangpu District ,Shanghai 200023 , China)

Abstract: Objective We aimed to examine whether lead single nucleotide polymorphism( SNPs) within novel risk
loci were associated with the risk for RLS in Chinese population. Methods A total of 184 RLS patients and 230 controls
were enrolled in this study. Polymer chain reaction (PCR) and sequencing were used to detect 20 lead single nucleotide
polymorphisms within 19 genetic loci. Results Among the 20 selected lead SNPs, the frequency of the 1s365032G allele
localized in MYT1 gene was higher in RLS patients(OR =1.36,P =0.032) and contributed to the risk of RLS in the domi-
nant model( GG and GA vs AA) after adjustment for age and sex(OR =1.77,P =0.009). However,none of these were
survived after Bonferroni correction. Conclusion Our study failed to replicate the association between lead SNPs identified
in 19 genomic risk loci with RLS in Chinese population. Large-scale whole-exome sequences, or even whole-genome sequen-

cing studies, are certainly needed in the future to investigate possible causative variants across 19 risk loci.
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rs62535767, 1s340561, rs996064, 1s111652004,
rs868036, rs45544231, 1rs12450895, 1s12962305,

1365032 )17 Hi b 7 4~ SNPs ( 1s12046503,
11848460, 1s61192259, 1s10952927, 1s62535767,
15340561, 1512450895 ) K ] 1 Sanger Il J3* ¥k 17 2%
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F2) o TSI RN PE BB IE 5 Y S AR A
1365032 HYFE[A Y GG BUFT GA BUAHXS T AA HY( fk
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2 204 SNPs i ;25 RLS KUK KBX 5347
MAF SEALAE R
SNP N ) EES
(Js i/ %ot 1) KU 5 OR(95% CI) P
1512046503 PRMT6 ,NTNG1 0.46/0.48 C 1.26(0.96,1.66) 0.099 0.116
1510208712 DCDC2C - - - -
5113851554 MEISI - - - - -
51820989 MEIS1,C1D,APLF 0.39/0.42 A 0.88(0.67,1.17) 0.385 0.095
1580319144 CCDC148 ,PKP4,TANC1 0.12/0.11 C 0.90(0.58,1.39) 0.639 0.081
51848460 CNTN4,CRBN,LRRNI1 0.24/0.22 T 1.10(0.79,1.52) 0.576 0.076
1s35987657 ATP2C1,ASTEL 0.26/0.32 A 1.30(0.96,1.77) 0.087 0.127
1517636328 RNF8,CCDC167 ,MDGA1 0.15/0.16 A 1.11(0.76,1.62) 0.593 0.08
1561192259 BTBD9,GLO1 0.07/0.05 A 1.46(0.80,2.69) 0.219 0.386
1510952927 ADAM2 ,STEAP4 ,ZNF804B 0.46/0.49 G 1.20(0.91,1.58) 0.2 0.119
151836229 PTPRD - - - - -
1562535767 PTPRD 0.07/0.07 C 1.02(0.59,1.75) 0.944 0.05
15340561 DACHI ,DIS3 0.16/0. 14 A 1.18(0.81,1.74) 0.389 0.131
15996064 DPH6 ,MEIS2 - - - - -
rs111652004 SEMA6D 0.22/0.20 G 0.90(0.64,1.26) 0.525 0.083
15868036 SMAD3,MAP2K5,SKOR1,CLN6  0.41/0.36 T 1.25(0.94,1.65) 0.125 0.124
1545544231 TOX3 0.21/0.19 C 1.12(0.79,1.57) 0.532 0.088
rs12450895 HOXB cluster, PRACI - - - - -
1512962305 SETBP1 0.25/0.25 T 1.04(0.76,1.43) 0.815 0.052
1s365032 MYT1 0.44/0.37 G 1.36(1.03,1.79) 0.032 0.095
MAF ; e/ N5 JE R S5 (minor allele frequency )
R3 ERMERNFIES 20 4~ SNPs i ;5 RLS KUK K BX 5 47
% AR Kb Hm IR
SNP FEH .
37, OR(95% CI) P OR(95% CI) P OR(95% CI) P
1512046503 PRMT6,NTNG1 C 1.13(0.72,1.79) 0.593 1.38(0.83,2.17) 0.158 1.18(0.90,1.56)  0.237
10208712 bCbhC2C - - - - - - -
5113851554 MEISI - - - - - - -
rs1820989 MEIS1,C1D,APLF A 0.72(0.47,1.09) 0.12  0.92(0.53,1.60) 0.76  0.83(0.62,1.11) 0.213
80319144  CCDC148,PKP4,TANCI C  1.34(0.12,15.02) 0.815 0.91(0.56,1.49) 0.718 0.93(0.59,1.48) 0.767
151848460 CNTN4,CRBN,LRRNI T 1.29(0.86,1.93) 0.217 0.58(0.23,1.45) 0.246 1.10(0.79,1.52) 0.581
1535987657 ATP2C1,ASTEL A 1.22(0.56,2.66) 0.616 1.34(0.90,2.00) 0.148 1.25(0.91,1.73) 0.171
rs17636328  RNF8,CCDC167,MDGAL A 1.35(0.39,4.68) 0.642 1.08(0.70,1.69) 0.723 1.09(0.74,1.61) 0.648
1561192259 BTBD9,GLO1 A 1.31(0.68,2.53)  0.423 - - 1.36(0.72,2.57)  0.340
rs10952927  ADAM2,STEAP4,ZNF804B G 1.57(0.96,2.59) 0.076  1.27(0.81,2.00) 0.300 1.29(0.97,1.73) 0.085
51836229 PTPRD - - - - - - -
1562535767 PTPRD C 0.68(0.09,4.94) 0.706 0.99(0.55,1.79) 0.975 0.97(0.57,1.64) 0.898
1s340561 DACHI,DIS3 A 1.09(0.70,1.71) 0.699 0.54(0.10,2.84) 0.466 1.03(0.69,1.55) 0.879
996064 DPH6,MEIS2 - - - - - - -
5111652004 SEMA6D G 1.20(0.46,3.18) 0.71 0.93(0.61,1.41) 0.723 0.97(0.69,1.38) 0.874
1868036 SMAD3,MAP2K5,SKORI, CLN6 T 1.43(0.94,2.17) 0.094 1.12(0.63,1.99) 0.695 1.24(0.92,1.66) 0.161
rs45544231 TOX3 C 1.01(0.66,1.53) 0.978 1.63(0.61,4.36) 0.33 1.07(0.75,1.52)  0.710
rs12450895 HOXB cluster, PRACI - - - - - - -
1512962305 SETBP1 T 1.12(0.75,1.68) 0.577 1.25(0.58,2.72) 0.571 1.12(0.81.1.54) 0.499
1s365032 MYTI G 1.77(1.15,2.73)  0.009 1.09(0.62,1.91) 0.770 1.36(1.01,1.83) 0.046
33t i ARG, el 1 & I 1365032 1) 2 51E 5 RLS/

X AL [ RLS/WED A EEE GWASs
ZEREGPTT R BRI 20 AN ST SCIAE SR AT . E
[ HE D, FRATTIA B SNPs (18 5[] 780 il 45 o7 i
PR AR A E RLS/WED [ 35 et X iR 22 ] A7 1]
B2

WED 1) % 9 AU A ¢ , L 4h 15868036 I 1510952927
SN AMmBE s HERES
RLS/WED fyAH5eE , A T A BN 1) 22 57 2 Bonfer-
roni BF1E 5 LGt X 1rs365032 /& MYTL | ijf
(52748  MYT1 7E A FNAR R M &2 RGN H ik, B
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