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(A)
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Random, 95% CI M-H, Random. 95% CI
1.1.1 European
2007Ross OA 137 364 114 368 5.6% 1.34 093 1.83]
2007Winkler 5 285 THO 186 538 TT% 1.38[1.08,1.758]
2011Elhaz Ail) GO0 1802 423 1370 11.5% 112096, 1.30] T
2011 Elhaz A{2) 339 928 187  BEEG 8.5% 1.47[1.159,1.83]
2011Elhaz A3 a5 320 102 352 5.0% 1.03[0.74, 1.44]
2011Elhaz Ai4) T3aoD  z0va 387 1288 116% 1.261[1.08, 1.46] -
2011Elhaz A5y 393 1206 340 1048 10.2% 1.01 [0.84,1.20] -1
2011Elhaz A{B) 238 658 1895 672 8.0% 1.27[1.01,1.59]
2011Elhaz A7) 358 1092 83 174 A.1% 1.13[0.85 1.50] I
2011Elhaz AR 321 840 216 724 8.7% 1.45[1.18, 1.80]
2011Elhaz A{9) 263 GBS0 233 848 8.9% 1.63[1.31,2.02]
Subtotal (95% CI) 10808 8148 91.7% 1.27 [1.15, 1.39] -~
Total events 3ran 2436
Heterogeneity: Tau®=0.01; Chi®= 2051, df=10{P=0.02%; F=51%
Test for overall effect: Z= 500 (P = 0.00001)
1.1.2 Mixed
2011Elhaz A{10) 270 752 201 Fz20 8.3% 145116, 1.80] -
Subtotal (95% CI) 752 720 8.3% 1.45[1.16, 1.80] —~euiRe—
Total events 270 201
Heterogeneity: kot applicable
Testfor averall effect £=3.28 (P =0.001}
Total (95% CI) 11560 8868 100.0% 1.28[1.17, 1.40] -
Total events 4030 2637
Heterogeneity: Tau®= 0.01; Chi*= 21.98, df=11 (P = 0.02); F= 50% u?s u?? 7 1?5

Testfor overall effect £= 45452 (P = 0.00001}%
Testfor suboroun diferences: Chif=117. di=1 (P=0281F=143%

Favours [experimental] Favours [control]
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(B)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl M-H. Random, 95% CI
1.2.1 East Asian
2006Mizuta | 1187 1734 1060 1860 11.4% 1.81[1.32,1.73] -
2010HuU FY 345 GEO 309 GO0 T.r% 1.03[0.83,1.29] -
2013LIUE 121 232 110 1580 3.8% 079 [0.54, 1.17]
201 3Wu-Chou vH 730 1242 a7 945 9.8% 1.16[0.98, 1.38] T -
2018Guo JF 1184 2038 1072 2060 12.0% 1.28[1.13,1.45] -
2017 Chen Wl 253 420 N2 a02 B.3% 092 [0.71,1.20] - 1
Subtotal (95% CI) 6336 6158 51.0% 1.14[0.97, 1.34] <entE—
Total events arao 3380

Heterogeneity: Tau®= 0.03; Chi*= 21.69, df=5 (P = 0.0006); F= 77%
Test for overall effect £=1.60 (F=011)

1.2.2 European

2007Ross OA 168 360 137 362 5.8% 1.44[1.07,1.93] -
2007Winkler 5 327 78z 180 A38 7.8% 1.43[1.14,1.80] —
2008Myhre R 140 420 160 434 £.1% 1.41[1.08, 1.86] I ——
2009Pankratz M 394 gan 256 G670 8.4% 1.28[1.04, 1.58] I

2012 Cardo LF 886 2270 473 1544 11.3% 1.37[1.19, 1.57] -
Subtotal (95% CI) 4722 3548 38.7% 1.37 [1.25, 1.50] b

Total events 1835 1206

Heterogeneity: Tau®= 0.00; Chif= 0.66, df=4 (P = 0.96); F= 0%
Testfor overall effect: £=6.83 (P = 0.00001)

1.2.3 Mixed

2014Lee PC 499 1106 a57 1400 10.3% 1.24 [1.06, 1.46] -
Subtotal (95% CI) 1106 1400 10.3% 1.24 [1.06, 1.46] i
Total events 499 a57

Heterogeneity: Mot applicable
Testfor overall effect: £= 268 (P =0.007)

Total (95% Cl) 12164 11106 100.0% 1.25[1.15, 1.37] -
Total events G224 5143

Heterogeneity: Tau®= 0.01; Chi*= 25.58, df=11 (P =0.007); F= 87%
Test for overall effect. £= 517 (P = 0.00001)

Testfor subdroun differences: Chif=418 df=2(F =012 F=522%

0.5 0.7 1 1.8 2
Favours [experimental] Favours [control]

(©)

Experimental Control Odds Ratio 0Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
1.3.1 European
2007R0ss OA A8 366 91 364 8.9% 0.6E[0.48, 0.98]
2007Winkler 5 128 92 106 438 127% 0.79[0.60,1.05] B
2009Chung 8J 302 1808 388 1782 39.0% 0.72[0.61,0.858) —
2012Trotta L 337 2166 B9 MEE 39.4% 084 [0.72, 0498 —
Subtotal (95% CI) 5132 4850 100.0% 0.77 [0.70, 0.86] -
Total events 836 974

Heterogeneity, Chi*= 2,25, df=3(P=0582); F=0%
Testfor overall effect; £=4.90 (P =0.00001)

Total (95% CI) 5132 4850 100.0% 0.77 [0.70, 0.86] .
Total events 236 ar4
Heterogeneity: Chi®= 225, df =3 (P =0582; F=0%
Test for overall effect, Z=4.90 (P = 0.00001)
Testfor suboroun differences; Mot annlicable

1 1 1 |
05 071 1 15 2
Favours [experimental] Favours [control]




(D)

Experimental Control 0Odds Ratio 0Odds Ratio
Study or Subgroup  Bwents  Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
1.4.1 East Asian
2012Gan R 227 78 200 378 27% 1.34 [1.00,1.79]
201200 MN 925 1370 EOS 1138 4.8% 1.81[1.54, 213 -
201 2Miyake Y 296 458 427 T4 3.3% 1.23[0.96, 1.57] T
2012PanF 519 806 346 B30 3.8% 1.481[1.20,1.84] -
201 3Wu-Chou vH 782 1266 459 ag8 4.5% 1.14 [0.96, 1.36] T
Subtotal {95% CI) 4278 3748 19.1% 1.39[1.15, 1.68] R
Total events 27149 2080
Heterogeneity: Tau®=0.03;, ChifF=16.48, df=4 (P = 0.002); F= T6%
Testfor overall effect: £=3.40 (P =0.0007)
1.4.2 European
2007 Goris A 214 1298 1531 4248 5.6% 1.16[1.02,1.32] —
2008Myhre R 182 406 160 436 2.8% 1.40[1.06, 1.89]
2008Westerlund b 1498 4490 183 a00 31% 117 [0.91,1.53] T
2009Pankratz M 394 240 256 670 3.9% 1.28[1.08, 1.58] -
2010Mata IF G614 1364 467 1328 4.9% 1.581[1.29, 1.76] -
2011Botta-Orfila T 19 1514 465 1416 5.0% 1.41[1.22,1.68] I
2011ElIbaz A1) 7a8 1820 541 1388 5.2% 112 [0.87,1.29] T
2011ElIbaz AZ) 412 942 248 718 4.0% 1.47 [1.21,1.80] I
2011Elbaz A T3 186 130 358 1.9% 1.13[0.79, 1.63] I
2011Elbaz Al4) 952 2154 485 1342 5.3% 1.401[1.22,1.61] -
2011 Elbaz AG) 527 1202 430 1052 4. 7% 1.13[0.96, 1.34] 1T
2011 Elbaz AlG) 278 G2 242 676 3T% 1.23[0.99, 1.594] —
2011Elbaz AT) 475 1124 110 282 2.9% 1.14 [0.88, 1.49] -1
2011Elbaz A(S) 388 900 308 a08 41% 1.23[1.01,1.49] —
2011Elbaz A(9) 333 706 407 856 4.0% 0.98 [0.81, 1.20] T
2011Wider C 1092 2040 989 2190 av% 1.40[1.24,1.58] -
2012 Trotta L 746 1808 GES 1782 5.4% 117 [1.02,1.34] —
201 3Emelyanov A 167 448 182 616 31% 1.42[1.09,1.83]
Subtotal {95% CI) 19974 20664 75.4% 1.26 [1.19, 1.34] *
Total events av22 7803
Heterogeneity: Tau®=0.01; Chif= 3031, df =17 (P=002; F= 44%
Test for overall effect: £=8.01 (P = 0.00001)
1.4.3 Latino
201 TCampélo GL 126 208 93 1596 1.7% 1.70[1.15, 2.53] -
Subtotal {95% CI) 208 196 1.7% 1.70 [1.15, 2.53] ——aef—
Total events 126 93
Heterogeneity: Mot applicahle
Testfor overall effect: £=2.64 (P =0.008)
1.4.4 Mixed
2011Elbaz A{10) 339 7a0 248 12 3.8% 1.54 [1.25,1.91] -
Subtotal {95% CI) 750 712 3.8% 1.54 [1.25, 1.91] -~
Total events 339 248
Heterogeneity: Mot applicable
Testfor overall effect: £=4.03 (P = 0.0001)
Total (95% Cl) 25210 25320 100.0% 1.30[1.23, 1.38] L 2
Total events 11506 10224 . . . .
Heterageneity: Tau®=0.01; Chif=56.16, df= 24 (F=0.0002); F=57% IZITS Df? ] 115 ﬁ

Test for overall effect. £=8.85 (P = 0.00001)

Testfor subdroup differences: Chi®= 975 df=3(F =012 = 47.8%

Favours [experimental]

Favours [control]
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(E)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total EBwents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 East Asian
201 2nivake v 247 458 426 714 9.3% 1.25[0.98, 1.549]
2014GuUn XY 1168 2022 TE3 1442 301%  1.20[1.04,1.37] —
Subtotal (95% CI) 2480 2156 39.4%  1.21[1.07, 1.36] i
Total events 1465 1195
Heterogeneity; Chif=0.08, df=1 (P=077), F=0%
Test for overall effect Z= 313 (P=0.002)
1.5.2 European
2009Fankratz M 394 240 286 BYD 129% 1.28[1.05,1.58] - -
2012Trofta L 734 1808 B55 1782 311% 1.181[1.03,1.35] —
Subtotal (95% CI) 2698 2452  44.0%  1.21[1.08, 1.35] i
Total events 1128 911
Heterogeneity: Chi®= 0.80, df=1 (P = 0.48); F= 0%
Test for overall effect £=3.29 (P =0.0010)
1.5.3 West Asian
20165hahmohammadibeni N 432 1040 358 1040 16.6% 1.351.13,1.62] - =
Subtotal (95% CI) 1040 1040 16.6%  1.35[1.13, 1.62] G EIRR—
Total events 432 358
Heterogeneity: Mot applicable
Test for overall effect, £=3.34 (F = 0.0008)
Total (95% CI) 6218 5648 100.0%  1.23[1.14, 1.33] -
Total events 3024 2464
Heterogeneity: Chi*=1.88, df=4 (P = 0.76); F= 0% u:? m:as b 1=2 155
Test for overall effect Z= 553 (F = 0.00001) - T o
Test for subaroun diferences: Chi= 1,30, df= 2 (P = 0.52). = 0% Favours [experimental] Favours [control
(F)
Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
1.6.1 East Asian
2006Mizuta | 1231 1746 1169 1864 223% 1.42[1.24, 1.63] -
201 3-Chau vH 832 1252 584 G946 21.0% 1.23[1.03, 1.46] - =
2016Fang J T02 11E6B TOE 1106 21.2% 0.86[0.72,1.02] e —
Subtotal (95% CI) 4164 3916 64.5% 1.15 [0.85, 1.55] e R
Total events 2TAES 2444
Heterogeneity: Tau®= 0.06; Chi®= 2067, df= 2 ({F = 0.0001}; F= 90%
Test for overall effect: Z=080 (P =0.37)
1.6.2 European
2007Ross OA 154 368 168 364 16.3% 1.29[0.96,1.72]
2007Winkler 5 T2 TH2 245 538 19.2% 1.06[0.85, 1.32] D e
Subtotal (95% CI) 1160 902 35.5% 1.14 [0.95, 1.37] =g ——
Total events AhR 414
Heterogeneity; Tau®=0.00; Chi®=1.09, df=1 (P=0.30), F= 4%
Testfor overall effect =138 (P =017}
Total (95% CI) 5324 4818 100.0% 1.15 [0.94, 1.40] —eRERe—
Total events 33 2873
Heterogeneity: Tau®= 0.04; Chi®= 21.89, df= 4 (P = 0.0002); F= 82% DIT ; Ias ] 152 155

Testfor overall effect Z=1.40 (P =0.16)
Testfor subaraun diferences: Chi®=0.00. df=1 (P=0971 F=0%

Favours [experimental]

Favours [control]




(©G)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
1.7.1 East Asian
2006Mizuta | TE0 1738 BT5 1866 23.2% 134117, 1.53] -
2010Chang xL 329 1008 485 1246 22.3% 0.7a[0.63, 0.89] -
2013LIuE a7 232 59 190 155% 1.60[1.07, 2.39] -
201 3Liud GES 1706 493 1486 22.9% 1.251[1.08, 1.44] -
20158Wu GP 101 240 86 200 16.2% 0.96 [0.66, 1.41] .
Subtotal (95% CI) 4924 4958 100.0% 1.13[0.87, 1.46] =i
Total events 1938 17488
Heterogeneity: Tau®=0.07; Chi®= 33,09, df=4 (P = 0.00001}; 7= 88%
Testfor averall effect Z=0890(FP =037}
Total (95% CI) 4924 4958 100.0% 1.13 [0.87, 1.46] s
Total events 1938 17498 . . . .
Heterogeneity: Tau®=0.07; Chi®= 33.09, df=4 (F = 0.00001); IF= 88% DTS Df? ] 115 é

Testfor overall effect Z=0890 (P =027}
Testfor subaroun diferences: Mot aoplicable

Favours [experimental] Favours [contro

|

(H)

Experimental Control 0Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
1.8.1 East Asian
201 3Wu-Chou YH 141 12482 141 846 251% 0.72[0.56, 0.93] L
2016Fang J 160 1166 126 1106 251% 1.24 [0.96, 1.59] T &
Subtotal (95% CI) 2418 2052  50.2% 0.95 [0.56, 1.60] e R ——
Total events 30 267
Heterogeneity: Tau®=0.13; Chi®= 880, df=1 (P= 0003}, F=89%
Testfor overall effect Z=020(FP =0.84)
1.8.2 European
2007Ross OA 180 364 200 366 23.6% 0.81 [0.61, 1.09] =
2007 Winkler 5 433 780 259 540 26.2% 1.32[1.06,1.64] —
Subtotal (95% Cl) 1154 906 49.8% 1.04 [0.65, 1.67] | — N R ———
Total events G13 454
Heterogeneity: Tau®=0.10; Chi®=6.75, df=1 (P = 0,009}, F=85%
Test for overall effect: Z=0.18 (P = 0.86)
Total (95% CI) 3572 2958 100.0% 1.00 [0.74, 1.34] =R —
Total events 914 T26 . . . .
Heterogeneity: Tau®=0.08; Chi®=17.00, df=3(F=0.0007); F=82% DI.S D!.‘r‘ ] 1!5 é

Testfor overall effect Z=003 (P =087}
Testfor subaroun diferences: Chi®=007. df=1 (P= 079 F= 0%

Favours [experimental] Favours [control

|
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Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Bvents  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.9.1 East Asian
201 3-Chau vH 133 1252 1584 946 21.0% 0.61 [0.48, 0.78] -
2016Fang J 78 1168 10 1106 12.8% T.B6[4.05,15.26] -
Subtotal (95% CI) 2418 2052 33.8% 2.15[0.16, 28.27] | R TR R e ——
Total events 211 164
Heterogeneity: Tau®= 3.39; Chi®= 5280, df=1 (P = 0.00001}; F=98%
Test for overall effect 7= 0458 (P = 0.56)
1.9.2 European
2008nyhre R 252 456 243 472 2008% 1.11[0.86, 1.43] -
2009Chung 8J 1132 2164 1122 2164 22.9% 1.02[0.90,1.19] *
201 0Mata IF EE5 1358 B27 1332 225% 1.14[0.498, 1.33] ul
Subtotal (95% CI) 3988 3968 66.2% 1.07 [0.98, 1.17] ]
Total events 2064 1992
Heterogeneity: Tau®=0.00; Chi*=1.49, df=2 (P=047) F=0%
Testfor overall effect Z=1.51 (P=013)
Total (95% CI) 6406 6020 100.0% 1.24 [0.87, 1.76] e
Total events 2280 21466
Heterogeneity: Tau®= 0.14; Chi®= 55.38, df= 4 (P = 0.00001); F= 93% n 0% n’z ] 5 znl

Testfor overall effect Z=1.21 (P =023}
Testfor subaraun diferences: Chi®=028.df=1 (P= 060 F=0%

Q)

Favours [experimental]

Favours [control]

Experimental Control 0Odds Ratio 0Odds Ratio
Study or Subgroup  Bwents  Total Events Total Weight M-H, Random, 95% CI M-H. Random, 95% CI
1.10.1 European
2007Ross OA 105 J66 100 370 5.4% 1.08[0.79, 1.50] B
2007Winkler 5 247 a2 129 538 f.6% 1.44[1.12,1.84] -
2008Myhre R 134 462 137 472 6.0% 1.00[0.75,1.33] T
2011ElIbaz A1) 389 1704 388 1408 8.0% 0.78 [0.6B6, 0.91] I
2011Elbaz AZ) 289 960 166 T30 7.0% 1.46[1.17,1.83] -
2011Elbaz A a4 326 a9 358 81% 1.05[0.74,1.48] I
2011Elbaz Al4) ga0 2172 356 1342 8.2% 1.26[1.09, 1.47] -
2011 Elbaz A(S) 367 1204 333 1052 7.8% 0.95[0.79,1.13] /1
2011 Elbaz A(B) 185 F9E6 155 BY2 6.7 % 1.30[1.02, 1.66] —
2011Elbaz AT) a7 1124 T 286 5.9% 1.26 [0.95, 1.69] T
2011Elbaz A(S) 280 896 242 200 T2% 1.18 [0.96, 1.46] T
2011 Elbaz AG) 234 692 223 266 V1% 1.471[1.18,1.83] -
2012 Trotta L 857 1808 488 1782 8.3% 1.18[1.02, 1.36] —
Subtotal {95% CI) 13202 10674 89.4% 1.16 [1.04, 1.31] &
Total events 35918 2863

Heterogeneity: Tau®= 0.03; Chi*=43.87, df=12 (P = 0.0001); F=73%
Test for overall effect: £=2.61 (P =0.009)

1.10.2 Latino

201 TCampélo GL <11] 208 Kt 1596 3T% 1.69 [1.06, 2.68]
Subtotal {95% CI) 208 196 3.7% 1.69 [1.086, 2.68]
Total events <11] Kt

Heterogeneity: Mot applicable

Testfor overall effect £=2.21 (F=003)

1.10.3 Mixed

2011Elbaz A{10) 246 7ab6 168 ry 6.9% 1.59 [1.26, 2.00]
Subtotal {95% CI) 756 722 6.9% 1.59 [1.26, 2.00]
Total events 248 1648

Heterogeneity: Mot applicable

Test for overall effect: £=3.95 (P = 0.0001)

Total (95% Cl) 14166 11592 100.0% 1.21[1.08, 1.35]
Total events 4224 a0e9

Heterogeneity: Tau®= 0.03, Chi*=53.60, df= 14 (P = 0.00001); F=74%
Test for overall effect. £=3.24 (P =0.001}
Testfor subdroun diferences: Chi®= 725 df= 2 (P =000, F=72.4%

<

0.z

0.5
Favours [experimental]

1

2 A
Favours [control]




(K)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Fixed, 95% CI M-H, Fixed, 95% CI
1.11.1 European
2007Parsian AJ 295 958 127 M6 149% 1.01 [0.79, 1.30] - T
2007R0oss OA 106 366 98 366 8.5% 1.10[0.80, 1.52] e
2007Winkler 5 247 T2 130 838 129% 1.42[1.11,1.82] I
2008hyhre R 136 470 135 472 116% 1.02[0.77,1.39] I
2009Chung 5J 66T 2170 619 2170 520% 1.11[0.88, 1.27] T
Subtotal (95% CI) 4756 3962 100.0% 1.13[1.02, 1.24] <
Total events 1441 1110
Heterogeneity: Chi*=4 66, di=4 (P=0.32;F=14%
Testfor overall effect £= 246 (P =0.01)
Total (95% CI) 4756 3962 100.0% 1.13[1.02, 1.24] <
Total events 1441 1110
Heterogeneity, Chi*= 4.66, df= 4 (F = 0.370; 7= 14% uls DIT 7 155 2
Test for overall effect 2= 2.46 (P =0.01) o e T
Testfor suboroun differences; Mot annlicahle Favours [experimental] - Favours [control

(L

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed. 95% CI
1.12.1 European
2007Ross 0OA 107 aro 100 3¥0 14.0% 1.10([0.80,1.81]
2007Winkler 5 246 782 129 A36 2049% 1.42[1.11,1.89) -
2008nyhre R 138 462 142 472 19.4% 0.99[0.75,1.31]
2010nata IF 408 1356 328 1324 457% 1.31[1.11,1.56] —a—
Subtotal (95% CI) 2980 2702 100.0% 1.24 [1.11, 1.40] ~ffie-
Total events 900 699
Heterageneity, Chif= 4.61, df= 3 (P =0.20); F= 35%
Test for overall effect Z= 3.64 (P =0.0003)
Total (95% CI) 2980 2702 100.0% 1.24 [1.11, 1.40] .

Total events 400 BH9
Heterogeneity, Chif= 461, dfi= 2 (P =0.20); F= 35%
Testfor overall effect £= 364 (P =0.0003)

Testfor subdgroun differences: Mot apnlicable

0.5

0.7
Favours [experimental]

1

15
Favours [control]
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(M)
Experimental Control 0Odds Ratio Odds Ratio

Study or Subgroup  Events  Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.13.1 East Asian

2012GanR 247 378 236 378 6.4% 1.13[0.84,1.53] I

201 2Mivake v 319 458 460 714 8.5% 1.27 [0.99, 1.63] T -
2013PanF 630 1030 A56 900 15.3% 1.261[1.04,1.81] -
2014Gun Xy 1317 2022 ar4 1442 278% 1.21 [1.06, 1.40] -
Subtotal (95% CI) 3888 3434 58.1% 1.22[1.11, 1.35] <
Total events 2873 2126

Heterogeneity, Chi*=041,df=3 (P =094, F=0%
Testfor overall effect: £= 410 (P = 0.0001)

1.13.2 European

2008Chung 5J 1106 2168 1019 2168 391% 117 [1.04,1.32] ——
Subtotal (95% CI) 2168 2168  39.1% 1.17[1.04, 1.32] -
Total events 1106 10149

Heterageneity: Mot applicable
Test for averall effect: Z= 2 .64 (P =0.008)

1.13.3 Latino

2017 Campélo CL 137 208 103 1496 28% 1.74 117, 2.60] -
Subtotal (95% CI) 208 196 2.8% 1.74[1.17, 2.60] ——aEEiEan—
Total events 137 103

Heterogeneity: Mot applicahle
Testfor overall effect £=2.71 (P =0.007)

Total (95% CI) 6264 5798 100.0% 1.22[1.13, 1.31] &
Total events 3816 3248

Heterogeneity: Chis= 384 df =5 (F =047, F=0%

Test for overall effect; Z=5.27 (P = 0.00001)

Testfor suboroun differences: Chi*= 3.43. df=2(FP=0181L F=41.7%

(N)

1 | | 1
05 07 1 16 2
Favours [experimental] Favours [control]

Experimental Control 0Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Random, 95% CI M-H, Random, 95% CI
1.14.1 East Asian
2006Mizuta | 1181 1726 1074 1BBE 27.7% 1.601[1.38, 1.83] -
Subtotal (95% CI) 1726 1866 27.7% 1.60 [1.39, 1.83] e
Total events 1181 1074

Heterogeneity: Mot applicable
Testfor overall effect Z=6.71 (P = 0.000013

1.14.2 European

2008Westerlund w 253 are6 212 BOO 18.3% 1.43[1.13,1.81] —_—
201 0mata IF 618 1368 a04 1342 25.9% 1.37[1.18, 1.60] - =
2012Trofta L T99 1808 T13 1782 281% 1.191[1.04, 1.36] — =

Subtotal (95% CI) 3752 3724 T2.3% 1.30 [1.16, 1.45] -

Total events 1670 1424

Heterogeneity: Tau®=0.00; Chi®= 287, df=2 (P=0.24), F= 20%
Test for overall effect: Z=4.47 (P = 0.00001)

Total (95% CI) h478 5590 100.0% 1.38 [1.20, 1.59] "*"
Total events 2851 2503

Heterogeneity: Tau®=0.01; Chi*= 946, dfi=3 (P=002; F= 63% DI 5 DI.‘r‘ 1 1=5 2
Test for overall effect. Z= 4,594 (P = 0.00001) ) e Taymari - N

Testfor subaraun diferences: Chi*= 5.23. df= 1 (P = 0.02). F= 80.G% Favours [experimental] Favours [control]
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Experimental Control Odds Ratio 0Odds Ratio
Study or Subgroup  Events  Total Events Total Weight M-H. Random. 95% CI M-H. Random. 95% CI
2008nizuta | 173 GE4 a0 600 228% 2.29101.71, 3.07] =
2010%u L 287 458 427 T14 258% 1.24 [0.57,1.58] il
201 2Mivake v 117 202 Q7 188 17.2% 1.29 [0.87,1.93] ™
2013LIwE 1816 2740 264 3792 342% 1.48 1.4, 1.64] B
Total (95% CI) 4064 5294 100.0% 1.53[1.22, 1.91] L 2
Total events 2403 2768
Heterogeneity: Tau®=0.04; Chie=11.01, df= 3 (P =001 F=73% ;

0.01 01 1 10 100

Testfor overall efiect 2= 3.64 (F = 0.0003) Favours [experimental] Favours [control]
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Supplementary Material

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Bvents Total Ewvents Total Woeight M-H, Fixed, 95% CI M-H. Fixed, 95% Cl
1.16.1 East Asian
2012Hu Y 1349 220 147 272 2.0% 146 ([1.01, 210
2013LIud aE0 1414 T42 1388 120% 1.43[1.23,1.66] -
2013Wu-Chou vH 789 1266 486 asa H7% 1.24[1.04,1.47] -
2015Chen P 1628 2438 887 1680 17.49% 1.35([1.19,1.53] —
2015Gun JF 1214 2042 1069 2064 182% 1.36([1.21,1.54] —
201840 GP 1460 240 128 200 23% 0.94 [0.64,1.38]  _
Subtotal (95% CI) 7720 6492 62.1% 1.34 [1.26, 1.44] L
Total events 4650 3439
Heterogeneity: Chi*= 509, df= 5 (P =040); F= 2%
Testfor overall effect: 7= 8.60 (P = 0.00001)
1.16.2 European
2007Ross OA 32 ara 20 366 0.89% 1.64 [0.92 2.9
2007 \Winkler 5 194 2176 85 1346 4.0% 1.45([1.11,1.89] -
2011Elbaz A1) 152 1838 102 1412 4.59% 1.16[0.89, 1.50] .
2011Elhaz A a2 458 a4 ¥z 2.3% 1.31[0.93,1.87] |
2011Elhaz A3 34 324 28 360 1.0% 1.62[0.97, 2.70]
2011Elhaz Al4) 1894 2176 35 1346 4.0% 1.458([1.11,1.849] -
2011Elhaz A(S) 136 1184 a2 1038 3.3% 181113, 2.04 R
2011Elbaz AE) g3 G94 45 678 1.8% 116077, 1.76] D
2011Elbaz A7) 102 1122 20 286 1.2% 1.33[0.81,2.149]
2011Elhaz AS) TH a0z G2 a0 28% 1.16[0.82 1.64] B
2011 Elhaz AS) BY 716 ah asa 1.9% 1.682[1.12 2.34]
Subtotal (95% CI) 12460 9252 27.3% 1.37[1.24,1.52] -
Total events 1142 638
Heterogeneity, Chi®= 5595, df=10(P=0.85), F=0%
Test for overall effect. 2= 6.06 (P = 0.00001)
1.16.3 Latino
2017 Campélo CL B 208 45 196 1.4% 1.38[0.89, 2.18] -
Subtotal (95% CI) 208 196 1.4% 1.39[0.89, 2.18] —=nEER—
Total events 61 45
Heterogeneity, Mot applicable
Testfor averall effect Z=1.45{FP=0.15)
1.16.4 Mixed
2011Elhaz A TE a4 ah T4 1% 1.36 [0.95, 1.96] T
Subtotal (95% CI) 754 724 2.1% 1.36 [0.95, 1.96] |—eaif—
Total events TE g5
Heterogeneity: Mot applicahle
Test for averall effect: 2= 1.67 (P =0.09)
1.16.5 West Asian
20168hahmohammadibeni b 333 1040 250 1040 T1% 1.82[1.26,1.84] I
Subtotal (95% CI) 1040 1040 7.1% 1.52 [1.26, 1.84] o
Total events 338 250
Heterogeneity: Mot applicahle
Testfor overall effect: 7= 427 (P = 0.0001)
Total (95% CI) 22182 17704 100.0% 1.36 [1.29, 1.44] L g
Total events G267 4427 . . . .
Heterogeneity, Chif=12.11, df=19 (P =0.88), F=0% DTS Df.‘r’ 155 ﬁ

Test for averall effect Z=11.51 (P = 0.00001)
Testfor subdgroun differences: Chi*=1.47. df=4 (FP=083).F=0%

Favours [experimental] Favours [control]

Supplementary Figure 1: Forest plots of the association between each SNCA variant (allele) included
and PD risks in total and by ethnicity. (A)-(P) were individually responsive to the variants rs181489(T),
rs356165(G), rs356186(A), rs356219(G), rs356220(T), rs356221(A), rs894278(G), rs2301134(A),

rs2301135(G),

rs2583988(T),

rs7684318(C), rs11931074(T).

1s2619363(T),

1s2619364(G),

1s2736990(G),

1s2737029(G),
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