rs10139550 rs10168194
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0018 0037 04% 098[0.91,1.06] Nelson et al. 2017 0017 0004 360% 1.02[1.01,1.03] -
Nelson et al. 2017 0.021 0.003 63.7% 1.02[1.02, 1.03] u van der Harst et al. 2018 0.012 0.003 64.0% 1.01[1.01,1.02] L
Nikpay et al. 2015 0025 0004 358% 1.03[1.02,1.03] - Total 95% €1 1000% 101 (1011021 R
‘otal % .0% . .01, 1.
Total (95% CI) 100.0% 1.02[1.02, 1.03] + Heterogeneity: Chi” = 1.00, df = 1 (P = 0.32); I = 0% 085 09 Xl 12
Heterogeneity: Chi = 1.83, df = 2 (P = 0.40); I = 0% Test for overall effect: Z = 5.75 (P < 0.00001) Favours control - Favours case
085 09 14 12
Test for overall effect: Z = 9.30 (P < 0.00001) Favours control  Favours case
rs10237377 rs10455872
Odds Ratio dds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0041 0038 06% 0.96[0.89, 1.03] Nelson et al. 2017 0.117 0.008 59.1% 112[1.11,1.14] -+
van der Harst et al. 2018 -0.015 0003 99.4% 0.9 [0.98, 0.99] [ | Wei et al. 2018 009 0014 40.9% 1.09[1.06, 1.12] —.
Total (95% CI) 100.0% 0.98 [0.98, 0.99] + Total (95% CI) 1000%  1.11[1.08,1.14] -
Heterogeneity: Chit = 0.47, df = 1 (P = 0.50); I = 0% o b H 2 Heterogeneity: Tau? = 0.00; Chi = 2.80, df = 1 (P = 0.09); F* = 64% o v
Test for overall effect: Z = 5.07 (P < 0.00001) Favours control  Favours case Test for overall effect: Z = 7.98 (P < 0.00001) ™ Favours control Favours case
rs1050362 rs10738607
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0045 0037 03% 1.05[0.97,112] Han etal. 2017 0082 0.014 50.3% 1.09[1.06, 1.12] 3
van der Harst et al. 2018 0015 0002 99.7% 1.02[1.01,102] [ Wakil et al. 2016 0108 002 497%  090[0.86,0.93] =
Total (95% CI) 100.0% 1.02[1.01,1.02) [ Total (95% CI) 1000%  0.99[0.82,1.19]
Heterogeneity: Chit = 0.66, df = 1 (P = 0.42); I = 0% o b 1 ] 2 Heterogeneity: Tau® = 0.02; Chi’ = 60.57, df = 1 (P < 0.00001); I = 98% ook 7 s
Test for overall effect: Z = 7.5 (P < 0.00001) Favours control  Favours case Test for overall effect: Z = 0.13 (P = 0.90) Favours control - Favours case
rs10738609 rs10746041
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Han etal. 2017 0088 0013 657% 1.09(1.06,1.12] [ ] Aoki et al. 2011 0052 0024 566%  0.95(0.91,1.00] —H
Lee etal. 2013 0097 0018 343% 1.10[1.06,1.14] - Kertai et al. 2015 0233 007 434%  079[0.69,091] —W——
Total (95% CI) 100.0% 1.10[1.07, 1.12] & Total (95% CI) 100.0% 0.88 [0.74, 1.05] el
3 =1(P= = 0% Tau® = 0.01; Chiz =598, df = 1 (P = 0.01); I =83%
Heterogeneity: Chi* = 0.16, df = 1 (P = 0.69); I = 0% o o5 ) P Hover oS8 ( ) 07 085 15
Test for overall effect: Z = 8.64 (P < 0.00001) Favours control  Favours case est for overall effect: (P=0.15) Favours control  Favours case
rs10757264 rs10757270
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratic] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Samani et al. 2007 009 0.015 221% 109[1.06,1.13] —— Han et al. 2017 0078 0014 424% 1.08[1.05,1.11] -
Wild et al. 2011 0072 0008 77.9%  1.07[1.06,1.09] ] Wild et al. 2011 009 0.012 57.6% 1.09[1.07,1.12] -
Total (95% CI) 100.0% 1.08 [1.06, 1.09] * Total (95% CI) 100.0% 1.09 [1.07, 1.11] *
Heterogeneity: Chi? = 1.12, df = 1 (P = 0.29); I = 11% ) I Heterogeneity: Chi? = 0.42, df = 1 (P = 0.52); I = 0% 7 b
Test for overall effect: Z = 10.76 (P < 0.00001) Favours control - Favours case Test for overall effect: Z = 9.32 (P < 0.00001) Favours control | Favours case
rs10757272 rs10757274
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Aoki etal. 2011 0056 0.025 201% 1.06 (1.01,1.11] == Han etal. 2017 0086 0014 19.8%  1.09(1.06,1.12]
Choi et al. 2019 0511 0.095  4.1% 1.67[1.38,2.01] Luetal. 2012 0137 001 203%  1.15[1.12,1.17] ——
Han et al. 2017 008 0014 25.2% 1.08[1.05, 1.11] - Matsunaga et al. 2020 0086 0008 204%  1.09[1.07,1.11] -
Lee etal, 2013 0108 0018 23.4% 111[1.08, 1.15] - McPherson et al. 2007 0105 0011 202%  1.41[1.09,1.13] —
Wild et al. 2011 0.111 0.008 27.3% 1.12[1.10, 1.14] " Wakil et al. 2016 0102 0018 193%  090[087,094] —_—
Total (95% CI) 100.0% 1.11[1.07, 1.16] < Total (95% CI) 100.0% 1.07 [1.01,1.13] -
 Taut = . = 1= 84% Tau* = 0.00; Chi* = 137.90, df = 4 (P < 0.00001); I* = 97%
Heterogeneity: Tau? = 0.00; Chiz = 25.75, df = 4 (P < 0.0001); I = 84% & s e 1 e e 7 3 18 = 0y ) 085 12
Test for overall effect: Z = 5.21 (P < 0.00001) Favours control | Favours case, :Z=2. Favours control - Favours case
rs10757275 rs10757278
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Han et al. 2017 0086 0014 59.6% 1.09[1.06,1.12] Helgadottir et al. 2007 0045 0004 37.3%  1.05[1.04,105] =
Lee et al. 2013 01 0017 404% 1.11[1.07,1.14] . Hirokawa et al. 2015 0411 0018 34.7% 1.12[1.08, 1.16] ——
Yamada et al. 2018 (b) 0114 0037 281%  0.89[0.83,0.96] —
Total (95% CI) 100.0% 1.10 [1.07, 1.12] 3
e e . P - Total (95% CI) 100.0%  1.02[0.95,1.11] oot
Favours control - Favours case Test for overall effect: Z = 0.59 (P = 0.55) Favours control  Favours case
rs10774610 rs10840293
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Yamada et al. 2018 (a) 0225 0068 44.6% 1.25[1.10,1.43] Fall et al. 2018 0004 0.007 14.2%  1.00(0.99,1.02] +
Yamada et al. 2018 (b) 014 0061 554% 1.15[1.02,130] —.— xek\son s: a: ;g:; g.g;g g.gz ;Z Zﬂf : g§ {: g; : 33 -
ikpay et al. . . .6% .02, 1.
Total (95% CI) 100.0%  1.19[1.09, 1.31] g van der Harst et al. 2018 0.02 0.003 326% 1.02[1.01, 1.03] -
Heterogeneity: Chi? = 0.87, df = 1 (P = 0.35); I = 0%
07 085 10 15 Total (95% Cl) 100.0%  1.02[1.01,1.03] +
Test for overall effect: Z = 3.92 (P < 0.0001) g
Favours control _ Favours case Heterogeneity: Tau? = 0.00; ChF* = 6.84, df = 3 (P = 0.08); I = 56% P TRy 1 wy
Test for overall effect: Z = 6.10 (P < 0.00001) Favours control | Favours case
rs10841443 rs10849915
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI
Kiarin et al. 2017 0021 0004 220% 1.02[1.01,103] - Yamada et al. 2018 (a) 0212 0069 44.7% 1.24[1.08,1.42] ——
Matsunaga et al. 2020 0021 0003 39.0% 1.02[1.02, 1.03] = Yamada et al. 2018 (b) 0124 0062 553% 1.13[1.00,1.28] —
van der Harst et al. 2018 0022 0003 39.0% 1.02[1.02,103] =
Total (95% CI) 100.0% 1.18[1.08, 1.29] e
Total (95% CI) 100.0% 1.02[1.02, 1.03] 4 Heterogeneity: Chit = 0.9, df = 1 (P = 0.34); I = 0% - o 5 v
Heterogeneity: Chit = 0.07, df = 2 (P = 0.97); I = 0% obs 2 Test for overall effect: Z = 3.54 (P = 0.0004) Favours control Favours case

Test for overall effect: Z = 11.41 (P < 0.00001)

0.9 11
Favours control - Favours case
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rs10857147 rs1088868
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Randorm, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0009 0039 03% 1.01[0.93,1.09] — Nelson et al. 2017 0017 0004 465%  102[1.01,1.03] ]
Klarin et al. 2017 0.025 0.004 26.4% 1.03[1.02, 1.03] - van der Harst et al. 2018 0.007 0.003 53.5% 1.01[1.00, 1.01] m
Nelson et al. 2017 0025 0004 264% 1.03[1.02,1.03] -
van der Harst et al. 2018 0021 0003 46.9% 1.02[1.02,1.03] L] Total (95% CI) 100.0% 1.01[1.00,1.02) *
Heterogeneity: Tau? = 0.00; Chi? = 4.00, df = 1 (P = 0.05); I = 75% s b T
Total (95% CI) 100.0% 1.02[1.02,1.03] + Test for overall effect: Z = 2.34 (P = 0.02) Fovours control | Favours cace
Heterogeneity: Chi* = 1.07, df = 3 (P = 0.78); I* = 0%
Test for overall effect: Z = 11.23 (P < 0.00001) 088 08 contiol Favoure s 2
rs10947262 rs10947789
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Hirokawa et al. 2015 0068 0019 84.9% 1.07[1.03,1.11] Charmet etal. 2018 0004 0.003 364%  1.00(1.00,1.01] "
Yamada et al. 2018 (b) 0119 0045 151% 1.13[1.03,123] —_— Dichgans et al. 2014 0018 0.003 364%  1.02[1.01,1.02] =
Fall et al. 2018 0.029 0.041 2.0% 1.03[0.95, 1.12] D—
Total (95% CI) 100.0% 1.08[1.04, 1.12] - van der Harst et al. 2018 0027 0.007 258%  1.03[1.01,1.04] -
Heterogeneity: Chi? = 1.09, df = 1 (P = 0.30); I = 8%
0.85 0.9 11 12 Total (95% CI) 100.0% 1.02[1.00, 1.03] >
Test for overall effect: Z = 4.3 (P < 0.0001) Favours control | Favours case Hetersaomaty Ta = 1554 d=3 (P =000, #5819
" . DO a . 085 09 11 12
Test for overall effect: o1) Favours control  Favours case
rs10953541 rs10965212
Odds Ratio Odds Ratio Odds Ratio 0Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratic] _SE_Weight _IV, Fixed, 95% C IV, Fixed, 95% Cl
Charmet et al. 2018 0064 0041 48%  107[0.98,1.16] 1 ‘Samani et al. 2007 0.1 0014 246% 1.11[1.08,1.14] =
Fall et al. 2018 0004 0002 248%  100[1.00,1.01] r Wild et al. 2011 0083 0008 754% 1.09[1.07,1.10] |
Han etal. 2017 0036 0022 113%  1.04[0.99, 1.08] T—
Hirokawa et al. 2015 0004 0033  67%  1.00[0.94,1.07) — Total (95% CI) 100.0% 1.09 [1.08, 1.11] *
Lee etal. 2013 0022 0006 229%  098[0.97,0.99] - Heterogeneity: Chiz = 1.1, df = 1 (P = 0.29); I = 10% =3 ERY
Peden et al. 2011 0033 0006 229%  1.03[1.02,1.05] - Test for overall effect: Z = 12.55 (P < 0.00001)
Qietal. 2013 0022 0033 6.7% 0.98[0.92, 1.04] —_— Favours control - Favours case
Total (95% Cl) 1000%  1.01[0.99,1.03] >
Heterogeneity: Tau? = 0.00; Chi* = 46.93, df = 6 (P < 0.00001); I* = 87% T ) Ty
Test for overall effect: Z = 0.95 (P = 0.34) ™" Favours control Favours case
rs10965215 rs10965219
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] __SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup ___log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Samani et al. 2007 0107 0015 221% 1.11[1.08,1.15] —— Pechiivanis et al. 2013 0064 0023 86% 1.07[102,1.12] —
Wild et al. 2011 0083 0008 77.9% 1.09(1.07,1.10] | Samani et al. 2007 0104 0015 202% 1.11[1.08,1.14] .f
Wild et al. 2011 009 0.008 712% 1.09[1.08,1.11]
Total (95% CI) 100.0% 1.09 [1.08, 1.11] * Tota 055 €1 To00% 1080108, 141 R
3 2= 1.1 =1 =0.16); I = 50% otal ¥ .0% A .08, 1.
Toe o oveah a2 121 (<0000 oBo0s ol Heterogeneity: Chi? = 2.14, df = 2 (P = 0.34) ' = 7%
Favours control - Favours case Tost fof overah offect 2 = 13.43 (P < 0.00001) 0850.9 1112
= Favours control - Favours case
rs11042937 rs11057401
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0.025 0.035 0.7% 1.03[0.96, 1.10] Klarin et al. 2017 -0.025 0.004 22.0% 0.98[0.97,0.98] -
van der Harst et al. 2018 0018 0003 99.3% 1.02[1.01,1.02] | | Nelson et al. 2017 0018 0003 39.0%  0.98[0.98, 0.99] =
van der Harst et al. 2018 -0.017 0.003 39.0% 0.98[0.98, 0.99] L
Total (95% Cl) 100.0% 1.02 [1.01, 1.02] +
Heterogeneity: Chit = 0.04, df = 1 (P = 0.84); I = 0% b ok H H v Total (95% CI) 100.0% 0.98 [0.98, 0.98] ]
Test for overall effect: Z = 6.04 (P < 0.00001) Favours control | Favours cace Heterogeneity: ChF =280, df = 2 (P = 0.25); I = 29% ok ok " 7
Test for overall effect: Z = 10.22 (P < 0.00001) Favours control - Favours case
rs11057830 rs11065979
Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0029 0005 39.0% 1.03[1.02,1.04] - Nikpay etal. 2015 0029 0004 360% 1.03[1.02,1.04] -
van der Harst et al. 2018 0.036 0.004 61.0% 1.04[1.03,1.04] | van der Harst et al. 2018 0.03 0.003 64.0% 1.03[1.02,1.04] n
Total (95% CI) 100.0%  1.03[1.03, 1.04] + Total (95% CI) 100.0% 1.03[1.03,1.03] +
Heterogeneity: Chi* = 1.20, df = 1 (P = 0.27); I = 16% Heterogeneity: Chi* = 0.04, df = 1 (P = 0.84); I = 0%
7= 0.85 0.9 11 12 . 0.85 0.9 1.1 12
Test for overall effect: Z = 10.65 (P < 0.00001) Favours control  Favours case Test for overall effect: Z = 12.35 (P < 0.00001) Favours control | Favours case
rs11066001 rs11066015
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Lee etal. 2013 0.146 0.022 229% 1.16[1.11,1.21] —— Leeetal. 2013 0.149 0.023 33.9% 1.16[1.11,1.21] -
Takeuchi et al. 2012 0152 0012 77.1% 1.16[1.14,1.19] | | Yamada et al. 2018 (a) 0432 0058 329%  0.65[0.58,0.73] —
Yamada et al. 2018 (b) 0253 0051 332%  1.29[117,142] —-
Total (95% CI) 100.0% 116 [1.14,1.19] >
Heterogeneity: Chi? = 0.06, df = 1 (P = 0.81); I = 0% P :°'“' (95% C"T 000 Chi 6765, a2 (P :)0:6222) . ‘;:9/ 10.71,1.39]
. leterogeneity: Tau? = 0.09; Chi? = L df=2 (P < ;12 = 98%
Test for overall effect: Z = 14.30 (P < 0.00001) Favours control | Favours case e otecs 2 6.0 6 ~0'07 o5 o7 A 15
s avours control - Favours case
rs11066280 rs11099493
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Lee etal. 2013 0124 0022 260%  0.88[0.85092) - Matsunaga et al. 2020 021 0004 36.0% 1.02(1.01,1.03] -
Luetal. 2012 0076 0011 263%  1.08[1.06,1.10] - van der Harst et al. 2018 0017 0003 640% 1.02[101,1.02] L}
‘Yamada et al. 2018 (a) 0425 0.058 23.5% 1.53[1.37,1.71] —
Yamada et al. 2018 (b) 0238 005 242%  1.27[1.15140] — Total (95% C1) 100.0% 1.02[1.01,1.02] +
Heterogeneity: Chi* = 0.64, df = 1 (P = 0.42); = 0%
Total (95% CI) 1000%  1.16[0.98, 1.37) e Test for overall effect: Z = 7.68 (P < 0.00001) 085 0 scontol Favourscas 2
Heterogeneity: Tau = 0.03; Chi* = 123.92, df = 3 (P < 0.00001); = 98% & ok = "
Test for overall effect: Z = 1.71 (P = 0.09) T vours control | Favours case
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rs111245230 rs11170820
Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0049 001 32.9% 1.05[1.03,1.07] - Nelson et al. 2017 0037 0008 36.0% 104[1.02,1.05] -
van der Harst et al. 2018 0.043 0.007 67.1% 1.04[1.03, 1.06] k3 van der Harst et al. 2018 0.042 0.006 64.0% 1.04[1.03, 1.06] =
Total (95% Cl) 100.0%  1.05[1.03, 1.06] * Total (95% Cl) 100.0%  1.04[1.03,1.05] *
Heterogeneity: Chi? = 0.24, df = 1 (P = 0.62); I = 0% Chi* =0.25, df = 1 (P = 0.62); I = 0%
Test for overall effect: Z = 7.84 (P < 0.00001) 085 FDE\?OUVS control  Favours Cz;; 12 Test for overall effect: Z = 8.38 (P < 0.00001) 085 FDE\?DUFS control  Favours CE‘S; 12
rs11172113 rs11191416
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI v, ,95% Cl
Nelson et al. 2017 0017 0.004 36.0% 1.02[1.01,1.03] = Charmet et al. 2018 -0.046 0.061 0.4% 0.96[0.85, 1.08] —
van der Harst et al. 2018 0.015 0.003 64.0% 1.02[1.01,1.02) L Nelson et al. 2017 0033 0.005 58.8% 1.03[1.02, 1.04] =
Nikpay et al. 2015 0.033 0.006 40.8% 1.03[1.02,1.05] -
Total (95% Cl) 100.0% 1.02[1.01,1.02] +
Heterogeneity: Chi* = 0.16, df = 1 (P = 0.69); I = 0% 085 09 I 12 Total (95% CI) 100.0% 1.03[1.03, 1.04] *
Test for overall effect: Z = 6.55 (P < 0.00001) Favours control  Favours case Heterogeneity: Chi = 1.67, df = 2 (P = 0.43); I = 0% Py a— n -
Test for overall effect: Z = 8.53 (P < 0.00001) ™ Favours control  Favours case -
rs11203042 rs11206510
Odds Ratio Odds Ratio Odds Ratio 0Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% CI 1V, Random, 95% Cl Study or Subgroup __log[Odds Ratio] _SE Weight IV, Random, 95% CI IV, Random, 95% CI
Dichgans et al. 2014 0.025 0.006 46.0% 1.03[1.01, 1.04] - Charmet et al. 2018 0.033 0.045 1.4% 1.03[0.95, 1.13] —
Fall etal. 2018 0004 0001 540% 1.00 1,00, 1.01] . Dichgans et al. 2014 0036 0011 92%  1.04[1.01,1.06] —
Fall etal. 2018 0009 0003 137%  1.01[1.00,101] -
Total (95% CI) 100.0% 1.01[0.99, 1.03] ‘ Han et al. 2017 0 0.036 2.0% 1.00[0.93, 1.07]
Heterogeneity: Tau? = 0.00; Chi* = 11.92, df = 1 (P = 0.0006); I = 92% ok T Hirokawa et al. 2015 0051 0044 14%  0.95[0.87,1.04] e
Test for overall effect: Z = 1.31 (P = 0.19) Fvours control | Favours case Kathiresan et al. 2009 0061 0011 92%  1.06[1.04,1.09] —
Lee etal. 2013 0037 0025 37%  1.04[0.99,109] T
Matsunaga et al. 2020 0029 0005 12.8%  1.03[1.02,1.04] -
Nikpay etal. 2015 0033 0006 12.2% 1.03[1.02, 1.05] -
Peden etal. 2011 0021 0012  86%  1.02[1.00,105] —
Qietal 2013 0083 0037 20%  1.09[1.01,1.17]
Reilly et al. 2011 0004 0007 116%  1.00[0.99, 1.02] T
Schunkert et al. 2011 0.033 0.006 12.2% 1.03[1.02, 1.05] -
Total (95% CI) 100.0%  1.03[1.02,1.04] *
Heterogeneity: Tau? = 0.00; Chi? = 53.66, df = 12 (P < 0.00001); I = 78% obs 12
Test for overall effe 483 (P < 0.00001) Fervours control | Favours case
rs1122608 rs112635299
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Charmet et al. 2018 006 004 58%  0.94[0.87,102] — Nelson et al. 2017 0071 0017 21.9%  0.93[0.90, 0.96] ——
Dichgans et al. 2014 0056 0.009 147%  1.06[1.04,1.08] —- van der Harst et al. 2018 006 0.009 78.1%  0.94(0.93,0.96] =
Fall etal. 2018 0.009 0.001 16.1% 1.01[1.01,1.01] -
Kathiresan et al. 2009 0.061 001 145% 1.06 [1.04, 1.08] —_ Total (95% Cl) 100.0%  0.94[0.92, 0.95] *
Lee etal. 2013 -0.027 0.006 15.5% 0.97 [0.96, 0.98] - Heterogeneity: Chi* = 0.33, df = 1 (P = 0.57); P = 0% 085 09 12
Qietal. 2013 0033 0034 7.0%  1.03[0.97,1.10] —1T Test for overall effect: Z = 7.85 (P < 0.00001) Favours control - Favours case
Reilly et al. 2011 0013 0018 11.8%  1.01[0.98, 1.05] -
Schunkert et al. 2011 0057 0009 147%  1.06[1.04,1.08] -
Total (95% CI) 1000%  1.02[1.00,1.05] (-
Heterogeneity: Tau? = 0.00; Chi? = 121.84, df = 7 (P < 0.00001); I* = 94%
085 09 11 12
Test for overall effect: Z = 1.93 (P = 0.05) Favours control - Favours case
rs112941079 rs11509880
0Odds Ratio 0Odds Ratio 0Odds Ratio 0Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0.027 0.006 30.8% 1.03[1.02, 1.04] - Nelson et al. 2017 0.013 0.003 50.0% 1.01[1.01,1.02] [ ]
van der Harst et al. 2018 0027 0.004 69.2% 1.03[1.02,1.04] [ ] van der Harst et al. 2018 0017 0003 500% 1.02[1.01,1.02] L]
Total (95% Cl) 100.0%  1.03[1.02,1.03] + Total (95% CI) 100.0% 1.02 [1.01, 1.02] +
Heterogeneity: Chi* = 0.00, df = 1 (P = 1.00); I = 0% YY) H 2 Heterogeneity: Chi* = 0.89, df = 1 (P = 0.35); I* = 0% ok H "] 7
Test for overall effect: Z = 8.11 (P < 0.00001) Favours control  Favours case Test for overall effect: Z = 7.07 (P < 0.00001) Favours control  Favours case
rs115287176 rs11556924
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
‘Yamada et al. 2018 (a) -2 0266 47.9% 0.14[0.08, 0.23] - Charmet et al. 2018 -0.013 0036 1.3% 0.99[0.92, 1.06] ]
Yamada et al. 2018 (b) 1699 0255 521% 0.18[0.11,0.30] - Dichgans et al. 2014 0041 0006 121%  1.04[1.03 105] -
Fall et al. 2018 0004 0004 139%  100([1.00,1.01] -
Total (95% CI) 100.0% 0.16[0.11,0.23] * Han et al. 2017 0022 0034 14%  102[0.96,1.09] I
Heterogeneity: Chiz = 0.67, df = 1 (P = 0.41); 2= 0% boor & * pro Lee etal. 2013 0045 0046 08%  105[0.96,1.14] —
Test for overall effect: Z = 10.01 (P < 0.00001) - Matsunaga et al. 2020 0029 0.004 139%  103[1.02,1.04] -
Favours control - Favours case Nelson et al. 2017 0029 0004 13.9% 1,03 [1.02, 1.04] -
Nikpay et al. 2015 0.033 0.005 13.0% 1.03[1.02, 1.04] -
Qietal 2013 -0.027 0.029 1.9% 0.97[0.92, 1.03] —
Schunkert et al. 2011 0037 0005 130%  104[103,1.05] -
van der Harst et al. 2018 0027 0003 147%  103[1.02,1.03] -
Total (95% Cl) 100.0% 1.03 [1.02, 1.04] *
Heterogeneity: Tau? = 0.00; Chi* = 49.17, df = 10 (P < 0.00001); I = 80% obs o A r
Test for overall effect: Z = 6.25 (P < 0.00001) Favours control Favours case
rs11591147 rs11617955
Odds Ratio 0Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0097 0015 39.0% 0.91(0.88,093] - Nelson et al. 2017 0036 0006 25.1% 104[1.02,1.05] -
van der Harst et al. 2018 0123 0012 61.0% 0.88[0.86,0.91] = Nikpay etal. 2015 0037 0007 184% 1.04[102,105] -
van der Harst et al. 2018 0035 0004 565% 1.04(1.03,1.04] =
Total (95% Cl) 100.0%  0.89 [0.88, 0.91] *
Heterogeneity: Chi? = 1.83, df = 1 (P = 0.18); I = 45% o ohs * Total (95% Cl) 100.0%  1.04 [1.03, 1.04] 4
Test for overall effect: Z = 12.04 (P < 0.00001) " Favours control Favours case Heterogeneity: Chi* = 0.07, df = 2 (P = 0.97); I* = 0% o055 12

Test for overall effect: Z = 11.85 (P < 0.00001)
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rs116843064 rs11728590
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0071 0014 338% 0.93[0.91,0.96] - Nelson et al. 2017 0017 0003 50.0%  1.02[1.01,102] []
van der Harst et al. 2018 007 001 662% 0.93[0.91,0.95] E van der Harst et al. 2018 0.01 0.003 50.0% 1.01[1.00, 1.02] L]
Total (95% CI) 100.0%  0.93[0.92, 0.95] * Total (95% C) 1000%  1.01[1.01,1.02] *
Heterogeneity: Chi? = 0.00, df = 1 (P = 0.95); I = 0% u? = 0.00; Chi? = 2.72, df = 1 (P = 0.10); I* = 63% 0.85 " 12
Test for overalleffect: Z = 8.64 (P < 0.00001) Favours conirol Favours csss Test for overall effect: 2 = 3.86 (P = 0.0001) Favours control - Favours case
rs11752643 rs11810571
0Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hirokawa et al. 2015 0.149 0.037 226% 1.16(1.08,1.25] —— Charmet et al. 2018 0021 005 02% 1.02(0.93,1.13] —
Takeuchi et al. 2012 01 002 77.4% 1.11[1.06,1.15] ' Matsunaga et al. 2020 0.021 0.004 37.8% 1.02[1.01,1.03] -
Nelson et al. 2017 0024 0005 24.2% 1.02[1.01,1.03] -
Total (95% Cl) 100.0% 1.12[1.08, 1.16] > van der Harst et al. 2018 0024 0004 37.8% 1.02[102,103] -
Heterogeneity: Chi* = 1.36, df = 1 (P = 0.24); I = 26%
0.850.9 1112 Total (95% CI) 100.0% 1.02[1.02, 1.03] +
Test for overall effect: Z = 6.31 (P < 0.00001) Favours control - Favours case torogmeiy, Chi =035, i =3 (P = 0.95) 1= 0%
Test for overall effect: Z = 9.30 (P < 0.00001) 085 08 e contol | Favours oo 2
rs11823828 rs11838776
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratic] _SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI
Yamada et al. 2018 (a) 0391 0054 38.8% 1.48(1.33,164] —a— Charmet et al. 2018 0.124 0041  22% 113[1.04,1.23]
Yamada et al. 2018 (b) 0387 0043 61.2% 1.47[1.35,1.60] — Nelson et al. 2017 0.025 0004 48.9% 1.03[1.02,1.03] L]
Nikpay et al. 2015 0029 0.004 48.9% 1.03[1.02,1.04] ]
Total (95% CI) 100.0% 1.47[1.38, 1.58] L 4 .
Heterogeneity: Chi? = 0.00, df = 1 (P = 0.95); I>= 0% Total (95% CI) 100.0% 1.03 [1.02, 1.04]
05 15 2 . L 0 0Er &7
Test for overall effect: Z = 11.55 (P < 0.00001) Favours control | Favours case Heterogeneity: Tau* = 0.00; Chi* = 6.07, df = 2 (P = 0.05); I = 67% obs o A )
Test for overall effect: Z = 4.66 (P < 0.00001)
Favours control - Favours case
rs12146487 rs1214752
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI W, , 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0022 0.005 39.0% 0.98[0.97,099] Nelson et al. 2017 0018 0003 50.0% 0.98[0.98,0.99] []
van der Harst et al. 2018 0,015 0.004 61.0% 0.9 [0.98, 0.99] van der Harst et al. 2018 0013 0003 50.0% 0.9 [0.98, 0.99] L]
Total (95% CI) 100.0%  0.98 [0.98, 0.99] . Total (95% CI) 100.0% 098 [0.98, 0.99] +
Heterogeneity: Chi* = 1.20, df = 1 (P = 0.27); I = 16% Heterogeneity: Chi* = 1.39, df = 1 (P = 0.24); I = 28%
0.85 0.9 11 12 0.85 0.9 11 12
Test for overall effe 5.68 (P < 0.00001) Favours control | Favours cace Test for overall effect: Z = 7.31 (P < 0.00001) Favours control | Favours case
rs12190287 rs12202017
Odds Ratio 0Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% C IV, Random, 95% CI Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% Cl
Charmet et al. 2018 0025 0039  4.9% 1.03[0.95, 1.11] — Charmet et al. 2018 0009 0039 1.0% 1.01[0.93,1.09] S A
Dichgans et al. 2014 0.046 0.007  23.7% 1.05[1.03, 1.06] - Han etal. 2017 0.046 0016  5.8% 1.05[1.01,1.08]
Falletal. 2018 0.009 0.001 27.1% 1.01[1.01,1.01] " Nelson et al. 2017 0.029 0.004 932% 1.03[1.02, 1.04] .
Lee etal. 2013 0017 0023 105% 1.02[0.97, 1.06] ﬂf
Qietal. 2013 0009 0029 7.8% 1.01[0.95,1.07) — Total (95% CI) 100.0%  1.03[1.02,1.04] *
Schunkert et al. 2011 0033 0004 260% 1.03 [1.03, 1.04] - Heterogeneity: Chi = 1.35, df = 2 (P = 0.51); I* = 0%
Test for overall effect: Z = 7.72 (P < 0.00001) 085 09 i 2
Total (95% Cl) 100.0% 1.03[1.01, 1.05] - 8 Favours control - Favours case
Heterogeneity: Tau? = 0.00; Chi® = 59.44, df = 5 (P < 0.00001); I* = 92% obs oo A 2
Test for overall effect: Z = 2.69 (P = 0.007) Eavours control | Favours cace
rs12229654 rs12231744
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Yamada et al. 2018 (a) 0356 0067 44.5% 1.43[1.25,163] Yamada et al. 2018 (a) 0398 0063 47.2%  0.67[0.59,0.76] ——
Yamada et al. 2018 (b) 0236 006 555% 1.27[1.13,1.42] - Yamada et al. 2018 (b) 026 0054 528%  0.77[069,0.86] ——
Total (95% CI) 100.0% 1.34[1.22, 1.46] &> Total (95% CI) 100.0%  0.72[0.63,083] -
Heterogeneity: Chi? = 1.78, df = 1 (P = 0.18); I* = 44% rr—— P Tau = 0.01; Chi* =277, df = 1 (P = 010); = 64% by o nA P
Test for overall effect: Z = 6.47 (P < 0.00001) B o rontrol | Favours case Test for overall effect: Z = 4.72 (P < 0.00001) Favours control - Favours case
rs12413409 rs12493885
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fall et al. 2018 0013 0003 288% 1.01[1.01,1.02] - Charmet et al. 2018 006 005 03% 0.94[0.851.04] —
Han etal. 2017 0041 0018 163% 1.04 [1.01, 1.08] — Kiarin et al. 2017 0033 0005 28.0% 1.03[102,1.04] -
Hirokawa et al. 2015 0.041 0021 14.1% 1.04 [1.00, 1.09] | Nelson et al. 2017 0.029 0.005 28.0% 1.03[1.02, 1.04] -
Lee etal. 2013 0037 0025 116% 1.04 [0.99, 1.09] — van der Harst et al. 2018 0032 0004 437% 1.03[102,1.04] -
Qietal. 2013 0029 0052 38% 1.03[0.93, 1.14] I e —
Schunkert et al. 2011 0.049 0.008 25.4% 1.05[1.03, 1.07] —-— Total (95% CI) 100.0% 1.03[1.03, 1.04] 4
Heterogeneity: Chi? = 3.69, df = 3 (P = 0.30); I = 19%
Total (95% Cl) 100.0% 1.03[1.01, 1.06] - Test for overall effect: Z = 11.79 (P < 0.00001) 088 Foafours control Favours 0;5‘; 12
Heterogeneity: Tau? = 0.00; Chi* = 21.19, df = 5 (P = 0.0007); I* = 76% ok o + 2
Test for overall effect: Z = 3.12 (P = 0.002) Favours control Favours case
rs1250229 rs12524865
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0056 0041 03% 0.95[0.87,102] — Hirokawa et al. 2015 0064 0019 160% 1.07[1.03,1.11] —
Matsunaga et al. 2020 0029 0004 264% 1.03[1.02,1.04] - Luetal. 2012 0045 001 339% 1.05[1.03, 1.07) —a—
Nelson et al. 2017 0029 0004 264% 1.03[1.02,1.04] - Schunkert et al. 2011 0029 0005 50.1% 1.03[1.02, 1.04] -
van der Harst et al. 2018 0028 0003 46.9% 1.03[1.02, 1.03] [ ]
Total (95% Cl) 1000%  1.04[1.02,1.06] L 2
Total (95% CI) 100.0%  1.03 [1.02, 1.03] + Heterogeneity: Tau® = 0.00; Chi* = 4.70, df = 2 (P = 0.10); I = 57% ok b ] 2
Heterogeneity: Chi* = 4.30, df = 3 (P = 0.23); I = 30% oks T Test for overall effect: Z = 4.51 (P < 0.00001) Eavours control | Favours cace

Test for overall effect: Z = 13.78 (P < 0.00001)
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rs12526453 rs12619842
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fall etal. 2018 0009 0002 256%  1.01[1.01,1.01] . Matsunaga et al. 2020 0021 0005 281% 0.98[0.97,0.99] -
Kathiresan et al. 2009 0.049 0.009 21.7% 1.05[1.03, 1.07] — Nelson et al. 2017 -0.022 0.005 28.1% 0.98([0.97,0.99] -
Qietal. 2013 0037 0020 86%  1.04[0.98,1.10] - van der Harst et al. 2018 0024 0004 439%  0.98[0.97,0.98] =
Reilly et al. 2011 0021 001 209%  1.02[1.00,1.04] =
Schunkert et al. 2011 0.041 0.007 23.2% 1.04[1.03, 1.06] - Total (95% Cl) 100.0% 0.98 [0.97, 0.98] +
Heterogeneity: Chi? = 0.24, df = 2 (P = 0.89); I = 0%
" o 085 09 11 12
Total (95% CI) 100.0% 1.03[1.01, 1.05] - Test for overall effect: Z = 8.53 (P < 0.00001) Favours control  Favours case
Heterogeneity: Tau* = 0.00; Chi* = 37.27, df = 4 (P < 0.00001); I* = 89% o o T
Test for overall effect: Z = 2.88 (P = 0.004) Fvours control | Favours case
rs12740374 rs12801636
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI v, , 95% Cl
Lettre et al. 2011 0.013 0.037 31.7% 1.01[0.94, 1.09] — Charmet et al. 2018 -0.009 0.043 0.3% 0.99[0.91, 1.08] —
van der Harst et al. 2018 0054 0.003 41.0%  0.95[0.94,0.95] u Matsunaga et al. 2020 0021 0004 29.2% 0.98[0.97,0.99] -
Yamada et al. 2018 (b) -0.201 0.048  27.4% 0.82[0.74, 0.90] - Nelson et al. 2017 -0.018 0.005 18.7% 0.98[0.97,0.99] -
van der Harst et al. 2018 0019 0003 51.9% 0.98[0.98, 0.99] u
Total (95% Cl) 100.0% 0.93[0.85, 1.01] .
Heterogeneity: Tau? = 0.00; Chi* = 12.66, df = 2 (P = 0.002); I = 84% o ok ey w3 Total (95% CI) 100.0% 0.98 [0.98, 0.98] +
Test for overall effect: Z = 1.68 (P = 0.09) Favours control . Favours case Heterogeneity: Chi# = 031, df = 3 (P = 0.96); I = 0%
Test for Il effect: Z = 8.96 (P < 0.00001 085 09 1 12
est for overall effect: Z = 8.96 ( ) Favours control - Favours case
rs12922 rs12936587
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] __SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% C1
Nelson et al. 2017 0022 0005 39.0% 1.02[1.01,1.03] - Charmet et al. 2018 00035 18%  1.00[0.931.07] P
van der Harst et al. 2018 0015 0004 61.0% 1.02[1.01,1.02] = Fall et al. 2018 0009 0.004 30.1%  1.01[1.00,1.02] o
Lee etal. 2013 0.025 0.03 24% 1.03 [0.97, 1.09] I
Total (95% CI) 100.0% 1.02[1.01,1.02] ‘ Qietal. 2013 0009 0029 25%  099[0.94,1.05] — T
Heterogeneity: Chit = 1.20, df = 1 (P = 0.27); I = 16% b ok e v Schunkert et al. 2011 0029 0004 301%  103[1021.04] -
Test for overall effect: Z = 5.68 (P < 0.00001) B s control | Favours cace van der Harst et al. 2018 0016 0003 332%  102[1.01,1.02) =
Total (95% CI) 100.0% 1.02[1.01, 1.03] *
;ietf;egeneuylle;: (:Z.Eua, :(:“ p 14.;&:{: 5(P=0.01); 2= 65% s b o 7
est for overall effect: 2 = 3.60 ) Favours control - Favours case
rs13003675 rs1333042
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Random, 95% Cl IV, Random, 95% CI
Nelson et al. 2017 0017 0003 50.0% 1.02[1.01,1.02] L] Aoki etal. 2011 0058 0025 10.8% 1.06 [1.01,1.11]
van der Harst et al. 2018 0015 0003 50.0% 1.02[1.01,102] L] Erdmann et al. 2011 0049 0007 14.6% 1.05[1.04, 1.06] -
Han etal. 2017 0083 0014 13.4% 1.09[1.06, 1.12] —_—
Total (95% CI) 100.0%  1.02[1.01, 1.02] + Lee etal. 2013 0.114 0.019 12.3% 1.12[1.08, 1.16] I
Heterogeneity: Chit = 0.22, df = 1 (P = 0.64); I = 0% Y] H 2 Lettre et al. 2011 0004 0039 7.7% 1.000.93, 1.08]
Test for overall effect: Z = 7.54 (P < 0.00001) ™ Favours control | Favours case Luetal. 2012 0137 001 14.2% 1.45[1.12,1.17] —_
Samani et al. 2007 0127 0018 125% 1.14[1.10,1.18] —_—
Wild et al. 2011 0.114 0009 14.3% 1.12[1.10,1.14] -
Total (95% CI) 100.0%  1.09[1.06,1.13] -
Heterogeneity: Tau? = 0.00; Chi* = 76.06, df = 7 (P < 0.00001); I = 91% TR A 2
Test for overall effect: Z = 5.84 (P < 0.00001) Favours control | Favours cace
rs1333045 rs1333048
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
udy or Subgrou o s Ratio] leight , Random, o , Random, 23 tudy or Subgrou o s Ratio] /eil , Fixed, o , Fixed, o
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI
Lee etal. 2013 0111 0018 50.0% 1.12(1.08, 1.16] - Lee etal. 2013 0111 0018 12.8% 0.89 (0.86,0.93] —
Wakil et al. 2016 0102 0018 50.0% 0.90(0.87, 0.94] - Samani et al. 2007 0134 0019 11.5%  0.87[0.84,0.91] —
Wang etal. 2011 0081 0023 7.8% 0.92[0.88,0.96] —
Total (95% Cl) 100.0% 1.00 [0.82, 1.24] Wild etal. 2011 -0.114 0008 647% 0.89(0.88,0.91] =
Heterogeneity: Tau® = 0.02; Chiz = 70.01, df = 1 (P < 0.00001); I = 99% 5 o7 3 Yamada et al. 2018 (b) 0146 0036 3.2% 0.86(0.81,0.93]
Test for overall effect: Z = 0.04 (P = 0.97)
Favours control - Favours case Total (95% CI) 100.0%  0.89 [0.88, 0.90] +
Heterogeneity: Chi* =398, df = 4 (P = 0.41); I = 0%
i 08509 11 12
Test for overall effect: Z = 17.77 (P < 0.00001) Favours control | Favours case
rs1333049 rs13723
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Burton et al. 2007 0279 0037 50%  132[1.23,142) Nelson et al. 2017 0013 0003 308% 1.01(1.01,1.02] =
Erdmann et al. 2011 0045 0006 125%  1.05[1.03,106] - van der Harst et al. 2018 0018 0002 69.2% 1.02[101,1.02] |
Lee etal. 2013 0.1 0015 10.3% 1.11[1.07,1.14] -
Lietal. 2018 0.097 0.008 12.2% 110 [1.08, 1.12] - Total (95% CI) 100.0% 1.02[1.01, 1.02] +
Luetal. 2012 0127 001 11.7% 1.14[1.11, 1.16] - Heterogeneity: Chi = 1.92, df = 1 (P = 0.17); I = 48% o e e
Samani et al. 2007 0.134 0.015 10.3% 1.14[1.11,1.18] - Test for overall effect: Z = 9.89 (P < 0.00001) 8
van der Harst et al. 2018 0082 0003 129%  1.09[1.08,1.09] - Favours control Favours case
Wang etal. 2011 0107 0025 7.5%  1.41[1.06,1.17] —
Wild et al. 2011 0104 0007 124%  1.41[1.09,1.12] -
‘Yamada et al. 2018 (b) 0.149 0.036 5.2% 1.16 [1.08, 1.25]
Total (95% C1) 100.0%  1.12[1.09,1.14] *
Heterogeneity: Tau® = 0.00; Chi* = 115.78, df = 9 (P < 0.00001); I = 92% ted's
Test for overall effect: Z = 10.42 (P < 0.00001) Favours cantrol | Favours case
rs13734 rs1378942
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0017 0004 360% 1.02[1.01,103] - Siewert etal. 2018 0009 0002 69.2% 0.99[0.99, 0.99]
van der Harst et al. 2018 0017 0003 64.0% 1.02[1.01,1.02] u van der Harst et al. 2018 0011 0003 30.8% 0.9 [0.98, 0.99] =
Total (95% CI) 100.0% 1.02[1.01,1.02] + Total (95% CI) 100.0% 0.99[0.99, 0.99] 4
Heterogeneity: Chi* = 0,00, df = 1 (P = 1.00); I = 0% obs Ey Heterogeneity: Chi* = 0.31, df = 1 (P = 0.58); I = 0% ks 1 12

Test for overall effect: Z = 7.08 (P < 0.00001)

0.9
Favours control - Favours case

Test for overall effect: Z = 5.78 (P < 0.00001)
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0.9 1
Favours control

Favours case



rs140570886

rs1412444

Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratic] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Kiarin et al. 2017 0283 003 429%  133[1.25141] - Charmet et al. 2018 027 0037 27%  0.97[0.91,1.05] —
van der Harst et al. 2018 0209 0011 57.1%  123[1.21,1.26] | Fal et al. 2018 0009 0.001 17.6%  1.01[1.01,1.01] .
Hirokawa et al. 2015 0032 0022 60%  097(0.93,1.01] —
Total (95% CI) 1000%  1.27[1.18,1.37] - Lee etal. 2013 006 0024 53%  0.94[0.90,099]
Heterogeneity: Tau? = 0.00; Chi® = 5.36, df = 1 (P = 0.02); I = 81% 0 o7 5 3 Nikpay et al. 2015 0.029 0.004 16.6% 1.03[1.02, 1.04] -
Test for overall effect: Z = 6.57 (P < 0.00001) Favours control Favours case Peden et al. 2011 0.037 0.005 16.1% 1.04 [1.03, 1.05] -
Qietal. 2013 -0.004 0.03 3.8% 1.00 [0.94, 1.06] S
van der Harst et al. 2018 0028 0003 17.4%  103[102,1.03] -
Wild etal. 2011 0041 0007 148% 104103, 1.06] -
Total (95% Cl) 100.0% 1.02 [1.00, 1.03] <&
:ie(?r{vgene\tyl:l'r:u l:}Z.nnz; ec:.u :jw%g:, df =8 (P <0.00001); I = 93% ob 0% + o
estfor overall effect: (P=0.009) Favours control - Favours case
rs1412834 rs142695226
Odds Ratio 0Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Aoki etal. 2011 0061 0025 239% 0.94[0.90,0.99] —— Charmet et al. 2018 003 0.005 99.0% 1.03[1.02,1.04]
Han et al. 2017 0081 0014 761%  0.92[0.90, 0.95] R Nelson etal. 2017 0022 0051 1.0% 098[0.89,1.08]
Total (95% CI) 100.0%  0.93[0.90, 0.95] > Total (95% CI) 100.0%  1.03[1.02, 1.04] *
Heterogeneity: Chi* = 0.49, df = 1 (P = 0.49); I = 0% ok o AR Heterogeneity: Chi? = 1.03, df = 1 (P = 0.31); I = 3% o5 o Y
Test for overall effect: Z = 6.24 (P < 0.00001) Favours control Favours case Test for overall effect: Z = 5.93 (P < 0.00001) Favours control Favours case
rs143803699 rs146092501
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] __SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI
Nelson et al. 2017 0053 0013 37.2% 1.05[1.03,1.08] —u— Yamada et al. 2018 (a) 2 0255 50.0% 0.14[0.08,0.22] -
van der Harst et al. 2018 0032 001 628% 1.03[1.01,1.05] - Yamada et al. 2018 (b) 1699 0255 50.0% 0.18[0.11,0.30] -
Total (95% CI) 100.0%  1.04 [1.02, 1.06] > Total (95% CI) 100.0% 0.16[0.11,0.22] *
Heterogeneity: Chi* = 164, df = 1 (P = 0.20); I = 39% Heterogeneity: Chiz = 0.70, df = 1 (P = 0.40); I = 0%
e 085 0.9 11 12 0.001 0.1 10 1000
Test for overall effect: Z = 5.02 (P < 0.00001) Favours control  Favours ase Test for overall effect: Z = 10.26 (P < 0.00001) Favours control | Favours case
rs146879198 rs147555597
Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
‘Yamada et al. 2018 (a) -2 0266 47.9% 0.14[0.08, 0.23] - Nelson et al. 2017 0.117 0.022 45.9% 1.12[1.08,1.17] L
Yamada et al. 2018 (b) 1699 0255 52.1% 0.18[0.11,030] - van der Harst et al. 2018 0473 0015 54.1%  1.19[1.151.22] -
Total (95% CI) 100.0% 0.16 [0.11, 0.23] < Total (95% Cl) 100.0% 1.16[1.10,1.22] -
Heterogeneity: Chiz = 0.67, df = 1 (P = 0.41); 12 = 0% Tau?=0.00; ChP* =4.42, df =1 (P = 0.04); = 77% 085 11 12
0.001 0.1 10 1000 : 5
Test for overall effect: Z = 10.01 (P < 0.00001) Favoure ontrol | Favours case Test for overall effect: Z = 5.28 (P < 0.00001) Favours control - Favours case
rs1537372 rs1537373
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI WV, Fixed, 95% C Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Han et al. 2017 0087 0014 596% 1.09[1.06,1.12] - Han etal. 2017 0083 0014 712% 1.09[1.06,1.12]
Lee et al. 2013 0104 0.017 404% 1.11[1.07,1.15] - Pechlivanis et al. 2013 0076 0022 28.8% 1.08(1.03,1.13] —
Total (95% CI) 100.0% 1.10 [1.08, 1.12] > Total (95% CI) 100.0%  1.08 [1.06, 1.11] <>
Heterogeneity: Chiz = 0.60, df = 1 (P = 0.44); I? = 0% +—+ + + Chi?=0.07,df =1 (P = 0.79); F = 0%
085 09 12 ~ 085 09 11 12
Test for overall effect: Z = 8.69 (P < 0.00001) e S trol | Favours case Test for overall effect: Z = 6.86 (P < 0.00001) Favours control  Favours ¢ase
rs1537376 rs1561198
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Han et al. 2017 0.083 0.014 62.3% 1.09[1.06, 1.12] R Dichgans et al. 2014 0.025 0.006 25.6% 1.03[1.01,1.04] -
Lee et al. 2013 01 0018 37.7% 1.11[1.07, 1.14] —a— Fall et al. 2018 0009 0002 327%  101[1.01,1.01] -
Han et al. 2017 0021 0016 103%  102[0.99,1.05] —
Total (95% CI) 100.0%  1.09 [1.07, 1.12] PS van der Harst et al. 2018 0026 0003 314%  103[1.021.03] -
?E‘e',"ge"ei'yl" C;‘Z - 0.56, df = ; (= 0‘46:‘ 1=0% 0.85 0.9 11 12 Total (95% CI) 100.0%  1.02[1.01,1.03] *
‘est for overall effect: Z = 8.09 (P < 0.00001) Favours control - Favours case Heterogeneity: Tau? = 0.00; Chi* = 25.36, df = 3 (P < 0.0001); I* = 88%
Test fc ll effect: Z = 3.20 (P = 0.001 085 09 2
estfor overall effect: 2= (P=0.001) Favours control  Favours case
rs167479 rs16986953
Odds Ratio 0Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0,018 0009 10.0% 0.98 [0.96, 1.00] —] Charmet et al. 2018 0029 0066 06%  103[0.90,1.17) —
van der Harst et al. 2018 -0.019 0.003 90.0% 0.98[0.98, 0.99] . Fall et al. 2018 0.017 0.004 20.7% 1.02[1.01, 1.03] -
Han et al. 2017 0025 0018 60%  1.03[0.99, 1.06] —
Total (95% CI) 100.0%  0.98 [0.98, 0.99] + Matsunaga et al. 2020 0.041 0.005 19.3% 1.04 [1.03, 1.05] -
Heterogeneity: Chi = 0.01, df = 1 (P = 0.92); I = 0% TR - r: Nelson et al. 2017 0.045 0.007 16.4% 1.05 [1.03, 1.06] -
= < a - N Nikg tal. 2015 0.037 0.006 17.8% 1.04 [1.03, 1.08] -
Testloroveraleffect 2= 664 (7 < 0.00001) Favours control  Favours case van der Harst et o, 2018 0037 0005 19.3% 104 {1 03,1 05} -
Total (95% Cl) 100.0% 1.03 [1.02, 1.05] *
Heterogeneity: Tau? = 0.00; Chi? = 22,60, df = 6 (P = 0.0009); I = 73% obs v
Test for overall effect: Z = 6.70 (P < 0.00001) Favours control | Favours case
rs17087335 rs17114036
0Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0004 0045 1.9% 1.00 (0.91,1.09] — Dichgans et al. 2014 006 0012 26.7% 1.06 [1.04, 1.09] -
Fall etal. 2018 0009 0002 47.9% 1.01[1.01,1.01] ] Fall etal. 2018 0017 0003 298% 1.02[1.01,1.02] =
Han etal. 2017 0.017 0.016 11.9% 1.02[0.99, 1.05] T Leeetal 2013 0.167 0.067 6.2% 1.18 [1.04, 1.35] -
Nikpay et al. 2015 0025 0.005 38.3% 1.03[1.02, 1.04] - Qietal. 2013 0041 0052 90%  0.96[087,1.06] —
Schunkert et al. 2011 0068 0008 284% 1.07 [1.05,1.09] -
Total (95% CI) 1000%  1.02[1.00,1.03] Ld
Heterogeneity: Tau? = 0.00; Chi? = 9.07, df = 3 (P = 0.03); I2 = 67% 55 I Total (95% CI) 100.0% 1.05[1.01,1.09] <>
Test for overall effect: Z = 2.51 (P = 0.01) Favours control  Favours case Heterogeneity: Tau? = 0.00; Chi? = 50.60, df = 4 (P < 0.00001); I = 92% 07 18

Test for overall effect: Z = 2.52 (P = 0.01)
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0.85 1.2
Favours control - Favours case




rs17228212 rs17411031
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% C IV, Random, 95% C1 Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI
Kathiresan et al. 2009 0004 001 341%  1.00[0.98,1.02] - Han et al. 2017 0036 0019 65% 1.04[1.00,1.08]
Samani et al. 2007 0083 0016 302%  1.09[1.05,1.12] — Nikpay et al. 2015 0021 0005 935% 1.02[1.01,1.03] ]
Schunkert et al. 2011 0006 0007 356% 1.01[0.99, 1.02] -
Total (95% CI) 100.0% 1.02[1.01, 1.03] *
Total (95% CI) 100.0% 1.03 [0.99, 1.07) -~ . _ _ 2= o
H T 00; Chi* = 22.99, df = 2 (P < 0.0001); I = 91% OhP =058, df = 1 (P =045), = 0% 085 09 11 12
eterogeneity: Tau? = 0.00; Chi* = 22.99, df = 2 (P < 0.0001); ' = 91% Test for overall effect: Z = 4.54 (P < 0.00001
Test for overall effect: Z = 1.27 (P = 0.20) 0.85 Foagwrs control  Favours ca‘sé 12 ( ) Favours control - Favours case
rs1746048 rs1746049
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% C1 Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Hirokawa et al. 2015 0013 002 11.4% 1.01[0.97, 1.05] e Samani et al. 2007 0.111 0.023 49.9% 1.12[1.07,1.17] k3
Kathiresan et al. 2009 0057 0013 132%  1.06[1.03,1.09] — Wakil et al. 2016 0097 0021 501%  0.91(0.87,0.95] -
Lee etal. 2013 0041 0006 145%  096[0.95,0.97] - -
Peden et al. 2011 0025 0009 140%  1.03[1.01,1.04] —_ Total (95% CI) 1000%  1.01[0.82,1.23] et
Qietal. 2013 -0.009 0.039  7.0% 0.99[0.92, 1.07] - Heterogeneity: Tau = 0.02; Chi? = 44.60, df = 1 (P < 0.00001); I = 98% s o7 7 )
Reilly et al. 2011 0009 0005 146%  1.01[1.00,1.02] =~ Test for overall effect: Z = 0.07 (P = 0.95) g
Samani et al. 2007 0411 0022 109% 1.12[1.07,1.17] —_— Favours control  Favours case
Schunkert et al. 2011 0037 0006 145%  1.04[1.03,1.05) -
Total (95% CI) 1000%  1.03[1.00,1.05] (-
Heterogeneity: Tau? = 0.00; Chi? = 129.71, df = 7 (P < 0.00001); I* = 95% ok o + w
Test for overall effect: Z = 1.75 (P = 0.08) Favours control - Favours case
rs17464857 rs17465637
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% Cl Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0.049 0.049 02% 1.05[0.95,1.16] Fall etal. 2018 0.013 0.002 17.3% 1.01[1.01,1.02) -
Fall etal. 2018 0013 0002 99.8% 1.01[1.01,1.02] Han etal. 2017 0.029 0.017  83% 1.03[1.00, 1.06] |
Kathiresan et al. 2009 0053 001 127%  105[1.03,1.08] —
Total (95% Cl) 100.0%  1.01[1.01,1.02] 4 Lee etal. 2013 0017 0024 55%  102(0.97,1.07) —1
: Chiz = =1(P=046); =0 Qietal 2013 0037 0035 34%  104[0.97,1.11] —
Heterogeneity: Chi? = 0.54, df = 1 (P = 0.46); I* = 0%
0.85 09 1 11 12 Reilly et al. 2011 0.013 0.005 16.0% 1.01[1.00, 1.02] =
r . X g
Test for overall effect 6.54 (P <0.00001) Favours control Favours case Samani et al. 2007 0079 0017  8.3% 1.08[1.05, 1.12] —_—
Schunkert et al. 2011 0.057 0.011 12.0% 1.06 [1.04, 1.08] -
van der Harst et al. 2018 0035 0.003 169% 104103, 1.04] -
Total (95% ClI) 100.0% 1.04 [1.02, 1.05] L 3
Heterogeneity: Tau? = 0.00; Chi? = 73.37, df = 8 (P < 0.00001); I = 89% ok o A r
Test for overall effect: Z = 5.15 (P < 0.00001) Favours control | Favours case
rs17514846 rs17517928
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0.033 0.035 27% 1.03[0.97,1.11] I Klarin et al. 2017 0.025 0.004 36.0% 1.03[1.02, 1.03] -
Dichgans et al. 2014 0029 0007 227%  1.03[1.02104] - van der Harst et al. 2018 0021 0003 64.0% 102[1.02,1.03] u
Fall etal. 2018 0013 0001 326%  1.01[1.01,1.02] "
Han etal. 2017 0009 002 7.0%  101[0.97,1.08] — Total (95% Cl) 100.0% 1.02[1.02, 1.03] +
Hirokawa et al. 2015 0041 0026 46%  096[0.91,1.01] — Heterogeneity: Chi = 0.64, df = 1 (P = 0.42); I = 0% Py T + -
% X .02, 1. -
van der Harst et al. 2018 0028 0.003 30.4% 1.03(1.02, 1.03] Test for overall effect: Z = 9.35 (P < 0.00001) Favours control Favours case
Total (95% CI) 100.0% 1.02[1.01,1.03] *
Heterogeneity: Tau? = 0.00; Chi? = 31.66, df = 5 (P < 0.00001); I? = 84% o oh " 7
Test for overall effect: Z = 3.17 (P = 0.002) a Favours control Favours EES‘E -
rs17581137 rs17608766
Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0018 0005 265% 1.02[1.01,103] - Charmet et al. 2018 0051 0051 03% 0.95[0.86, 1.05] —
van der Harst et al. 2018 0.017 0.003 73.5% 1.02[1.01,1.02] . van der Harst et al. 2018 0.02 0.003 99.7% 1.02[1.01,1.03] .
Total (95% CI) 100.0% 1.02[1.01,1.02] + Total (95% CI) 100.0% 1.02[1.01,1.03] +
Heterogeneity: Chi* = 0.03, df = 1 (P = 0.86); I = 0% Heterogeneity: Chi* = 1.93, df = 1 (P = 0.16); I = 48%
Test for overall effect: Z = 6.71 (P < 0.00001) 085 Foagcurs control  Favours CE‘S; 12 Test for overall effect: Z = 6.60 (P < 0.00001) 085 Foa\?uurs control  Favours ca‘s; 12
rs17609940 rs17672135
Odds Ratio Odds Ratio Odds R: Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0121 0046 57% 1.13[1.03,1.24] Burton et al. 2007 0121 0114 06% 1.13[090, 1.41]
Fall etal. 2018 0004 0002 418% 1.00 [1.00, 1.01] " Samani et al. 2007 0021 0031 7.7% 1.02[0.96,1.09]
Lee etal. 2013 0017 0055 4.2% 1.02[0.91,1.13] — Schunkert et al. 2011 0015 0.009 91.7% 1.02[1.00,1.03]
Qietal. 2013 0004 0035 90% 1.00 [0.94, 1.08] —
Schunkert et al. 2011 0029 0005 393% 1.03[1.02, 1.04] - Total (95% CI) 100.0%  1.02[1.00, 1.03]
. . Heterogeneity: Chi? = 0.89, df =2 (P = 0.64); I = 0%
Total (95% Cl) 100.0% 1.02[1.00, 1.05] - Test for overall effect: Z = 1.86 (P = 0.06) a0 1 Fav;[jrs C;fe
Heterogeneity: Tau? = 0.00; Chi? = 27.68, df = 4 (P < 0.0001); I* = 86% obs o + 5
Test for overall effect: 2 = 1.78 (P = 0.07) Favours control  Favours case
rs17678683 rs17843797
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0.09 0.07 0.2% 1.09[0.95, 1.26] Klarin et al. 2017 0.029 0.005 39.0% 1.03[1.02, 1.04] -
Matsunaga et al. 2020 0033 0006 23.9% 1.03[1.02, 1.05] - van der Harst et al. 2018 0029 0004 610% 1.03[1.02,1.04] L]
Nelson et al. 2017 0029 0006 23.9% 1.03[1.02,1.04] -
Nikpay et al. 2015 0041 0007 17.6% 1.04[1.03, 1.06] - Total (95% CI) 100.0% 1.03[1.02,1.04] +
van der Harst et al. 2018 0024 0005 34.4% 1.02[1.01,103] - Heterogeneity: Chi? = 0.00, df = 1 (P = 1.00); I = 0% b oh 1 e
Test for overall effect: Z = 9.28 (P < 0.00001) N -
Total (95% CI) 100.0% 1.03 [1.03, 1.04] + Favours control - Favours case
Heterogeneity: Chit = 4.90, df = 4 (P = 0.30); I = 18% obs =

Test for overall effe

10.38 (P <0.00001)

0.9
Favours control

1.1
Favours case
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rs1800449 rs1800775
Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kiarin et al. 2017 0029 0004 37.9% 1.03[1.02, 1.04] Charmet et al. 2018 0004 0035 0.7% 1.00(0.94,1.08] —
Nelson et al. 2017 0.025 0.005 24.2% 1.03[1.02, 1.04] - van der Harst et al. 2018 -0.018 0.003 99.3% 0.98[0.98, 0.99] .
van der Harst et al. 2018 0019 0004 37.9% 1.02[1.01,103] -
Total (95% CI) 100.0% 098 [0.98, 0.99] .
Total (95% CI) 100.0% 1.02[1.02, 1.03] + Heterogeneity: Chi* = 0.39, df = 1 (P = 0.53); I = 0% ) H 2
Heterogeneity: Chi? = 3.16, df = 2 (P = 0.21); I = 37% YY) o 2 Test for overall effect: Z = 5.97 (P < 0.00001) Favours control - Favours case
Test for overall effect: Z = 9.85 (P < 0.00001) Favours control | Favours cace
rs1801251 rs180803
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] __SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup _log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
Charmet et al. 2018 0.061 0.036 0.7% 1.06[0.99, 1.14] Charmet et al. 2018 0.072 0.186 0.2% 1.07 [0.75, 1.55]
van der Harst et al. 2018 0018 0003 99.3% 1.02[1.01,1.02] | | Han et al. 2017 0027 0028 82% 1.03([0.97,1.09] T
. . Nelson etal. 2017 0072 0.011 534%  1.07[1.05,1.10] =
Total (95% Cl) 100.0%  1.02[1.01,1.02] + Nikpay et al. 2015 0079 0013 382% 1.08[1.05,1.11] -
Heterogeneity: Chi? = 1.42, df = 1 (P = 0.23); I?=29% 0.85 09 1 " 12
Test for overall effect: Z = 6.12 (P < 0.00001) 5 Favours control | Favours cace Total (85% CI) 100.0% 1.07 [1.06, 1.09] Ky
Heterogeneity: Chi = 2.86, df = 3 (P = 0.41); I = 0%
07 085 12 15
Test for overall effect: Z = 8.83 (P < 0.00001) Favours control  Favours case
rs1831733 rs1842896
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup _log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% Cl
Han et al. 2017 0.078 0014 46.7% 1.08[1.05, 1.11] - Hirokawa et al. 2015 0022 0022 468%  0.98[0.94,1.02]
Vuijkovic et al. 2020 0025 0.003 53.3% 1.03[1.02,1.03] [ ] Luetal. 2012 0.057 0009 53.2% 1.06 [1.04, 1.08] u
Total (95% CI) 1000%  1.05[1.00,1.11] (- Total (95% CI) 100.0%  1.02[0.94,1.10] -
Heterogeneity: Tau? = 0.00; Chi? = 13.70, df = 1 (P = 0.0002); I* = 93% o055 o h ) Tau? = 0.00; Chi* = 11.05, df = 1 (P = 0.0009); I* = 91% 07 085 1 15
Test for overall effect: Z = 1.8 (P = 0.06) Favours control | Favours Gase Test for overall effect: Z = 0.51 (P = 0.61) avours control | Favours case
rs186696265 rs1867624
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 021 0016 360% 1.23[1.20,127) - Charmet et al. 2018 0025 0036 03% 0.98[0.91,1.05]
van der Harst et al. 2018 0237 0012 64.0% 1.27[1.24,1.30] ] van der Harst et al. 2018 0016 0002 99.7% 102[1.01,1.02] [ |
Total (95% CI) 100.0% 1.26[1.23,1.28] + Total (95% Cl) 100.0%  1.02[1.01,1.02] +
Heterogeneity: Chi* = 1.82, df = 1 (P = 0.18); I = 45% Heterogeneity: Chi* = 1.29, df = 1 (P = 0.26); I = 23%
Test for overall effect: Z = 23.67 (P < 0.00001) ga"vcurs cifwtm\ Favulrﬁ case s Test for overall effect: Z = 7.95 (P < 0.00001) 085 Foaguurs control  Favours ca‘s; 12
rs1870634 rs1878406
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup _log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0021 0003 356%  1.02[1.02 103] = Charmet et al. 2018 027 0054 51% 1.03[0.92, 1.14] —
Nikpay et al. 2015 0033 0004 288% 103 [1.03,1.04] - Dichgans et al. 2014 0041 0008 434% 1.04[1.03, 1.06] -
van der Harst et al. 2018 0026 0003 356%  1.03[1.021.03] - Fall etal. 2018 0013 0002 515% 1.01[1.01,1.02) [ ]
Total (95% Cl) 1000%  1.03[1.02,1.03] + Total (95% Cl) 100.0%  1.03[1.00,1.05] [
Heterogeneity: Tau? = 0.00; Chi? = 5.79, df = 2 (P = 0.06); I* = 65% Heterogeneity: Tau? = 0.00; Chi? = 11.58, df = 2 (P = 0.003); I = 83%
085 09 11 12 geneity: Tau ) et (P =0.003); . 085 09 1.1 12
Test for overall effect: Z = 8.08 (P < 0.00001) Favours control | Favours case Test for overall effect: Z = 2.01 (P = 0.04) O s control | Favours cace E
rs188378669 rs1883838
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
‘Yamada et al. 2018 (a) -2 0255 47.6% 0.14[0.08,0.22] - Aoki et al. 2011 -0.01 0.024 53.3% 0.99 [0.94, 1.04] L
Yamada et al. 2018 (b) 1699 0243 524% 0.18[0.11,0.29] - Kertai et al. 2015 0241 0069 46.7% 1.27 [1.11, 1.46] —
Total (95% CI) 100.0% 0.16[0.11,0.22] * Total (95% CI) 100.0%  1.11[0.87,1.42] i
;leler'ogene\ly"‘ c:;\ =073, gf4:71gp<:oooggg1\ =0% bt o ry 1000 He1er’ogeneny. T;:’ - 0.03; Chi* = 11,80, df = 1 (P = 0.0006); = 2% o v
‘est for overall effect: .47 (P < 0. ) Favours control  Favours case Test for overall effect: Z = 0.86 (P = 0.39) Favours control - Favours case
rs1892094 rs192210727
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgrou log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgrou log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
y group g g y group g g
Charmet et al. 2018 0033 0035 0.3% 1.03[0.97,1.11] ‘Yamada et al. 2018 (a) 1222 023 39.3% 0.29[0.19,0.46] -
van der Harst et al. 2018 -0.016 0.002 99.7% 0.98[0.98,0.99] [ | Yamada et al. 2018 (b) -1.155 0.185 60.7%  0.32[0.22, 0.45] =
Total (95% CI) 100.0%  0.98 [0.98, 0.99] + Total (95% CI) 100.0%  0.31[0.23,0.41] *
Heterogeneity: Chi* = 1.95, df = 1 (P = 0.16); I = 49% Heterogeneity: Chi = 0.05, df = 1 (P = 0.82); I = 0%
- < 085 09 1 11 12 X 0.005 o1 10 200
Test for overall effect: Z = 7.93 (P < 0.00001) Favours control  Favours case Test for overall effect: Z = 8.19 (P < 0.00001) Favours control  Favours case
rs1924981 rs194937
0dds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% C Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0021 0004 500% 1.02[1.01,1.03] 3 Nelson et al. 2017 0021 0004 500% 1.02[1.01,1.03] L]
Nikpay et al. 2015 0021 0.004 50.0% 1.02[1.01,1.03] l 3 van der Harst et al. 2018 0.016 0.004 50.0% 1.02[1.01,1.02] L g
Total (95% CI) 100.0% 1.02[1.02, 1.03] 4 Total (95% Cl) 100.0% 1.02[1.01,1.02] +
Heterogeneity: Chi? = 0.00, df = 1 (P = 1.00); I = 0% + Chi=0.78, df = 1 (P = 0.38); I = 0% 085 09 I 12
085 09 1 11 12 : <
Test for overall effect: Z = 7.42 (P < 0.00001) Favours control | Favours case Test for overall effect: Z = 6.54 (P < 0.00001) Favours control  Favours case
rs1964272 rs1994016
0dds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0022 0036 1.2% 098[0.91,1.05] — Qietal. 2013 0017 0.029 39.4% 1.02[0.96, 1.08] ——
Nelson et al. 2017 002 0.004 98:8% 1.02[1.01,1.03] | | Reilly etal. 2011 0076 001 60.6% 1.08[1.06, 1.10] L 3
Total (95% Cl) 100.0% 1.02[1.01,1.03] * Total (95% CI) 1000%  1.05[1.00,1.12] -
Heterogeneity: Chi? = 1.34, df = 1 (P = 0.25); I* = 26% o5 o9 e 2 Tau? = 0.00; Chi® = 3.70, df = 1 (P = 0.05); I = 73% 0.85 0.9 o2
Test for overall effect: Z = 4.90 (P < 0.00001) Favours control  Favours case Test for overall effect: 83 (P=007) Favours control - Favours case
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rs199921354 rs2000999
Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Yamada et al. 2018 (a) 2 0255 47.6% 0.14[0.08,0.22] - Matsunaga et al. 2020 0025 0004 500% 1.03[1.02,1.03] 3
‘Yamada et al. 2018 (b) -1699 0243 524% 0.18[0.11,0.29] - van der Harst et al. 2018 0023 0004 50.0% 1.02[1.02,1.03] L g
Total (95% CI) 100.0% 0.16 0.1, 0.22] * Total (95% Cl) 100.0% 1.02[1.02,1.03] +
Heterogeneity: Chi = 0.73, df = 1 (P = 0.39); I = 0% Chi=0.13,df =1 (P =0.72); I = 0%
0001 01 10 1000 085 09 11 12
Test for overall effect: Z = 10.47 (P < 0.00001) Favours control  Favours case Test for overall effect: Z = 8.48 (P < 0.00001) Favours control - Favours case
rs200787930 rs2011559
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Yamada et al. 2018 (a) 2 0255 47.6% 0.14[0.08,0.22] Nelson et al. 2017 0021 0005 455%  102[1.01,1.03] -
‘Yamada et al. 2018 (b) -1699 0.243 524% 0.18[0.11,0.29] -+ van der Harst et al. 2018 0.011 0.004 54.5% 1.01[1.00, 1.02] -
Total (95% CI) 100.0% 0.16[0.11,0.22] * Total (95% CI) 1000%  1.02[1.01,1.03] *
Heterogeneity: Chi? = 0.73, df = 1 (P = 0.39); I = 0% -00; Chi* = 2.4, df =1 (P = 0.12); = 59% 085 09 12
Test for overall effect: Z = 10.47 (P < 0.00001) 0001 Favwg'gom,o‘ Famig case 1000 Test for overall effect: 2 = 312 (P = 0.002) Favours control - Favours case
rs2023938 rs2047009
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratic] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup _log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 006 0057 32%  1.06[0.95,1.19] Dichgans et al. 2014 0025 0006 485%  0.98[0.96,0.99] -
Fall et al. 2018 0.011 0.003 50.0% 1.01[1.01,1.02] L] Fall etal. 2018 0.009 0.001 51.5% 1.01[1.01, 1.01] ]
van der Harst et al. 2018 0.033 0.005 46.7% 1.03[1.02, 1.04] =
Total (95% Cl) 1000% 0.9 [0.96, 1.03] -
Total (95% CI) 100.0%  1.02(1.00,1.04] - Heterogeneity: Tau? = 0.00; Chit = 31.24, df = 1 (P < 0.00001); I = 97% ok b + 7
Heterogeneity: Tau® = 0.00; Chi* = 14.81, df = 2 (P = 0.0006); I = 86% ok o H 2 Test for overall effect: Z = 0.44 (P = 0.66) O s control | Favours coce E
Test for overall effect: 2 = 2.16 (P = " Favours control - Favours case ’
rs2048327 rs2072134
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 00037 27% 1.00 0.93, 1.08] e Yamada et al. 2018 (a) 0233 0089 44.7% 1.26(1.06, 1.50]
Dichgans et al. 2014 0029 0005 37.9% 1.03[1.02, 1.04] - Yamada et al. 2018 (b) 0179 008 553% 1.20[1.02,1.40] —a—
Fall et al. 2018 0013 0002 475% 1.01[1.01,1.02) [ ]
Han etal. 2017 0021 0016 118% 1.02[0.99, 1.05] T Total (95% CI) 100.0% 1.23[1.09,1.38] -
. Heterogeneity: Chiz = 0.20, df = 1 (P = 0.65); I = 0% ) o7 3
Total (95% CI 1000%  1.02[1.01,1.03 = - -
otal ( ) [ | Test for overall effect: .41 (P = 0.0006) Favours control  Favours case
Heterogeneity: Tau? = 0.00; Chi? = 9.13, df = 3 (P = 0.03); I = 67% obs T 2
Test for overall effect: Z = 3.12 (P = 0.002) 52 Favours control | Favours case
rs2074356 rs2075650
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Lee etal. 2013 0152 0023 37.8%  1.16[1.11,122] - Charmet et al. 2018 0131 0048 19.3% 1.14[1.04,1.25] —
Yamada et al. 2018 (a) 0394 0062 303%  1.48[1.31,167) —— Fall etal. 2018 0017 0002 47.5% 1.02[1.01,1.02] -
Yamada et al. 2018 (b) 0246 0055 319%  1.28[1.15,1.42) —— Han et al. 2017 0057 0.026 33.3% 1.06 [1.01, 1.11] ——
Total (95% CI) 100.0% 1.29[1.12,1.49] - Total (95% Cl) 100.0% 1.05 [1.00, 1.11] -
Heterogeneity: Tau? = 0.01; Chi? = 14.59, df = 2 (P = 0.0007); I* = 86% Heterogeneity: Tau = 0.00; Chi* = 7.96, df = 2 (P = 0.02); I* = 75%
0 A 07 085 12 15 ] d d 085 0.9 112
Test for overall effect: Z = 3.57 (P = 0.0004) Favours control  Favours case. Test for overall effect: Z = 1.91 (P = 0.06) o ntrol | Favours case
rs2107595 rs2128739
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Charmet et al. 2018 0.057 0.046 0.2% 1.06[0.97,1.16] — Nikpay et al. 2015 0.029 0.004 36.0% 1.03[1.02,1.04] -
Dichgans et al. 2014 0021 0008 53% 1.02[1.01,1.04] — van der Harst et al. 2018 0032 0003 640% 1.03[103,1.04] u
Han et al. 2017 0021 0016  1.3% 1.02[0.99, 1.05] T
Matsunaga et al. 2020 0.029 0004 21.1% 1.03[1.02, 1.04] - Total (95% CI) 100.0% 1.03[1.03, 1.04] 4+
Nelson et al. 2017 0033 0004 21.1% 1.03[1.03,104] - Heterogeneity: Chi? = 0.36, df = 1 (P = 0.55); I = 0% ook 1 el
Nikpay et al. 2015 0033 0005 13.5% 1.03[1.02, 1.04] - Test for overall effect: Z = 12.88 (P < 0.00001) Favours control | Favours cace
van der Harst et al. 2018 0035 0003 37.5% 1.04[1.03,104] =
Total (95% CI) 100.0% 103 [1.03, 1.04] [
Heterogeneity: Chi? = 4.32, df = 6 (P = 0.63); I= 0%
Test for overall effect: Z = 17.50 (P < 0.00001) 085 08 e control  Favours coen 2
rs2153219 rs216172
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Nelson et al. 2017 0022 0005 39.0% 1.02[1.01,1.03] Charmet et al. 2018 0053 0036 55% 1.05[0.98, 1.13] I
van der Harst et al. 2018 0019 0004 61.0% 1.02[1.01,1.03] L] Fall et al. 2018 0004 0002 303% 1.00 [1.00, 1.01] n
Han etal. 2017 0017 0017 151% 1.02[0.98, 1.05] -
Total (95% Cl) 100.0% 1.02[1.01, 1.03] 4 Leeetal 2013 0.045 0.02 127% 1.05[1.01, 1.09] D
Heterogeneity: Chi* =022, df = 1 (P = 0.64); I = 0% b o o 2 Qietal. 2013 0013 003 73%  099[093,1.05] — T
Test for overall effect: Z = 6.46 (P < 0.00001) Favours control  Favours case Schunkert et al. 2011 0029 0004 291% 1.03[1.02, 1.04] -
Total (95% Cl) 100.0% 1.02[1.00, 1.04] s 3
?eterfogene\ly"‘ T;u :g 00; i?‘ - g gg‘ df =5 (P <0.00001); I = 86% AT A 2
estfor overall effect: 2 =2.14 (P = 0.03) Favours control ~ Favours case
rs220702 rs2241714
Odds Ratio 0Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Random, 95% CI IV, Random, 95% C1 Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Aoki etal. 2011 0066 0.031 522% 1.07[1.01,1.14] Matsunaga et al. 2020 0021 0003 500% 1.02[1.02,1.03]
Kertai et al. 2015 0335 0.089 47.8% 0.72{0.60, 0.85] —a— van der Harst et al. 2018 002 0003 50.0% 1.02[1.01,1.03]
Total (95% CI) 1000%  0.88[0.60,1.31] Total (95% CI) 100.0% 1.02[1.02,1.02] +
Heterogeneity: Tau? = 0.08; Chi? = 18.10, df = 1 (P < 0.0001); I* = 94% o5 - s Chi*=0.06, df =1 (P = 0.81); = 0% 085 09 11 12
Test for overall effect: Z = 0.63 (P = 0.53) Favours conirol | Favours case. Test for overall effect: Z = 9.66 (P < 0.00001) Favours control  Favours case

Page 9 of 20



rs2244608 rs2246833
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Kiarin et al. 2017 0021 0004 180% 1.02[1.01,1.03] - Dichgans et al. 2014 0029 0.006 64.0% 1.03[1.02,1.04]
Matsunaga et al. 2020 0021 0003 320% 1.02[1.02,103] - Wild et al. 2011 0041 0.008 36.0% 1.04([1.03,1.06] -
Nelson et al. 2017 0022 0004 18.0% 1.02[1.01,1.03] -
van der Harst et al. 2018 0022 0003 320% 1.02[1.02,103] - Total (95% CI) 100.0% 1.03[1.02,1.04] *
Heterogeneity: Chi* = 144, df = 1 (P = 0.23); I* = 31%
Total (95% CI) 100.0% 1.02[1.02,1.03] + Test for overall effect: 2 = 6.94 (P < 0.00001) 085 09 11 12
as Cape 209 F2=6 . Favours control - Favours case
Heterogeneity: Chit = 0.09, df = 3 (P = 0.99); I = 0% b % A 2
Test for overall effect: Z = 12.67 (P < 0.00001) B Favours control | Favours cace
rs2246942 rs2252641
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0033 0004 360% 1.03[1.03,104] 3 Charmet et al. 2018 0004 0035 18%  100[0.94,1.08] —
van der Harst et al. 2018 0031 0003 64.0% 1.03[1.03,1.04] u Dichgans et al. 2014 0025 0006 225%  103[1.01,1.04] -
Fall et al. 2018 0004 0002 330%  1.00([1.00,1.01] r
Total (95% CI) 100.0%  1.03 [1.03, 1.04] + Han et al. 2017 0013 0018 58%  101[0.98,1.05]
Heterogeneity: Chi* = 0.16, df = 1 (P = 0.69); I = 0% Py T o > Hirokawa et al. 2015 00023 38%  100[0.96,1.0] —
Test for overall effect: Z = 13.22 (P < 0.00001) B s control | Favours cae van der Harst et al. 2018 0016 0.002 330%  1.02[1.01,1.02] L]
Total (95% Cl) 100.0%  1.01[1.00,1.02] .
?e(?;ﬁgenew(y"'r;:’ :; 902 ;:;“2;,22 Az,sdf: 5 (P =0.0002); *=79% 085 09 11 12
est for overall effect: 2= (= ) Favours control  Favours case
rs2257129 rs2259816
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratic] _SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI
Matsunaga et al. 2020 0033 0006 435% 1.03[1.02, 1.05] - Erdmann et al. 2009 0033 0006 96.2% 1.03[1.02, 1.0]
Nelson et al. 2017 0041 0008 24.5% 1.04[1.03, 1.06] - Qietal. 2013 0064 003 3.8% 1.07[1.01,1.13]
van der Harst et al. 2018 0036 0007 320% 1.04[1.02, 1.05]
Total (95% CI) 100.0%  1.03[1.02,1.05] *
Total (95% CI) 100.0%  1.04 [1.03, 1.04] * Chiz=1.03, df = 1 (P = 0.31); I = 3%
- 2= e =09 i iva 085 09 11 12
Heterogeneity: Chiz = 0.64, df = 2 (P = 0.73); 1= 0% Test for overall effect: Z = 5.81 (P < 0.00001)
Test for overall effect: Z = 9.07 (P < 0.00001) 085 Foafms control | Favours C;S; 12 Favours control - Favours case
rs2306374 rs2315065
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratic] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Hirokawa et al. 2015 033  55% 1.00[0.94, 1.07] Nikpay et al. 2015 0.124 0011 51.9% 1.13[1.11, 1.16] &+
Leeetal. 2013 -0.013 0.006 32.2% 0.99 [0.98, 1.00] - Wei et al. 2018 0.079 0.014 48.1% 1.08 [1.05, 1.11] -
Schunkert et al. 2011 -0.049 0009 267%  0.95[0.94,0.97] ——
van der Harst et al. 2018 -0032 0004 355%  0.97[0.96,0.98] - Total (95% CI) 1000%  1.11[1.06,1.16] -
Heterogeneity: Tau® = 0.00; Chi‘ = 6.39, df = 1 (P = 0.01); I = 84%
Total (95% CI) 100.0% 0.97 [0.96, 0.99] R J Test for overall effect: Z = 4.55 (P < 0.00001) 0.85 09 11 12
Heterogeneity: Tau? = 0.00; Chi* = 13.37, df = 3 (P = 0.004); I = 78% TR Y 2 Favours control - Favours case
Test for overall effect: Z = 3.41 (P = 0.0006) Favours control | Favours case
rs2327429 rs2383206
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup ___log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Matsunaga et al. 2020 0057 0008 459%  1.06[1.04,1.08] - Aoki et al. 2011 0046 0.023 10.3%  1.05[1.00,1.10]
van der Harst et al. 2018 0031 0003 54.1%  1.03[1.03,1.04] u Han et al. 2017 0084 0.014 27.8% 1.09[1.06,1.12] -
N Lee etal. 2013 01 0018 16.8% 1.11[1.07,1.14] —
Total (35% CI) 1000%  1.04[1.02,1.07) - McPherson et al. 2007 0093 0011 451% 1.10[1.07,1.12] -
Heterogeneity: Tau? = 0.00; Chi? = 9.26, df = 1 (P = 0.002); I2 = 89% o oh o 2
Test for overall effect: 2 = 3.31 (P = 0.0009) Favours control - Favours case Total (95% CI) 100.0% 1.09 [1.08, 1.11] *
Heterogeneity: 26); 1= 26%
085 09 112
Test for overall effect: Z = 11.76 (P < 0.00001) Favours control | Favours case
rs2383207 rs246600
Odds Ratio 0Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Han etal. 2017 0081 0014 41.1% 1.08[106,1.11] - Charmet et al. 2018 0009 0035 03% 0.99[0.93,1.06] —
Helgadottir et al. 2007 0097 0012 56.0% 1.10[1.08,1.13] - van der Harst et al. 2018 0021 0002 99.7% 1.02(1.02,1.03] | |
Yamada et al. 2018 (b) 0125 0053  2.9% 1.13[1.02,1.26]
Total (95% CI) 100.0% 1.02[1.02,1.03] 4
Total (95% CI) 100.0% 1.10[1.08, 1.11] * Heterogeneity: Chi* = 0.73, df = 1 (P = 0.39); I = 0% ok ok n 7
Heterogeneity: Chi? = 1.17, df = 2 (P = 0.56); I = 0% 055 09 7 ) Test for overall effect: Z = 10.47 (P < 0.00001) Favours control Favours case
Test for overall effect: Z = 10.16 (P < 0.00001) Favours control | Favours case
rs2487928 rs2505083
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0033 0035 05% 1.03[0.97,1.11] — Dichgans et al. 2014 0029 0006 26.8% 1.03[1.02, 1.04] -
Nikpay et al. 2015 0025 0004 358% 1.03[1.02,1.03] - Fall et al. 2018 0009 0001 323% 1.01[1.01,1.01] =
van der Harst et al. 2018 0024 0003 63.7% 1.02[1.02,1.03] u Hirokawa et al. 2015 0018 0025 69%  0.98(0.94,1.03 — T
Peden et al. 2011 0029 0005 283% 1.03[1.02, 1.04] -
Total (95% CI) 100.0% 1.02[1.02,1.03] + Qietal. 2013 0.004 0.028 58% 1.00 [0.95, 1.06] i —
Heterogeneity: Chi? = 0.10, df = 2 (P = 0.95); I = 0%
Test for overall effect: Z = 10.19 (P < 0.00001) 085 Foa‘vgours control  Favours c;gl 12 Total (95% Cl) 100.0% 1.02 [1.00, 1.03] >
Heterogeneity: Tau? = 0.00; Chi* = 26.72, df = 4 (P < 0.0001); I = 85% ook H 2
Test for overall effect: Z = 2.41 (P = 0.02) Eavours control | Favours cace.
rs2519093 rs2523644
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] __SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI
Charmet et al. 2018 0009 0045 0.5% 0.9 [0.91,1.08] — Yamada et al. 2018 (a) 0246 0047 44.4% 1.28(1.17,1.40] -
Nikpay et al. 2015 0033 0005 388% 1.03[1.02, 1.04] el Yamada et al. 2018 (b) 0201 0042 556% 1.22[1.13,133 -
van der Harst et al. 2018 0.028 0.004 60.7% 1.03[1.02, 1.04] |
Total (95% CI) 100.0% 1.25[1.17,1.33] *
Total (95% Cl) 100.0%  1.03[1.02,1.04] + Heterogeneity: Chi? = 0.51, df = 1 (P = 0.48); I = 0% o5 o7 V)
Heterogeneity: Chi* = 1.36, df = 2 (P = 0.51); I = 0% obs o PP Test for overall effect: Z = 7.06 (P < 0.00001) Favours control  Favours case

Test for overall effect: Z = 9.55 (P < 0.00001)
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rs2571445 rs2596548
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI
Charmet et al. 2018 0021 0036 03% 1.02[0.95,1.10] ‘Yamada et al. 2018 (a) 031 0054 452% 1.36[1.23,152] ——
van der Harst et al. 2018 0018 0.002 99.7% 1.02[1.01,1.02] . ‘Yamada et al. 2018 (b) 0.246 0.049 54.8% 1.28[1.16, 1.41] -
Total (95% CI) 100.0% 1.02[1.01,1.02] + Total (95% CI) 100.0% 1.32[1.23,1.41] L 2
Heterogeneity: Chi* = 0.01, df = 1 (P = 0.93) I = 0% Heterogeneity: Chi* =077, df = 1 (P = 0.38); I = 0%
~ 085 09 1 11 12 05 07 15 2
Test for overall effect: Z = 9,02 (P < 0.00001) Fewours control | Favours case Test for overall effect: Z = 7.58 (P < 0.00001) Favours control - Favours case
rs2616407 rs264
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0021 0004 50.0% 1.02[1.01,103] 3 Charmet et al. 2018 0027 0048 21%  097[0.89,1.07]
van der Harst et al. 2018 0017 0004 50.0% 1.02[1.01,1.03] = Dichgans et al. 2014 0046 0009 235%  105[1.03,1.07) ——
Fall et al. 2018 0013 0004 334%  101[1.01,1.02) -
Total (95% CI) 100.0% 1.02[1.01,1.02] + Hirokawa et al. 2015 0004 0023 7.7%  1.00[0.96,1.05] —
Heterogeneity: Chi* = 050, df = 1 (P = 0.48); I = 0% Py v - - van der Harst et al. 2018 0027 0.004 334%  1.03[1.02,1.04] -
Test for overall effect: Z = 6.72 (P < 0.00001) Favours control Favours case Total (95% CI) 100.0% 102 [1.01, 1.04] ‘
Heterogeneity: Tau® = 0.00; Chi* = 15.39, df = 4 (P = 0.004); I = 74% 0.85 9 1.1 1.2
Test for overall effect: Z = 3.33 ({ 0.0009) Favours control Favours case
rs2681472 rs2727020
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Han et al. 2017 0017 0016 37% 1.02(0.99, 1.05] 5 Nelson et al. 2017 0018 0005 265% 1.02(1.01,1.03]
Nelson etal. 2017 0029 0004 587% 1.03[1.02104] L van der Harst et al. 2018 0013 0003 735% 101[1.01,1.02] L
Nikpay et al. 2015 0033 0005 37.6% 1.03[1.02 1.04] - Total 05% C) 1000 101 (o, 102 ’
‘otal % .0% . .01, 1.
Total (95% CI) 100.0% 1.03 [1.02, 1.04] + ?etsrogeneﬁyncfr;l = 0214, dl; F1'(<F' =0. 39:‘ F=0% 085 09 Y] 12
Heterogeneity: Chi* = 1.08, df = 2 (P = 0.58); I = 0% ) n w est for overall effect: 2 = 5.57 (P < 0.00001) Favours control ~ Favours case
Test for overall effect: Z = 9.81 (P < 0.00001) " Favours control  Favours case -
rs273909 rs2789422
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratic] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Charmet et al. 2018 027 0.057 1.3% 0.97 [0.87, 1.09] — Nelson et al. 2017 -0.018 0.003 50.0% 0.98[0.98, 0.99]
Dichgans et al. 2014 0029 0009 188%  1.03[1.01,1.05] — van der Harst et al. 2018 0013 0003 50.0% 0.9 [0.98, 0.99] L]
Fall etal. 2018 0.004 0.002 27.6% 1.00[1.00, 1.01] .
Han etal. 2017 0013 0033  36%  099[0.93,1.05] — Total (95% Cl) 100.0% 0.98 [0.98, 0.99] +
Nikpay et al. 2015 0025 0006 231%  1.03[1.01,1.04] - Heterogeneity: Chi* = 1.39, df = 1 (P = 0.24); I = 28% YY) " 12
van der Harst et al. 2018 0023 0004 257%  1.02[1.021.03] - Test for overall effect: Z = 7.31 (P < 0.00001) Eovours control | Favours cace ’
Total (95% CI) 100.0% 1.02 [1.00, 1.03] L3
Heterogeneity: Tau? = 0.00; Chi? = 31.16, df = 5 (P < 0.00001); I2 = 84% oks 12
Test for overall effect: Z = 2.59 (P = 0.010) Favours control Favours case
rs2820315 rs2843152
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0086 0202 00% 0.92[0.62,1.36] Nelson et al. 2017 0018 0005 265% 1.02[101,1.03] -
Nelson et al. 2017 0017 0003 30.8% 1.02[1.01,1.02] van der Harst et al. 2018 0018 0003 735% 1.02(1.01,1.02] |
van der Harst et al. 2018 0016 0002 69.2% 1.02[1.01,102]
Total (95% CI) 100.0% 1.02[1.01,1.02] +
Total (95% CI) 100.0% 1.02[1.01,1.02] | Heterogeneity: Chi# = 0.00, df = 1 (P = 1.00); I = 0% Py T - -
Heterogeneity: Chi* = 0.33, df = 2 (P = 0.85); I* = 0% & ob "y " Test for overall effect: Z = 7.00 (P < 0.00001) Favours control | Favours case
Test for overall effect: Z = 9.80 (P < 0.00001) Favours control | Favours case
rs28451064 rs2880099
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Charmet et al. 2018 0.134 0.055 0.3% 1.14[1.03,1.27] Kertai et al. 2015 0.314 0.081 46.1% 1.37 [1.17,1.60]
Klarin et al. 2017 0072 0013  51% 1.07[1.05,1.10] —_ van der Harst et al. 2018 0.026 0.004 53.9% 1.03[1.02, 1.03] m
Nelson et al. 2017 0057 0006 23.8% 1.06[1.05,107] -
Nikpay et al. 2015 0.057 0.007 17.5%  1.06[1.04,1.07] - Total (95% CI) 100.0% 1.17[0.88, 1.55] ——eeaSi———
van der Harst et al. 2018 0052 0004 534% 1.05[1.05,1.06] L] Heterogeneity: Tau* = 0.04; Chi” = 12.61, df =1 (P = 0.0004); = 92% 07 085 12 15
Test for overall effect: Z = 1.11 (P = 0.27) Favours control . Favours case
Total (95% CI) 100.0%  1.06 [1.05, 1.06] []
Heterogeneity: Chit = 4.52, df = 4 (P = 0.34); I = 11%
Test for overall effect: Z = 18.91 (P < 0.00001) O O ontrol Favouscase
rs288187 rs2891168
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Randorm, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0018 0006 30.8% 0.98[0.97,0.99] - Charmet et al. 2018 0064 0035 28%  107[1.00,1.14] 1
van der Harst et al. 2018 -0.014 0.004 69.2% 0.99[0.98, 0.99] [ | Erdmann et al. 2011 0.049 0.006 14.1% 1.05 [1.04, 1.06] -
Han et al. 2017 0087 0014 94%  1.09[1.06,1.12] —
Total (95% Cl) 100.0%  0.98 [0.98, 0.99] + Lee etal. 2013 0.097 0018 7.1% 1.10[1.06, 1.14] —_—
Heterogeneity: Chi* = 031, df = 1 (P = 0.58); I = 0% YT + e Nelson et al. 2017 0076 0.004 152%  1.08[1.07,1.09] -
Test for overall effect: Z = 4.58 (P < 0.00001) Nikpay et al. 2015 0.083 0.005 14.7% 1.09[1.08, 1.10] -
Favours control - Favours case Samani et al. 2007 013 0015  86% 114 [1.11,1.17] —_—
van der Harst et al. 2018 0082 0003 156% 109 [1.08,1.09] -
Wild et al. 2011 0114 0008 129%  142[1.10,1.14] -
Total (95% ClI) 100.0% 1.09 [1.08, 1.10] L 3
Heterogeneity: Tau? = 0.00; Chi? = 59.01, df = 8 (P < 0.00001); 2 = 86% s b o 7
Test for overall effect: Z = 13.40 (P < 0.00001) Favours control Favours case
rs2895811 rs2943634
Odds Ratio 0Odds Ratio 0Odds Ratio 0Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Dichgans et al. 2014 0.037 0.007 18.7% 1.04 [1.02, 1.05] - Kathiresan et al. 2009 -0.027 0.009 34.0% 0.97 [0.96, 0.99] -
Fall et al. 2018 0.004 0.001 24.4% 1.00 [1.00, 1.01] r Samani et al. 2007 0.083 0.016 30.2% 1.09[1.05, 1.12] —
Han et al. 2017 0.004 0.018 8.0% 1.00 [0.97, 1.04] . van der Harst et al. 2018 0.018 0.003 35.8% 1.02[1.01,1.02] -
Qietal. 2013 -0.036 0.029 3.8% 0.96 [0.91, 1.02] 1
Schunkert et al. 2011 0.029 0.005 21.2% 1.03[1.02, 1.04] - Total (95% CI) 100.0% 1.02[0.98, 1.07]
van der Harst et al. 2018 0019 0002 240%  1.02[1.02,1.02] - Heterogeneity: Tau = 0.00; Chi = 40.79, df = 2 (P < 0.00001); = 95% ok wy
Test for overall effect: Z = 1.02 (P = 0.31)
Total (95% CI) 100.0% 1.02[1.01,1.03] - Favours control - Favours case
Heterogeneity: Tau? = 0.00; Chi* = 83.39, df = 5 (P < 0.00001); F = 94% obs w

Test for overall effect: Z = 2.84 (P =

005)
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rs2954029 rs2972146
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] __SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet etal. 2018 0021 0035 22%  1.02[0.95,1.09] Kiarin et al. 2017 0025 0.003 64.0% 1.03[1.02 1.03]
Dichgans et al. 2014 0027 0006 193%  1.03[1.02,1.04] - Nelson et al. 2017 0021 0.004 360% 102[101,103]
Fall etal. 2018 0009 0.002 243%  1.01[1.01,1.01] -
Han et al. 2017 0009 0015 87%  1.01(0.98,1.04] - Total (95% CI) 100.0% 1.02 [1.02, 1.03] +
Nelson et al. 2017 0.025 0.004 22.1% 1.03[1.02, 1.03] - i i = _ - 2= 09
van der Harst et al. 2018 0029 0003 233% 1.03[1.02, 1.04] - ?e'f;"ge"e"yucg‘ . OZiiAé(’BfZ ;‘(po 0%3;:' 1#=0% 085 09 11 12
est for overal effect: 2 = 9.82 ( ) Favours control - Favours case
Total (95% CI) 100.0%  1.02[1.01,1.03] *
Heterogeneity: Tau? = 0.00; Chi* = 39.06, df = 5 (P < 0.00001); I* = 87% oks T 2
Test for overalleffect: Z = 3.81 (P = 0.0001) O Pomvours control | Favours cace -
rs3130683 rs3133293
Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% C1 IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Charmet etal. 2018 0161 0091 06%  0.85[0.71,1.02] F Nelson et al. 2017 0018 0005 265% 0.98(0.97,0.99] -
Nelson et al. 2017 0033 0006 446%  1.03[1.02 1.05] u van der Harst et al. 2018 0013 0003 735% 0.99[0.98,0.99] |
van der Harst et al. 2018 0029 0.004 549%  1.03[1.02,1.04] L]
Total (95% CI) 100.0% 099 [0.98, 0.99] +
Total (95% CI) 100.0%  1.03[1.02,1.04] + Helerogeneity: Chi? = 0.74, df = 1 (P = 0.39); 2= 0% Py T + =
Heterogeneity: Tau® = 0.00; Chi* = 4.72, df =2 (P = 0.09); ' = 58% Test for overall effect: Z = 5.57 (P < 0.00001) -
Test for overall effect: Z = 4.32 (P < 0.0001) O ol Favours e 15 Favours control - Favours case
rs3184504 rs3217992
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% C1 IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Fall etal. 2018 0009 0.004 286%  1.01[1.00, 1.02] fo Charmet et al. 2018 0036 0035 18.8%  1.04[0.97, 1.11] I
Peden etal. 2011 0021 0012 16.1%  1.02[1.00, 1.05] ™ Dichgans et al. 2014 0068 0.007 39.7%  1.07[1.06,1.09] -
Schunkert et al. 2011 0.029 0.006 25.5% 1.03[1.02, 1.04] - Fall et al. 2018 0.021 0.002 41.5% 1.02[1.02, 1.03] L]
van der Harst et al. 2018 0.032 0.003 29.8% 1.03 [1.03, 1.04] -
Total (95% CI) 100.0%  1.04[1.00,1.09] |-
Total (95% CI) 100.0%  1.02[1.01,1.04] * Heterogeneity: Tau? 1.79, df = 2 (P < 0.00001); I = 95% oo VR
Heterogeneity: Tau? = 0.00; Chi* = 21.91, df = 3 (P < 0.0001); I* = 86% Test for overall effect: g E
Test for overall effect: Z = 3.3 (P = 0.0009) 085 08 e control | Favours coe 12 Favours control - Favours case
rs328 rs35146811
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Hu et al. 2016 021 0095 363%  1.23([1.02,1.49] —a— Nelson et al. 2017 0017 0003 50.0% 1.02[1.01,1.02] [
Matsunaga et al. 2020 0029 0005 637%  1.03[1.02,1.04] van der Harst et al. 2018 0015 0003 50.0% 1.02(1.01,1.02] L]
Total (95% CI) 100.0% 1.10[0.93, 1.30] Total (95% CI) 100.0% 1.02[1.01, 1.02] 4
Heterogeneity: Tau® = 0.01; Chi* = 3.62,df = 1 (P = 0.06); I = 72% P E—— P Heterogeneity: Chi = 0.2, df = 1 (P = 0.64); = 0% ok 2
Test for overall effect: Z = 1.09 (P = 0.28) Favours control | Favours case Test for overalleffect: Z = 7.54 (P < 0.00001) Favours control - Favours case
rs35465346 rs35489971
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] __SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI
Nelson et al. 2017 0022 0005 39.0% 0.98(0.97,0.99] Nelson et al. 2017 0022 0005 39.0% 1.02(1.01,1.03]
van der Harst et al. 2018 0.017 0004 61.0% 098[0.98,0.99] van der Harst et al. 2018 0019 0004 61.0% 1.02[1.01,1.03]
Total (95% CI) 100.0% 098 [0.98, 0.99] + Total (95% CI) 100.0% 1.02[1.01,1.03] +
Heterogeneity: Chi? = 0.61, df = 1 (P = 0.43); I* = 0% Heterogeneity: Chi = 0.22, df = 1 (P = 0.64); I* = 0%
o 085 09 Rl 12 0% 085 09 11 12
Test for overall effect: Z = 6.07 (P < 0.00001) Fovours control | Favours cace Test for overalleffect: Z = 6.46 (P < 0.00001) Fovours control | Favours cace
rs35895680 rs3739998
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Nikpay et al. 2015 0025 0004 36.0% 1.03(1.02,1.03] - Erdmann et al. 2011 0061 0.000 476%  1.06(1.04, 1.08] E R
van der Harst et al. 2018 0019 0003 64.0% 1.02[1.01,1.03] u van der Harst et al. 2018 0022 0003 524%  1.02(1.02,1.03] L]
Total (95% CI) 100.0%  1.02[1.02,1.03] + Total (95% CI) 100.0%  1.04[1.00,1.08] |
Heterogeneity: Chi? = 1.44, df = 1 (P = 0.23); 12 = 31% Tau? = 0.00; Chi* = 16.90, df = 1 (P < 0.0001); I* = 94% 085 09 11 12
Test for overall effect: Z = 8.82 (P < 0.00001) O e control | Favours case 2 Test for overall effect: 2= 2.08 (P = 0.04) Favours control - Favours case
rs3782774 rs3782886
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0017 0003 50.0% 1.02(1.01,1.02] [] Aok etal. 2011 0157 0025 17.0%  1.17[1.11,1.23] -
van der Harst et al. 2018 0014 0003 50.0% 1.01[1.01,1.02] L] Hirokawa et al. 2015 0164 002 17.2%  0.85(0.82,0.88] -
Lee etal. 2013 0.146 0.022 17.1% 1.16[1.11,1.21] -
Total (95% CI) 100.0% 1.02[1.01,1.02] + Takeuchi et al. 2012 014 0012 174%  1.15[1.12,1.48] -
Heterogeneity: Chiz = 050, df = 1 (P = 0.48); 2= 0% T A e Yamada et al. 2018 (a) 0412 0058 153%  1.51[1.35,1.69] —
Test for overall effect: Z = 7.31 (P < 0.00001) : Favours control  Favours cas.e ‘Yamada et al. 2018 (b) 023 0.049 15.9% 1.26[1.14,1.39] -
Total (95% CI) 100.0%  1.16[1.02,132] -
Heterogeneity: Tau® = 0.02; Chi* = 230,72, df = 5 (P < 0.00001); I = 98% b5 o 5 7
Test for overall effect: Z = 2.28 (P = 0.02) Eavaurs control | Favours case
rs3798220 rs3809346
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% C1 IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI
Charmet et al. 2018 0131 0139  83%  1.14[0.87,1.50] ODonnell et al. 2011 0036 0012 59% 1.04(1.01,1.06] —
Fall etal. 2018 0.068 0.006 233%  1.07[1.06,1.08] - van der Harst et al. 2018 0022 0003 94.1% 1.02[1.02,1.03]
Lee etal. 2013 -0.032 0006 233% 0.7 [0.96,0.98] -
Schunkert et al. 2011 0179 0.027 21.9% 1.20 [1.13, 1.26] — Total (95% Cl) 100.0% 1.02[1.02, 1.03] +
van der Harst et al. 2018 0204 001 232% 1.23[1.20, 1.25] - Heterogeneity: Chi? = 1.28, df = 1 (P = 0.26); I? = 22%
Test for overall effect Z = 7.84 (P < 0.00001) 0% 0 . 2
Total (95% CI) 100.0% 141 [1.01,1.23] - Favours control - Favours case
Heterogeneity: Tau? = 0.01; Chi* = 456.06, df = 4 (P < 0.00001); I = 99% o =

Test for overall effect: Z = 2.12 (P = 0.03)

0.85 1.2
Favours control - Favours case
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rs3825807 rs383830
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI
Lee etal. 2013 0027 0006 374%  0.97[0.96,0.98] - Burton et al. 2007 0283 007 210%  133[1.16,152]
Qietal. 2013 0029 003 24.8%  1.03[097,109] -1 Samani et al. 2007 0017 0028 367%  1.02[096,107]
Schunkert et al. 2011 0033 0004 37.8%  1.03[1.03,1.04] - Schunkert et al. 2011 0012 0008 423%  1.01[1.00,1.03]
Total (95% CI) 100.0%  1.01[0.96,1.06] —~_— Total (95% CI) 1000%  1.07[0.98,1.17]
Heterogeneity: Tau® = 0.00; Chi* = 69.46, df = 2 (P < 0.00001); I* = 97% o H + 2 Heterogeneity: Tau® = 0.00; Chi* = 14.80, df = 2 (P = 0.0006); I* = 86% o obs = A
Test for overall effect: Z = 0.38 (P = 0.70) Favours control | Favours cace Test for overall effect: Z = 1.58 (P = 0.11) avours control | Favours case
rs3918226 rs3993105
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% C Study or Subgroup _log[Odds Ratio] _ SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI
Charmet et al. 2018 0046 0065 19%  0.96[0.84,1.08] — Charmet et al. 2018 0013 0039 1.0% 1.01[0.94,1.09]
Fall etal. 2018 0.013 001 227% 1.01(0.99, 1.03 ™ Nelson et al. 2017 0.02 0.004 99.0% 1.02[1.01, 1.03] [ |
Nelson et al. 2017 0053 0.008 252%  1.05[1.04,1.07] -
Nikpay et al. 2015 0.057 001 22.7% 1.06 [1.04, 1.08] —— Total (95% Cl) 100.0% 1.02[1.01,1.03] e
van der Harst et al. 2018 0.053 0.006 27.5% 1.05[1.04, 1.07] - Heterogeneity: Chi? = 0.03, df = 1 (P = 0.86); I = 0% ot o5 H =
Total (95% CI) 100.0%  1.04[1.03,1.06] - Test for overall effect: Z = 5.01 (P < 0.00001) Favours control - Favours case
Heterogeneity: Tau? = 0.00; Ch* = 16.17, df = 4 (P = 0.003); I = 75% T n 2
Test for overalleffect: Z = 4.66 (P < 0.00001) 52 Favours control | Favours case :
rs41272114 rs421329
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0056 001 39.0% 0.95[0.93,0.96] Nelson et al. 2017 0018 0003 50.0% 0.98[0.98, 0.99] []
van der Harst et al. -0.05 1.0% 5 (0.94,0.97] van der Harst et al. -0.015 3 50.0%  0.99 (0.98, 0.99]
2018 005 0.008 61.0% 0.95[0.94, 0.9 -+ 2018 0015 0003 50.0% 0.9 [0.98, 0.9 []
Total (95% CI) 100.0%  0.95[0.94, 0.96] > Total (95% CI) 100.0% 0.98 [0.98, 0.99] +
Heterogeneity: Chi* = 0.22, df = 1 (P = 0.64); I = 0% obs 2 Heterogeneity: Chi* = 050, df = 1 (P = 0.48); I = 0% ks 7
Test for overall effect: Z = 8.38 (P < 0.00001) Favours control Favours case Test for overall effect: Z = 7.78 (P < 0.00001) Favours control  Favours case
rs4244285 rs425105
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Verma et al. 2020 0029 0032 88.1% 1.03[0.97,1.10] — Nelson et al. 2017 0021 0004 500% 1.02[101,1.03] 3
Zhong et al. 2017 0006 0087 119% 0.99[0.84,1.18] van der Harst et al. 2018 0017 0004 50.0% 1.02(1.01,1.03] =
Total (95% CI) 100.0% 1.03 [0.97, 1.09] el Total (95% Cl) 100.0% 1.02[1.01,1.02] +
Heterogeneity: Chi* = 0.14, df = 1 (P = 0.71); 1= 0% +—+ + + Chit =050, df = 1 (P = 0.48); I = 0% o -
Test for overall effect: Z = 0.83 (P = 0.41) OF‘:fufr:mmm Fawu:;case 12 Tast for overall effect: Z = 6.72 (P < 0.00001) Favours control - Favours case
rs4252120 rs4252185
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio]  SE Weight IV, Random, 95% Cl IV, Random, 95% CI Study or Subgroup __log[Odds Ratio]  SE_Weight IV, Fixed, 95% CI v, , 95% Cl
Charmet et al. 2018 0041 0038 30%  096[0.89,1.03] T Charmet et al. 2018 0061 0064 52% 1.06[0.94,1.20]
Dichgans et al. 2014 0032 0006 28.2%  1.03[1.02,1.04] - Wei et al. 2018 0093 0015 948% 1.10[1.07,1.13] E 3
Fall etal. 2018 0009 0002 350%  1.01[1.01,1.01] -
van der Harst et al. 2018 0024 0003 338%  1.02[1.021.03] - Total (95% CI) 100.0% 110 [1.06, 1.13] S
Total (95% CI) 100.0%  1.02[1.01,1.03] > ?elfrgene‘ly;‘ C:;iz T ngédzf; ; ipuzozgs:: 1=0% 0.85 0. 11 12
Heterogeneity: Tau? = 0.00; Chi® = 28.19, df = 3 (P < 0.00001); I = 89% 085 0% ] 2 estforoverall effect: 2= (¢ : ) Favours control - Favours case
Test for overall effect: Z = 2.80 (P = 0.005) Favours control Favours case
rs4299376 rs4380028
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio]  SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 -0.025 0.004 36.0% 0.98[0.97, 0.98] - Peden et al. 2011 0.029 0.005 26.3% 1.03[1.02, 1.04] -
van der Harst et al. 2018 0025 0003 64.0% 0.98[0.97,0.98] u Qietal. 2013 0 003 07% 1.00[0.94,1.06] —
van der Harst et al. 2018 0.026 0.003 73.0% 1.03[1.02,1.03] .
Total (95% Cl) 100.0% 0.98 [0.97, 0.98] 4
Heterogeneity: Chiz = 0.00, df = 1 (P = 1.00); I = 0% b ok H v Total (95% CI) 100.0% 1.03[1.02,1.03] +
Test for overall effect: Z = 10.42 (P < 0.00001) B Favours control | Favours cace Heterogeneity: Chi* = 1.06, df = 2 (P = 0.59); I = 0% ok ok " 7
Test for overall effect: Z = 10.38 (P < 0.00001) Favours control  Favours case
rs4420638 rs445925
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Fixed, 95% Cl IV, Fixed, 95% CI
Charmet et al. 2018 0079 0044 06% 1.08[0.99, 1.18] 7 Charmet et al. 2018 006 0.05 0.1% 0.94[0.84,1.05]
Nikpay et al. 2015 0041 0006 306% 1.04[1.03, 1.05] - Fall etal. 2018 0017 0002 99.9% 1.02[1.01,1.02] | |
van der Harst et al. 2018 004 0004 68.8% 1.04[1.03,1.05] n
Total (95% CI) 100.0% 1.02[1.01,1.02) [
Total (95% Cl) 100.0% 1.04 [1.03, 1.05] 4 Chi=1.89, df = 1 (P = 0.17); = 47%
Heterogeneity: Chi* = 0.79, df = 2 (P = 0.67); I*=0% Test for overall effect: Z = 8.46 (P < 0.00001) 085 09 1 " 12
Test for overall effect: Z = 12.21 (P < 0.00001) 085 Foévgours control | Favours c;Sl 12 Favours control - Favours case
rs46522 rs4773141
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Fall et al. 2018 0.004 0.002 35.0% 1.00 [1.00, 1.01] . Nelson et al. 2017 0.025 0.004 36.0% 1.03[1.02,1.03] -
Han et al. 2017 0009 0016 142%  1.01(0.98,1.04] I van der Harst et al. 2018 0026 0003 64.0% 1.03[1.02,1.03] u
Lee etal. 2013 0021 0018 122%  1.02[099,1.06] R
Qietal. 2013 0029 0029 6.0% 1.03[0.97, 1.09] -1t Total (95% Cl) 100.0% 1.03[1.02,1.03] +
Schunkert et al. 2011 0025 0004 327%  1.03[102,1.03] - Heterogeneity: Chi* = 0.04, df = 1 (P = 0.84); I = 0% b oh 1 e
Test for overall effect: Z = 10.68 (P < 0.00001) : -
Total (95% CI) 100.0%  1.02[1.00,1.03] > Favours control Favours case
Heterogeneity: Tau? = 0.00; Chi* = 23.06, df = 4 (P = 0.0001); I = 83% obs 2

Test for overall effect: Z = 1.95 (P = 0.05)

0.9 11
Favours control  Favours case
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rs4773144 rs4845625
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0004 0036 5.1% 1.00 [0.94, 1.08] — Dichgans et al. 2014 0025 0006 249%  103[101,1.04] -
Dichgans et al. 2014 0033 0007 228% 1.03 [1.02, 1.05] - Fal et al. 2018 0004 0001 325%  1.00([1.00,1.01] -
Fall et al. 2018 0004 0002 26.1% 1.00 [1.00, 1.01] - Han et al. 2017 0009 0015 109%  1.01[0.98,1.04]
Lee etal. 2013 0049 0017 13.7% 1.05 [1.02, 1.09] —_— van der Harst et al. 2018 0019 0002 31.7%  1.02(1.021.02] =
Qietal 2013 -0.018 0.029 7.1% 0.98 [0.93, 1.04] - 1 ,, o
Schunkert et al. 2011 0029 0004 252%  1.03[102,1.04] - Total (95% CI) 100.0%  1.01[1.00,1.03] hd
Heterogeneity: Tau? = 0.00; Chi? = 53.82, df = 3 (P < 0.00001); 2 = 94% 3% s H 2
Total (95% CI) 100.0% 1.02[1.00, 1.04] L 2 Test for overall effect: Z = 2.39 (P = 0.02) Favours control - Favours case :
Heterogeneity: Tau® = 0.00; Chi* = 48.39, df = 5 (P < 0.00001); I* = 90% obs 2
Test for overall effect: Z = 2.38 (P = 0.02) Favours control | Favours cace
rs4977574 rs501120
Odds Ratio 0Odds Ratio 0Odds Ratio 0Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Erdmann et al. 2011 0.049 0.006 7.9% 1.05[1.04, 1.06] - Charmet et al. 2018 0.072 0.054 3.2% 1.07 [0.97, 1.19] T
Fall etal. 2018 0.025 0.001 8.1% 1.03[1.02, 1.03] " Dichgans et al. 2014 0.036 0.008 21.6% 1.04 [1.02, 1.05] -
Han et al. 2017 0.037 0.005 7.9% 04 [1.03, 1.05] - Fall et al. 2018 0.009 0.002 24.7% 1.01[1.01,1.01] -
Hirokawa et al. 2015 -0.086 0.019 6.4% 0.92[0.88, 0.95] Han et al. 2017 0.022 0.016 15.5% 1.02 [0.99, 1.05] T
Kathiresan et al. 2009 0107 0009 76%  1.11[1.09,1.13] — Samani et al. 2007 0124 0023 111%  1.13[1.08,1.18] —_—
Lee etal. 2013 01 0018 66%  1.11[1.07,1.14] — van der Harst et al. 2018 0034 0.004 24.0%  1.03[1.03,1.04] -
Letre et al. 2011 0072 0052 28%  1.07[0.97,1.19] —
Peden etal. 2011 0.079 0.008 7.7% 1.08 [1.07, 1.10] - Total (95% CI) 100.0% 1.04[1.02, 1.06] -
Qietal 2013 0.045 0.029 51% 1.05[0.99, 1.11] T 62.00, df = 5 (P < 0.00001); I 2% 085 09 11 12
Reilly etal. 2011 0025 0024 57%  103[0.98,1.07] - Favours control - Favours case
Samani et al. 2007 013 0016  68%  1.14[1.10,1.18] —
Schunkert et al. 2011 0111 0011  7.4%  142[1.09,1.14] —
van der Harst et al. 2018 0078 0002 80%  1.08[1.08,1.09] .
Wild et al. 2011 0.114 0.008 77% 1.12[1.10, 1.14] -
Yamada et al. 2018 (b) 0.155 0.037 41% 1.17 [1.09, 1.26]
Total (95% Cl) 100.0% 1.07 [1.05, 1.09] L 3
Heterogeneity: Tau? = 0.00; Chi* = 889,52, df = 14 (P < 0.00001); I = 98% b PR
Test for overall effect: Z = 6.38 (P < 0.00001) Eavours control | Favours case
rs507666 rs514659
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% C1 Study or Subgroup __log[Odds Ratio] _SE Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Matsunaga et al. 2020 0057 001 17.2%  1.06(1.04,1.08] —— Qietal. 2013 0049 0029 211% 1.05[0.99, 1.11] EE——
Nelson etal. 2017 0033 0004 380%  1.03[1.03,1.04] - Reilly etal. 2011 0083 0015 789% 1.09[1.06,1.12] -
van der Harst et al. 2018 0.032 0.003 42.3% 1.03[1.03, 1.04] L]
Yamada et al. 2018 (b) 0083 0032 25% 1.09[1.02, 1.16] Total (95% CI) 100.0%  1.08 [1.05, 1.11] <>
< Chi=1.08,df=1(P= = 8%
Total (95% CI) 1000%  1.04[1.03,1.05] * ?::;2?903:2";;61 ‘Z‘]:B‘sc’efg (;LO O%ng')' 8% 085 0.9 1M 12
Heterogeneity: Tau? = 0.00; Chi* = 8.14, df = 3 (P = 0.04); I = 63% Py Fa—s H 2 : . Favours control - Favours case
Test for overall effect: Z = 7.38 (P < 0.00001) 52 vours control | Favours cace :
rs515135 rs518394
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio]  SE Weight IV, Random, 95% CI IV, Random, 95% Cl Study or Subgroup __log[Odds Ratio]  SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Dichgans et al. 2014 0027 0008 229%  1.03[1.01,1.04] - Samani et al. 2007 0093 0015 221% 1.10[1.07,1.13] —=—
Fall etal. 2018 0009 0004 353%  1.01[1.00,1.02] il Wild et al. 2011 0072 0008 77.9% 1.07[1.06,1.09] L
Han etal. 2017 00020 34%  1.00[0.94,106] —
van der Harst et al. 2018 0024 0003 384%  1.02([1.02,1.03] = Total (95% CI) 100.0%  1.08 [1.06, 1.09] *
Total (95% CI) 100.0%  1.02[1.01,1.03] * ?:?7;?:2‘::\] Z;‘e; 125:31 g’g:;iz%gﬁ% =34% 085 09 o2
Heterogeneity: Tau? = 0.00; Chi? = 10.45, df = 3 (P = 0.02); I =71% 085 09 ) 12 Favours control Favours case
Test for overall effect: Z = 3.33 (P = 0.0009) a Favours control Favours cas‘e -
rs523096 rs55730499
0Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Samani et al. 2007 0.086 0.015 17.9%  1.09 [1.06, 1.12] ‘.‘* ﬁ*‘:’"‘e"e'f'z» ;1“5*5 g"‘)ig D;fﬁ: 3‘;2“? : “)Z {“)?Z :f% - -
Wild et al. 2011 0079 0007 821% 1.08[1.07,1.10] ikpay et al % ,
van der Harst et al. 2018 0.146 0.006 35.9% 1.16[1.14,1.17] -
Total (95% CI) 100.0%  1.08 [1.07, 1.10] * Wei etal. 2018 0086 0015 27.0% 1.09[1.06, 1.12] =
Tess o avera ffeck 2 < 1265 5 < 000001 085 09 T 12 Total (95°% CI) 1000% 1430140, 1.16] -
st for overall effect: Z = ( ) Favours control - Favours case Heterogeneity: Tau? = 0.00; Chi’ = 14.51, df = 3 (P = 0.002); ' = 79% k5 00 T2
Test for overall effect: Z = 8.6 (P < 0.00001) Favours control | Favours case
rs55940034 rs56062135
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Han et al. 2017 0021 0024 27% 1.02[0.97,1.07] — Charmet et al. 2018 0029 0042 25%  103[0.95,1.12)
Matsunaga et al. 2020 0.025 0.004 97.3% 1.03[1.02, 1.03] . ’Fwal:e‘ al. 201‘8| 2020 gggg g-ggl ig g"fv 1 g; H g;‘ : g:} " -
latsunaga et al. . % 3
Total (95% CI) 100.0% 1.03[1.02,1.03] * Nikpay et al. 2015 0029 0.005 229%  1.03[1.021.04] -
Heterogeneity: Chi? = 0.03, df = 1 (P = 0.87); I = 0% ot e T van der Harst et al. 2018 0.028 0.003 24.8% 1.03[1.02, 1.03] -
Test for overall effect: Z = 6.31 (P < 0.00001) Eavours control | Favours case Total (35% G 1000% 1020101, 1.08] -
Heterogeneity: Tau? = 0.00; Chi? = 76.23, df = 4 (P < 0.00001); 2 = 95% b o A 2
Test for overall effect: Z = 3.48 (P = 0.0005) Favours control - Favours case
rs56131196 rs56210063
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Matsunaga et al. 2020 0037 0.004 61.0% 1.04[1.03,1.05] [ ] Nelson et al. 2017 0029 0007 424% 1.03(1.02,1.04] -
Nelson et al. 2017 0029 0.005 39.0% 1.03[1.02,1.04] - van der Harst et al. 2018 0025 0006 57.6% 1.03[101,1.04] =
Total (95% CI) 100.0% 1.03[1.03,1.04] + Total (95% CI) 100.0% 1.03[1.02, 1.04] *
Heterogeneity: Chi? = 1.56, df = 1 (P = 0.21); I* = 36% Chi?=0.19, df = 1 (P = 0.66); I*= 0% 085 09 11 12
Test for overall effect: Z = 10.85 (P < 0.00001) O8O econtol Favourscas 0 Test for overall effect: Z = 5.86 (P < 0.00001) " Favours conirol - Favours case ’
rs56289821 rs56313611
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI v, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Charmet et al. 2018 0041 0057 05% 1.04[0.93, 1.16] Nelson et al. 2017 0027 0006 30.8% 0.97[0.96,0.98]
Nikpay et al. 2015 0057 0007 336% 1.06[1.04,1.07) - van der Harst et al. 2018 0023 0004 69.2% 0.98[0.97,0.98]
van der Harst et al. 2018 0059 0005 65.9% 1.06[1.05,107] =
Total (95% CI) 100.0% 0.98 [0.97, 0.98] +
Total (95% CI) 100.0%  1.06 [1.05, 1.07] L4 Heterogeneity: Chi* = 0.31, df = 1 (P = 0.58); I = 0% ok 2
Heterogeneity: Chi* = 0.15, df = 2 (P = 0.93); I = 0% obs ey Test for overall effect: Z = 7.28 (P < 0.00001) Favours control | Favours case

Test for overall effect: Z = 14.35 (P < 0.00001)

0.9 11
Favours control - Favours case
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rs56336142

rs56393506

Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] _SE_Weight _1IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0017 0043  1.3% 1.02[0.93,1.11] — Matsunaga et al. 2020 0061 0.005 80.0% 1.06[1.05,1.07]
Han et al. 2017 0027 0021 53% 1.03[0.99,1.07] I Wei etal. 2018 0049 001 20.0% 1.05[1.03,1.07]
Nikpay et al. 2015 0029 0.005 93.4% 1.03[1.02, 1.04] | | .
Total (95% CI) 100.0% 1.06 [1.05, 1.07]
Total (95% CI) 100.0%  1.03[1.02, 1.04] * Heterogeneily: Chi? = 1.15, df = 1 (P = 0.28); I = 13%
085 09 11 12
Heterogeneity: Chit = 0.08, df = 2 (P = 0.96); I = 0% s - - Test for overall effect: Z = 13.10 (P < 0.00001) e urs control | Favours cae
Test for overall effect: Z = 5.95 (P < 0.00001) O oours control | Favours cace :
rs564398 rs571353
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI WV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Samani et al. 2007 01 0016 200% 1.11[1.07,1.14] —— Nelson et al. 2017 0018 0005 26.5% 098 [0.97,0.99] -
Wild et al. 2011 0083 0.008 800% 109[1.07,110] ] van der Harst et al. 2018 -0.019 0003 735% 098 [0.98,0.99] | |
Total (95% CI) 100.0% 1.09 [1.08, 1.11] * Total (95% CI) 100.0%  0.98 [0.98, 0.99] 4
Heterogeneity: Chiz = 0.90, df = 1 (P = 0.34); I = 0% b ok T Chi* =003, df = 1 (P = 0.86); I=0% 085 09 K] 12
Test for overall effect: Z = 12.07 (P < 0.00001) Eavours control | Favours case Test for overall effect: 2 =7.28 (P < 0.00001) Favours control - Favours case
rs579459 rs590121
Odds Ratio Odds Ratio 0dds Ratio 0dds Ratio
Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Random, 95% Cl IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% Cl IV, Random, 95% CI
Fall et al. 2018 0.004 0.002 34.4% 1.00 [1.00, 1.01] .- Charmet et al. 2018 -0.097 0.04 43.9% 0.91[0.84, 0.98]
Lee etal. 2013 0033 0019 214% 103 [1.00,1.07] —— van der Harst et al. 2018 0017 0.003 56.1%  1.02[1.01,1.02] ]
Qietal. 2013 0017 0034 116%  102[0.95,1.09] —_— Tota 057 <1 0o 0971087, 108 .
Schunkert et al. 2011 0041 0.006 326% 104 [1.03,1.05] - otal (95% 0% 0.97[0.87, 1. i
Heterogeneity: Tau? = 0.01; Chi? = 8.08, df = 1 (P = 0.004); I> = 88% 07 0.85 18
Total (95% C1) 1000%  1.02[1.00,1.05] - Test for overall effect: Z = 0.58 (P = 0.56) Favours control - Favours case ’
Heterogeneity: Tau? = 0.00; Chi = 36.05, df = 3 (P < 0.00001); = 92% YY) T+ e
Test for overall effect: Z = 1.67 (P = 0.09) Favours control Favours case
rs59898454 rs599839
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% C1
Nelson et al. 2017 0.066 0.014 33.8% 1.07[1.04, 1.10] —u— Lee etal. 2013 0127 004 126%  1.14[105,123] —
van der Harst et al. 2018 004 001 662% 1.04[1.02, 1.06] - O'Donnell et al. 2011 0039 0013 260%  104[1.01,1.07] -
‘Samani et al. 2007 0.111 0.019 22.8% 1.12[1.08, 1.16] -
Total (95% CI) 100.0% 1.05[1.03,1.07] - Schunkert et al. 2011 0045 0007 286%  1.05[1.03,1.06] -
Heterogeneity: Chi? = 2.28, df = 1 (P = 0.13); I = 56% s e = Yamada et al. 2018 (b) 0174 0048 10.1%  1.19[1.08,1.31] —_—
Test for overall effect: Z = 6.00 (P < 0.00001) Favours control  Favours case Total (95% C1) 1000% 1090105, 1131 -
Heterogeneity: Tau? = 0.00; Chi = 21.56, df = 4 (P = 0.0002); I = 81% & ok ¥y
Test for overall effect: Z = 4.37 (P < 0.0001) Favours control Favours case
rs602633 rs6129767
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE Weight IV, Random, 95% CI 1V, Random, 95% C1 Study or Subgroup log[Odds Ratio]  SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Dichgans et al. 2014 -0.046 0.007 29.7% 0.96 [0.94, 0.97] Ll Nelson et al. 2017 0.017 0.004 36.0% 1.02[1.01,1.03] -
van der Harst et al. 2018 0049 0003 328%  0.95[0.95,096] . van der Harst et al. 2018 0017 0.003 64.0% 1.02[1.01, 1.02] u
Vujkovic et al. 2020 -0.022 0.002 33.2% 0.98 [0.97, 0.98] L}
Yamada et al. 2018 (b) 0194 005 43% 0.82(0.75,0.91] _— Total (95% CI) 100.0%  1.02[1.01, 1.02] 4
Heterogeneity: Chi? = 0.00, df = 1 (P = 1.00); I# = 0%
Total (95% Cl) 1000%  0.96[0.93, 0.98] * Test for overall effect: Z = 7.08 (P < 0.00001) 085 Foafours control  Favours c;é; 2
Heterogeneity: Tau? = 0.00; Chi? = 71.43, df = 3 (P < 0.00001); I = 96% e s - 7
Test for overall effect: Z = 4.07 (P < 0.0001) Favo ol Favours ose
rs61734696 rs62076439
Odds Ratio Odds Ratio Odds Ratio 0Odds Ratio
Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Yamada et al. 2018 (a) 2 0255 50.0% 0.14[0.08,0.22] - Nelson et al. 2017 0021 0.003 50.0% 1.02(1.02, 1.03] L]
Yamada et al. 2018 (b) 1699 0.255 500% 0.18[0.11,0.30] - van der Harst et al. 2018 0021 0.003 50.0% 1.02[1.02, 1.03) L]
Total (95% CI) 100.0%  0.16[0.11,0.22] » Total (95% CI) 100.0% 1.02[1.02, 1.03] ’

Heterogeneity: Chi? = 0.70, df = 1 (P = 0.40); I = 0% Chi*=0.00, df =1 (P = 1.00); I = 0% 085 09 K] 12
Test for overall effect: Z = 10.26 (P < 0.00001) 00T ool Favouccase T ° Test for overalleffect: Z = 9.90 (P < 0.00001) 5 avours control | Favours cace :
rs62253653 rs629301

Odds Ratio Odds Ratio Odds Ratio Odds Ratio

tudy or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI tudy or Subgroup log[Odds Ratio] eight IV, Random, 95% , Random, 95%
st s o s % Cl % Cl Study or Suby log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% C1
Nelson et al. 2017 0.018 0.003 50.0% 1.02[1.01,1.02] Lettre et al. 2011 0.037 0.032 53.3% 1.04[0.97,1.10]
van der Harst et al. 2018 0012 0.003 50.0% 1.01[1.01,1.02] Yamada et al. 2018 (b) 0187 005 467%  121[1.09,1.33] —-—
Total (95% CI) 100.0% 1.02[1.01,1.02] ‘. Total (95% CI) 1000%  1.11[0.96, 1.29]
Heterogeneity: Chit = 2.00, df = 1 (P = 0.16); I = 50% Tau? = 0.01; Chiz = 6.38,df = 1 (P = 0.01); I = 84% +
} : X 05 07 1 15 2
Test for overall effect: Z = 7.07 (P < 0.00001) 085 08 contol Favourscnn 2 Test for overall effect: Z = 143 (P = 0.15) o s control | Favours cace
rs634552 rs643319

Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI Study or Subgroup _log[Odds Ratio] __SE_Weight _IV, Random, 95% CI IV, Random, 95% C1
Nelson et al. 2017 0.021 0.005 30.0% 1.02(1.01, 1.03] - Samani et al. 2007 0097 0.016 38.6%  1.10(1.07,1.14]
van der Harst et al. 2018 0.025 0.004 61.0% 1.03[1.02, 1.03] = Wild et al. 2011 0068 0.008 614% 1.7 [1.05,1.09] -
Total (95% CI) 100.0% 1.02[1.02, 1.03] 3 Total (95% CI) 100.0%  1.08[1.05,1.11] -
Heterogeneity: Chi? = 0.39, df = 1 (P = 0.53); I?= 0% 0.85 12 Heterogeneity: Tau? = 0.0 hiz = 2,63, df = 1 (P =0.10); I = 62% 085 12

Test for overall effect:

=7.50 (P <0.00001)

0.9 11
Favours control - Favours case

Test for overall effect: 61 (P <0.00001)

Page 15 of 20

0.9
Favours control - Favours case



rs643434 rs646776
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Matsunaga et al. 2020 0.021 0.003 52.8% 1.02[1.02, 1.03] . Fall etal. 2018 0.025 0.005 16.5% 1.03[1.02, 1.04] -
Reilly et al. 2011 0079 0014 47.2%  1.08[1.05,1.11] - Han et al. 2017 0049 0027 96%  1.05[100,111] —
Hirokawa et al. 2015 0108 0037 7.0%  090(0.83,097) —_—
Total (95% CI) 100.0%  1.05[0.99,1.11] Kathiresan et al. 2009 0068 0012 14.7% 1.07[1.05,1.10] -
Heterogeneity: Tau? = 0.00; Chiz = 16.41, df = 1 (P < 0.0001); I = 94% o7 obs e e Kiarin et al. 2017 0068 0011 150%  1.07[1.05,109] -
Test for overall effect: Z = 1.67 (P = 0.09) Favours control  Favours case Peden et al. 2011 0.057 001 15.3% 1.06 [1.04, 1.08] -
Qietal. 2013 0083 0036 7.2% 1.091.01,1.17] —_—
Reilly etal. 2011 0029 002 9.9%  1.03[0.98,108] —
‘Yamada et al. 2018 (b) 0.187 0.05 4.7% 1.21[1.09, 1.33]
Total (95% CI) 100.0% 1.05[1.02, 1.08] <>
Heterogeneity: Tau? = 0.00; Chi* = 50.17, df = 8 (P < 0.00001); I* = 84% o7 3% ) Py
Test for overall effect: Z = 3.76 (P = 0.0002) Favoure control | Favours case
rs6475606 rs6494488
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _ SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Acki etal. 2011 0042 0025 20.1% 1.04[0.99, 1.10] F— Charmet et al. 2018 0004 0052 0.3% 1.00[0.90, 1.10] —
Erdmann etal. 2011 0045 0006 255% 1.05[1.03, 1.06] - van der Harst et al. 2018 0019 0003 99.7% 1.02[1.01,1.03] | |
Lettre et al. 2011 0299 0088  56% 1.35[1.13, 1.60]
Samani et al. 2007 0.127 0.015 23.5% 1.14[1.10,1.17) - Total (95% Cl) 100.0% 1.02[1.01,1.03] 4
Wild etal. 2011 0111 0008 252% 1.12[1.10,1.14] - Heterogeneity: Chi* =0.19, df = 1 (P = 0.66); I*= 0% 085 09 T 12
Test for overall effect: Z = 6.32 (P < 0.00001) Favours control  Favours case -
Total (95% CI) 100.0% 1.10 [1.05, 1.15] L 2
Heterogeneity: Tau? = 0.00; Chi* = 65.41, df = 4 (P < 0.00001); I* = 94% o = A
Test for overall effect: Z = 4.01 (P < 0.0001) Favours control - Favours case
rs6504218 rs6511720
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 0017 0004 360% 1.02[1.01,1.03] Letre etal. 2011 0004 0051 05% 1.00(0.91,1.11] —
van der Harst et al. 2018 0017 0003 64.0% 1.02[1.01,102] Nelson et al. 2017 0056 0005 49.8%  095[0.94,0.95] -
van der Harst et al. 2018 0057 0005 49.8%  0.94[0.94,0.95] -
Total (95% CI) 100.0% 1.02[1.01,1.02) +
Heterogeneity: Chi? = 0.00, df = 1 (P = 1.00); I = 0% AT A e Total (95% Cl) 100.0%  0.95 [0.94, 0.95] +
Test for overall effect: Z = 7.08 (P < 0.00001) ™ Favours control  Favours case Heterogeneity: Chi* = 1.42, df = 2 (P = 0.49); I* = 0% o055 00 H )
Test for overall effect: Z = 15.94 (P < 0.00001) Favours control - Favours case
rs6538176 rs6544713
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratic] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0.021 0.004 457% 1.02[1.01, 1.03] e Dichgans et al. 2014 0.025 0.007 22.9% 1.03[1.01, 1.04]
van der Harst et al. 2018 0.012 0.003 54.3% 1.01[1.01,1.02] L] Fall et al. 2018 0.009 0.002 386% 1.01[1.01,1.01]
Hirokawa et al. 2015 0284 0623 00%  075[0.22,25]
Total (95% CI) 100.0% 1.02[1.01,1.03] * van der Harst et al. 2018 0021 0.002 38.6% 1.02[1.02, 1.03) "
Heterogeneity: Tau® = 0.00; Chi* = 3.24, df = 1 (P = 0.07); I = 69% obs o H 2
Test for overalleffect: Z = 3,69 (P = 0.0003) e s contral | Favours cace : Total (95% CI) 1000%  1.02[1.01,1.03]
Heterogeneity: Tau® = 0.00; Chi? = 20.19, df = 3 (P = 0.0002); I = 85% o2 o5 + +
Test for overall effect: Z = 3.43 (P = 0.0006) Favours control Favours case
rs657152 rs663129
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI
Hirokawa et al. 2015 006 0019 352% 0.94[091,0.98] —a— Charmet et al. 2018 0004 0041 47% 1.000.93, 1.09] —
Reilly et al. 2011 0076 0.014 64.8% 0.93[0.90,0.95] & Fall etal. 2018 0004 0002 41.4% 1.00[1.00, 1.01] "
Han et al. 2017 0.045 0.02 14.7% 1.05[1.01, 1.09] —
Total (95% Cl) 100.0%  0.93 [0.91, 0.95] <> Nikpay et al. 2015 0025 0.004 39.2% 1.03[1.02, 1.03] -
Heterogeneity: Chi? = 0.46, df = 1 (P = 0.50); I = 0%
Test for overall effect: Z = 6.24 (P < 0.00001) f:iu?iomm Fam‘l’;caﬁ; 2 Total (95% ClI) 100.0% 1.02[1.00, 1.04] >
Heterogeneity: Tau* = 0.00; Chi* = 25.42, df = 3 (P < 0.0001); I* = 88%
Test f Il effect: Z = 1.92 (P = 0.05) 085 09 M 2
estfor overall effect (P=005) Favours control Favours case
rs6689306 rs6700559
0dds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Nelson etal. 2017 0.021 0004 50.0% 1.02([1.01,1.03] " Charmet et al. 2018 0061 0034 392%  106[0.99,1.14] .
Nikpay et al. 2015 0025 0004 50.0% 1.03[1.02 103] = van der Harst et al. 2018 0012 0002 60.8%  0.99[0.98,0.99] L
Total (95% CI) 100.0% 1.02[1.02,1.03] + Total (95% CI) 100.0% ~1.02[0.95,1.09] -
ity: Chi? 1= e 4 + + y Tau? = 0.00; Chi* = 459, df = 1 (P = 0.03); I = 78%
Heterogeneity: Chi? = 0.50, df = 1 (P = 0.48); I? = 0% 085 09 11 12 Test for overall effect: Z = 0.47 (P = 0.64) o7 '
Test for overall effect: Z = 8.13 (P < 0.00001) Favours control | Favours case Favours control - Favours case
rs671 rs67180937
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Takeuchi et al. 2012 0155 0012 367%  1.17[1.14,1.20] = Matsunaga et al. 2020 0053 0008 138%  105[104,1.07] —
‘Yamada et al. 2018 (a) 0433 0.059 30.9% 1.54[1.37,1.73] — Nelson et al. 2017 0.029 0.004 28.6% 1.03[1.02, 1.04] -
Yamada et al. 2018 (b) 0255 005 324%  1.29[117,142) —=— Nikpay et al. 2015 0033 0005 238%  103[1.021.04] -
van der Harst et al. 2018 0035 0.003 338% 104103, 1.04] -
Total (95% CI) 1000%  131[1.12,1.54] g
Heterogeneity: Tau? = 0.02; Chi? = 24.32, df = 2 (P < 0.00001); I* = 92% ts o7 Vs 3 Total (95% Cl) 100.0% 1.04[1.03, 1.04] *
Test for overall effect: Z = 3.40 (P = 0.0007) Eavours control | Favours case Heterogeneity: Tau? = 0.00; Chi? = 7.34, df = 3 (P = 0.06); I = 59% obs w

Test for overall effe
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: 2= 9.86 (P < 0.00001)

0.9 11
Favours control - Favours case



rs6725887 rs68170813
Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% C IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Dichgans et al. 2014 0057 0009 156%  1.06[1.04,1.08] - Nikpay etal. 2015 0021 0005 265% 1.02[101,1.03] -
Falletal. 2018 0.013 0.002 17.0% 1.01[1.01, 1.02] - van der Harst et al. 2018 0.015 0.003 73.5% 1.02[1.01,1.02] .
Han etal. 2017 0072 0057 36%  1.07[0.96,1.20] T
Hirokawa et al. 2015 0004 012 10%  1.00[0.79,1.27] Total (95% Cl) 100.0% 1.02[1.01,1.02] +
Kathiresan et al. 2009 0068 0011 15.0% 1.07[1.05,1.09] - Heterogeneity: Chi* = 1.06, df = 1 (P = 0.30); I = 6% o ok - T
Lee etal. 2013 014 0072 25%  1.15[1.00,132] Test for overall effect: Z = 6.45 (P < 0.00001) Favours control _ Favours case
Peden etal. 2011 0045 0014 139%  1.05[1.02,1.08] -
Qietal. 2013 0051 0041 58%  0.95[0.88,1.03]
Reilly et al. 2011 0.021 0.024 10.3% 1.02[0.97, 1.07]
Schunkert et al. 2011 0057 001 153%  1.06[1.04,1.08] -
Total (95% CI) 100.0% 1.04 [1.02, 1.07] *
Heterogeneity: Tau? = 0.00; Chi = 71.14, df = 9 (P < 0.00001); I2 = 87% o7 3% vy I
Test for overall effect: Z = 3.40 (P = 0.0007) Favoure control | Favours case
rs6841581 rs6842241
Odds Ratio 0Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0.033 0.005 26.5% 1.03[1.02, 1.04] Hirokawa et al. 2015 -0.018 002 43.2% 0.98[0.94, 1.02] .-
van der Harst et al. 2018 0.033 0.003 73.5% 1.03[1.03,1.04] van der Harst et al. 2018 0.035 0.004 56.8% 1.04 [1.03, 1.04] n
Total (95% CI) 100.0% 1.03[1.03, 1.04] ) Total (95% C) 100.0%  1.01[0.96,1.07] -
Heterogeneity: Chi? = 0.0, df = 1 (P = 1.00); I = 0% Tau? = 0.00; Chi* = 6.75, df = 1 (P = 0.009); I* = 85% o7 obs ) T
Test for overall effect: Z = 12.83 (P < 0.00001) 085 F%\?ours control | Favours c;s; 2 Test for overall effect: Z = 0.46 (P = 0.64) Favours control  Favours case
rs688034 rs6903956
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup _log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Burton et al. 2007 021 0042 242% 123[1.14,134] —— Fall etal. 2018 0 0002 27.1% 1.00 [1.00, 1.00]
Samani et al. 2007 0025 0014 36.9% 1.03[1.00, 1.05] = Han etal. 2017 0086 003 242% 1.09[1.03, 1.16] —
Schunkert et al. 2011 0004 0007 388% 1.00[0.98, 1.01] L Hirokawa et al. 2015 0013 0033 237%  099[0.93,1.05] —
Wang et al. 2011 0179 0026 24.9% 1.20 114, 1.26] ——
Total (95% Cl) 100.0% 1.06 [0.99, 1.13] L
Heterogeneity: Tau? = 0.00; Chi? = 27.47, df = 2 (P < 0.00001); I = 93% o7 055 ) I Total (95% Cl) 100.0% 1.06[0.97, 1.16]
Test for overall effect: Z = 1.76 (P = 0.08) Eavous sontrol | Favours case :e(ﬂogene“yﬂ T:uz - 20_91{ ?am: fo? df =3 (P <0.00001); I = 95% o o = Y.
‘est for overall effect: Z = (P=0.17) Favours control - Favours case
rs6905288 rs6909752
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Nelson et al. 2017 0017 0004 360% 1.02[1.01,1.03] - Charmet et al. 2018 0004 0037 04% 1.00(0.93,1.08] —
van der Harst et al. 2018 0021 0003 64.0% 1.02[1.02,103] u Nelson et al. 2017 0022 0004 358% 1.02[101,1.03] -
van der Harst et al. 2018 0019 0003 637% 1.02(1.01,1.03] u
Total (95% CI) 100.0% 1.02[1.01,1.02] )
Heterogeneity: Chit = 0.64, df = 1 (P = 0.42); I = 0% o A e Total (95% Cl) 100.0% 1.02[1.02,1.03] +
Test for overall effect: Z = 8.15 (P < 0.00001) Eavours control | Favours cace :etfr{ogenemy”(l;l’ : giséd;e= ifo:u%;g:‘ =0% ok ok “ T
estforoverall effect: Z = ( ) Favours control Favours case
rs6922269 rs7044859
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratic] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Burton et al. 2007 0217 0049 122% 124[1.13,1.37] I— Samani et al. 2007 0.1 0015 59.0% 1.11[1.07,1.14]
Kathiresan et al. 2009 0017 0011 296%  1.02[1.00,1.04] - Wild et al. 2011 0068 0018 410%  1.07[1.03, 1.11] —-—
Samani et al. 2007 0.09 0016 27.3% 1.09[1.06, 1.13] -
Schunkert et al. 2011 0027 0007 309%  1.03[1.01,1.04] = Total (95% CI) 100.0% 1.09 [1.07, 1.12] <>
Het ity: Chi? = 1.87, df = 1 (P = 0.17); 12 = 46% v + v
Total (95% CI) 100.0%  1.07[1.02,1.41] S terogeneity: Chi* = 1.87 ( ) 085 09 T 12
Test for overall effect: Z = 7.54 (P < 0.00001) F: trol F:
Heterogeneity: Tau? = 0.00; Chi* = 29.58, df = 3 (P < 0.00001); I = 90% avours control - Favours case
07 0.85 12 15
Test for overall effect: Z = 2.95 (P = 0.003) Favoure control | Favours case
rs7136259 rs7173743
0Odds Ratio Odds Ratio Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] __SE_Weight _IV, Random, 95% CI IV, Random, 95% C1 Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Fall etal. 2018 0 0001 51.2% 1.00[1.00, 1.00] Charmet et al. 2018 00035 28%  100[0.93,1.07) ——
Luetal. 2012 0045 0.007 48.8% 1.05[1.03, 1.06] - Dichgans et al. 2014 0032 0.006 24.3%  103[1.021.04] -
Fall et al. 2018 0013 0001 313%  101[1.01,1.02) =
Total (95% CI) 1000%  1.02[0.98,1.07) B Han et al. 2017 0056 0.015 11.0%  1.06[1.03,1.09] —
Heterogeneity: Tau? = 0.00; Chi? = 40.50, df = 1 (P < 0.00001); I = 98% van der Harst et al. 2018 0.028 0.002 30.5% 1.03[1.02, 1.03] u
Test for overall effect: Z = 0.98 (P = 0.33) 085 09 - 2
: Favours control - Favours case Total (95% Cl) 100.0% 1.03 [1.01, 1.04] <
;Ie(?;\;gene\ty"T;u‘t:; ?04 ;:gﬂp:sg ;g,;f: 4 (P <0.00001); I* = 93% b o o 2
st for overall effect: Z = 4.30 ) Favours control  Favours case
rs7212798 rs7214245
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratioc] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0009 0049 14% 099[0.90,1.09] — Han et al. 2017 0009 0026 23% 1.01[0.9, 1.06]
Han et al. 2017 0037 0024 58% 1.04[0.99,1.09] b Nikpay et al. 2015 0017 0004 97.7%  1.02[1.01,1.03] | |
Nikpay et al. 2015 0033 0006 928% 1.03[1.02,1.05] | |
Total (95% CI) 100.0% 1.02[1.01,1.02] *
Total (95% Cl) 100.0% 1.03[1.02, 1.04] * Heterogeneity: Chi* = 0.09, df = 1 (P = 0.76); I = 0% oo T 2
Heterogeneity: Chi = 0.76, df = 2 (P = 0.68); I* = 0% o5 o9 H PP Test for overall effect: Z = 4.25 (P < 0.0001) Favours control  Favours case
Test for overall effect: Z = 5.65 (P < 0.00001) Favours control  Favours case
rs7250581 rs72689147
0Odds Ratio 0Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% C IV, Random, 95% CI Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI W, ,95% Cl
Burton et al. 2007 0146 0063 126% 1.16 [1.02, 1.31] — Charmet et al. 2018 0053 0046 1.2% 1.05[0.96, 1.15]
‘Samani et al. 2007 0013 0031 313% 1.01[0.95, 1.08] o Nikpay et al. 2015 0029 0.005 98.8% 1.03[1.02,1.04] | |
Schunkert et al. 2011 001 0008 56.1% 1.01[0.99, 1.03] .
Total (95% CI) 100.0% 1.03[1.02,1.04] *
Total (95% CI) ) 100.0%  1.03[0.98, 1.08] - Heterogenety: Ch? = 0.27, df = 1 (P = 0.60); I = 0% Prra - v
Heterogeneity: Tau? = 0.00; Chi’ = 4.59, df = 2 (P = 0.10); I = 56% 07 15 Test for overall effect: Z = 5.89 (P < 0.00001) - Favours control  Favours case h

Test for overall effect: Z = 1.1 (P = 0.27)

0.85 1.2
Favours control - Favours case
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rs72743461 rs73045269
Odds Ratio Odds Ratio 0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Han etal. 2017 0051 0037 05% 0.95[0.88,1.02] — Nelson et al. 2017 0025 0005 39.0% 1.03[102,1.04] -
Nelson et al. 2017 -0.032 0.005 26.3% 0.97 [0.96, 0.98] - van der Harst et al. 2018 0.03 0.004 61.0% 1.03[1.02, 1.04] |
van der Harst et al. 2018 0025 0003 73.2% 0.98[0.97,0.98] u
Total (95% CI) 100.0%  1.03[1.02,1.03] +
Total (95% CI) 100.0% 0.97[0.97, 0.98] + Heterogeneity: Chi* = 0.61, df = 1 (P = 0.43); I = 0% ) H 2
Heterogeneity: Chi? = 1.87, df = 2 (P = 0.39); I = 0% YY) o 2 Test for overall effect: Z = 8.98 (P < 0.00001) Favours control - Favours case
Test for overall effect: Z = 10.51 (P < 0.00001) Favours control | Favours cace
rs7412 rs742115
©Odds Ratio Odds Ratio Odds Ratio 0Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Nelson et al. 2017 -0.056 0.006 47.5% 0.95[0.93, 0.96] Nelson et al. 2017 -0.013 0.003 50.0% 0.99[0.98, 0.99] n
van der Harst et al. 2018 -0.07 0005 492%  0.93[0.92,0.94] van der Harst et al. 2018 0014 0003 50.0% 0.99[0.98,0.99] L]
Yamada et al. 2018 (b) -0.252 0.066 3.2% 0.78 [0.68, 0.88]
Total (95% Cl) 100.0% 0.9 [0.98, 0.99] [}
Total (95% CI) 100.0% 0.93 [0.91, 0.96] * Heterogeneity: Chi? = 0.06, df = 1 (P = 0.81); I = 0% bk n ey
Heterogeneity: Tau = 0.00; Chi* = 11.28, df = 2 (P = 0.004); = 82% o obs e yy Test for overall effect: Z = 6.36 (P < 0.00001) e ors control | Favours cace
Test for overall effect: Z = 5.65 (P < 0.00001) Favours control | Favours case
rs74416240 rs74617384
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
‘Yamada et al. 2018 (a) 0.164 0.038 459% 1.18[1.09,1.27] — Fall et al. 2018 014 002 459% 1.15[1.11,1.20] -
Yamada et al. 2018 (b) 013 0035 54.1% 1.14[1.06,1.22] - Wei et al. 2018 009 0014 54.1% 1.09[1.06, 1.12] -
Total (95% CI) 100.0%  1.16 [1.10, 1.22] > Total (95% CI) 1000%  1.42[1.07,1.18] -
Heterogeneity: Chi* = 0.43, df = 1 (P = 0.51); I:= 0% o ok RV Heterogeneity: Tau® = 0.00; Chi* = 4.19, df = 1 (P = 0.04); I = 76% o7 055 )
Test for overall effect: Z = 5.6 (P < 0.00001) Favours control | Favours case Test for overall effect: Z = 4.53 (P < 0.00001) Favours control  Favours case
rs748431 rs7500448
0Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Fixed, 95% C IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kiarin et al. 2017 0021 0004 610% 1.02[1.01,1.03] Charmet et al. 2018 0037 0043 03% 1.04(0.95,1.13] —
Nelson etal. 2017 0018 0005 39.0% 1.02(1.01,103] - Kiarin et al. 2017 0025 0005 20.9% 103[1.02,1.04] -
Nelson et al. 2017 0027 0005 209% 1.03[1.02,1.04] -
Total (95% CI) 100.0% 1.02[1.01,1.03] + van der Harst et al. 2018 0027 0003 580% 1.03[102,1.03] u
Heterogeneity: Chi? = 0.22, df = 1 (P = 0.64); 1= 0%
B 12 % % 1.03[1.02, 1.
Test for overall effect: Z = 6.36 (P < 0.00001) 085 09 ol Total (95% CI) 100.0% 1.03[1.02,1.03] ¢
avours control - Favours case Heterogeneity: Chi* = 0.19, df = 3 (P = 0.98); I*=0% obs oo " 12
Test for overall effect: Z = 11.65 (P < 0.00001) Favours control | Favours cace -
rs7528419 rs7538207
0dds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0045 0043  07% 1.05[0.96,1.14] — Nelson et al. 2017 0041 001 39.0% 0.96[0.94,0.98] -
Nelson et al. 2017 0.045 0.005 49.7%  1.05[1.04,1.06] - van der Harst et al. 2018 0032 0008 61.0% 0.97 [0.95, 0.98] L 3
Nikpay et al. 2015 0049 0.005 49.7%  1.05[1.04,1.06] -
Total (95% CI) 100.0% 097 [0.95, 0.98] *
Total (95% CI) 100.0%  1.05 [1.04, 1.06] + Heterogeneity: Chi’ = 0.49, df = 1 (P = 0.48); I = 0% 085 09 11 12
Heterogeneity: Chi = 0.32, df = 2 (P = 0.85); I = 0% Test for overall effect: Z = 5.68 (P < 0.00001) Favours control - Favours case
085 09 11 12
Test for overall effect: Z = 13.33 (P < 0.00001) Favours control  Favours case
rs7568458 rs7623687
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% Cl Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0025 0036 04% 1.03[0.96,1.10] Charmet et al. 2018 0018 0052 03% 0.98[0.89, 1.09]
Nelson et al. 2017 0.025 0.003 63.7% 1.03[1.02,1.03] u Klarin et al. 2017 0033 0005 28.0% 1.03[102,1.04] -
Nikpay et al. 2015 0025 0.004 358% 1.03[1.02,1.03] - Nelson et al. 2017 0032 0005 28.0% 1.03[1.02,1.04] -
van der Harst et al. 2018 0023 0004 437% 1.02[102,1.03] -
Total (95% CI) 100.0% 1.03[1.02,1.03] +
Heterogeneity: Chi? = 0.00, df = 2 (P = 1.00); 2= 0% 5 235 5 1‘1 ; 2. Total (95% CI) 100.0% 1.03 [1.02, 1.03] 4
Test for overall effect: Z = 10.44 (P < 0.00001) Heterogeneity: Chi = 3.98, df = 3 (P = 0.26); I = 25%
Favours control - Favours case Test for overall effect: Z = 10.66 (P < 0.00001) 085 Foafws control  Favours c;S; 12
rs7678555 rs7692387
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0036 004 03% 0.96[0.89, 1.04] Dichgans et al. 2014 0036 0.008 224% 104102, 1.05] ——
Kiarin et al. 2017 0025 0.004 26.4% 1.03[1.02,1.03] - Fall etal. 2018 0013 0002 306%  101[1.01,1.02) =
Nelson et al. 2017 0022 0004 264% 1.02[1.01,1.03] - Han et al. 2017 0032 0002 306%  103[1.03,1.04] =
van der Harst et al. 2018 0.021 0003 46.9% 1.02[1.02,1.03] ] van der Harst et al. 2018 0.03 0012 16.5% 1.03[1.01, 1.0 —_
Total (95% Cl) 100.0% 1.02[1.02,1.03] + Total (95% CI) 100.0% 1.03[1.01, 1.04] L 4
Heterogeneity: Chi? = 2.77, df = 3 (P = 0.43); 12 = 0% o055 oo Y] 2 Tau? = 0.00; Chi* = 48.23, df = 3 (P < 0.00001); I = 94% 085 12
Test for overall effect: Z = 10.79 (P < 0.00001) ™ Favours control Favours case Test for overall effect: 2= 3.78 (P = 0.0002) Favours control - Favours case
rs781622 rs7865618
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
Nelson et al. 2017 0013 0.003 50.0% 1.01[1.01,1.02] L] Aoki etal. 2011 0033 0033 13.0% 1.03[0.97, 1.10] [
van der Harst et al. 2018 0.012 0.003 50.0% 1.01[1.01,1.02] L] Samani et al. 2007 0.1 0.015 346% 1.11[1.07, 1.14] ——
Wild et al. 2011 0072 0.007 524% 1.07 [1.06, 1.09] -
Total (95% CI) 100.0%  1.01[1.01,1.02] +
Heterogeneity: Chi* = 0.06, df = 1 (P = 0.81); I = 0% ot ok ' T Total (95% CI) 100.0%  1.08[1.05,1.11] -
Test for overall effect: Z = 5.89 (P < 0.00001) Favours control  Favours case. Heterogeneity: Tau? = 0.00; Chi = 4.58, df = 2 (P = 0.10); I? = 56% YY) 1 2
Test for overall effect: Z = 5.73 (P < 0.00001) " Favours control | Favours cace
rs7969300 rs79716828
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup ___log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% C1
Yamada et al. 2018 (a) 0357 0057 475%  070[0.63,0.78] —a— Nelson et al. 2017 0049 0011 454%  1.05[1.03,1.07] ——
‘Yamada et al. 2018 (b) -0.244 0.051 52.5% 0.78[0.71,0.87] —— van der Harst et al. 2018 0.024 0.008 54.6% 1.02[1.01, 1.04] -+
Total (95% CI) 100.0%  0.74[0.66,083] - Total (95% C1) 100.0%  1.04[1.01,1.06] -
Heterogeneity: Tau? = 0.00; Chi” = 2.18, df = 1 (P = 0.14); I = 54% s 3 Tau? = 0.00; Chi* = 3.38, df = 1 (P = 0.07); 1= 70% ok 2

Test for overall effect: Z = 5.27 (P < 0.00001)

0.7 1
Favours control  Favours case

Test for overall effect: Z = 2.84 (P = 0.005)
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rs8042271 rs8055236
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratic] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI
Charmet et al. 2018 0032 0098 08%  097[0.80,1.17) — Burton et al. 2007 0348 0079 17.7% 1.42[1.21,165] —
Fall etal. 2018 0004 0008 27.6%  1.00[0.99,1.02) * ‘Samani et al. 2007 0025 0023 390% 1.03[0.98, 1.07) -
Han etal. 2017 0032 0019 131%  1.03[0.99,1.07] ™ Schunkert et al. 2011 0017 0008 433% 1.02 [1.00, 1.03] (]
Nikpay et al. 2015 0.041 0.008 27.6% 1.04 [1.03, 1.06] -
van der Harst et al. 2018 0032 0.006 30.9%  1.03[1.02, 1.04] = Total (95% CI) 1000%  1.08[0.99,1.18] -
| . Heterogeneity: Tau? = 0.00; Chi? = 17.41, df = 2 (P = 0.0002); I* = 89%
Total (95% CI) 100.0% 1.03[1.01,1.04] * Test for overall effect: Z = 1.83 (P = 0.07) 05 Fa‘v’of,,s control  Favours ca;es ?
Heterogeneity: Tau? = 0.00; Chi® = 12.45, df = 4 (P = 0.01); I = 68% 07 0.85 12 15
Test for overall effect: Z = 3.05 (P = 0.002) " Favours control | Favours case :
rs8108632 rs833509
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Charmet et al. 2018 0045 0037 06% 105[0.97,1.12] — Nelson et al. 2017 0018 0005 265% 0.98[0.97,0.99] -
Kiarin et al. 2017 0021 0004 49.7%  1.02[1.01,1.03] = van der Harst et al. 2018 0017 0003 735%  0.98[0.98, 0.99] |
Nelson etal. 2017 0022 0004 49.7% 1.02[1.01,1.03] = Total 5% G 1000% 098098, 055] R
‘otal % .0% . .98, 0.
Total (95% Cl) 100.0% 1.02[1.02, 1.03] + Heterogeneity: Chi? = 0.03, df = 1 (P = 0.86); I = 0% 085 09 11 12
Heterogeneity: Chiz = 0.43, df = 2 (P = 0.81); I2 = 0% s + - Test for overall effect: Z = 6.71 (P < 0.00001) Favours control - Favours case
Test for overall effect: Z = 7.67 (P < 0.00001) Favours control  Favours case
rs867186 rs886126
Odds Ratio Odds Ratio 0Odds Ratio 0Odds Ratio
Study or Subgroup log[Odds Ratio]  SE Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio]  SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Charmet et al. 2018 0.1 0.057  40.0% 1.11[0.99, 1.24) Aoki et al. 2011 0.07 0.024 20.0% 1.07[1.02,1.12]
van der Harst et al. 2018 0.027 0004 60.0% 0.970.97, 0.98] L} Lee et al. 2013 0.057 0012 80.0% 1.6 [1.03, 1.08] E =
Total (95% CI) L - - 1"“-’“:/" y 1.02[0.91, 1.16] Total (95% CI) 100.0% 1.06 [1.04, 1.08] <
e T O o 9= 1 (P = 0,03, = 60% 07 085 12 15 Heterogeneity: Chi? = 0.23, df = 1 (P = 0.63); I = 0% AT + "
estfor overall effect: 2 = 0.38 (P = 0.70) Favours control - Favours case Test for overall effect: Z = 5.55 (P < 0.00001) Favours control  Favours case
rs916524 rs918949
Odds Ratio 0Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI
Aoki etal. 2011 0.065 0.043 20.7% 1.07[0.98, 1.16] — van der Harst et al. 2018 -0.016 0.003 57.3% 0.98 [0.98, 0.99] [|
Wild et al. 2011 0072 0022 793% 1.07[1.03,1.12] —— Yamada et al. 2018 (b) -0.102 0033 427%  0.90[0.85,0.96] "
Total (95% C1) 1000% 1.07[1.03, 1.42] - B =000, Ch 6.7 a1 1 = 000y g T o -
Heterogeneity: Chi* = 0.02, df = 1 (P = 0.88); I = 0% TR PrE— Heterogenely: e - 9% 24'(; A (P=0.009) 1= 85% 07 085 12 15
Test for overall effect: Z = 3.60 (P = 0.0003) Favours control  Favours case estforoverall effect: 2= Favours control  Favours case
rs925368 rs9319428
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight _IV, Random, 95% CI IV, Random, 95% CI
‘Yamada et al. 2018 (a) 0173  0.04 44.8% 1.19[1.10,1.29] —a— Charmet et al. 2018 0.013 0.038 1.5% 1.01[0.94, 1.09]
Yamada et al. 2018 (b) 0137 0036 552% 1.15[1.07,123] —— Dichgans et al. 2014 0025 0.008 180%  1.03[1.01,1.04] -
Fall et al. 2018 0004 0002 350%  1.00[1.00,1.01] -
Total (95% CI) 100.0% 147 [1.11,1.23] - Han etal. 2017 0021 0018 58%  102[0.99,1.06] i
Heterogeneity: Chit = 0.45, df = 1 (P = 0.50); ! = 0% Hirokawa et al. 2015 0009 002 48%  101[097,1.0] —
Test for overall effect: Z = 5.72 (P < 0.00001) °‘7Favou?sﬂﬂc50mm‘ Favw;‘zase 15 van der Harst et al. 2018 0016 0002 350% 1.02[1.01,1.02) =
Total (95% CI) 100.0% 1.01[1.00, 1.02] *>
Heterogeneity: Tau? = 0.00; Chi? = 21.76, df = 5 (P = 0.0006); I* = 77%
085 09 11 12
Test for overall effect: 2 =2.83 ( Favours control - Favours case
rs9349379 rs9369640
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight _IV, Random, 95% CI 1V, Random, 95% CI Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Charmet et al. 2018 0029 0036 38%  1.03[0.96,1.10] — Dichgans et al. 2014 0041 0006 60.8%  0.96[0.950.97] []
Hager et al. 2012 0126 0021 67%  113[1.09,1.18] —_— Yamada et al. 2018 (b) 0137 0045 392%  0.87([0.80,0.95] ——
Han et al. 2017 0061 0015 83%  1.06(1.03,1.09] —_—
Klarin et al. 2017 0.061 0.009 9.8% 1.06 [1.04, 1.08] - Total (95% CI) 100.0% 0.92[0.84, 1.01] ’
Luetal. 2012 0.061 0.011 9.3% 1.06 [1.04, 1.09] - Heterogeneity: Tau® = 0.00; Chi* = 4.47, df = 1 (P = 0.03); I = 78% 07 085 12 15
Nelson et al. 2017 0.045 0.004 10.7% 1.05[1.04, 1.05] - Test for overall effect: Z = 1.68 (P = 0.09) F: :
Nikpay et al. 2015 0057 0.004 107%  1.06[1.05,1.07) - avours conlrol Favours case
O'Donnell et al. 2011 0053 0013  88%  1.05[1.03,1.08] —
Pechiivans et al. 2013 010023 62%  1.11[1.06,1.16] —
van der Harst et al. 2018 0052 0.003 10.9%  1.05[1.05,1.06] -
Winsvold et al. 2017 0022 0006 104%  0.98[0.97,0.99] -
‘Yamada et al. 2018 (b) 0.097 0.033 4.2% 1.10[1.03, 1.18]
Total (95% Cl) 100.0% 1.06 [1.04, 1.08] <
Heterogeneity: Tau? = 0.00; Chi* = 168.57, df = 11 (P < 0.00001); I = 93% ok os H 2
Test for overall effect: Z = 6.41 (P < 0.00001) 52 evours control | Favours case :
rs944797 rs9501744
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI v, 95% Cl
Han et al. 2017 0083 0.014 28.0% 1.09[1.06, 1.12] —-— Nelson et al. 2017 0027 0006 30.8% 0.97[0.96,0.98]
Hirokawa et al. 2015 0083 0018 16.9% 1.09[1.05,1.13] — van der Harst et al. 2018 0022 0004 69.2% 0.98[0.97,0.99]
Lee etal. 2013 0.1 0018 16.9% 1.11[1.07,1.14] - "
Takeuchi et al. 2012 0097 0012 38.1% 1.10[1.08,1.13] —- Total (95% CI) 100.0% 0.98 [0.97, 0.98] +
Heterogeneity: Chi* = 0.48, df = 1 (P = 0.49); I* = 0% ok + r
Total (95% CI) 100.0%  1.10[1.08, 1.11] > Test for overall effect: Z =7.07 (P < 0.00001) Favours control - Favours case
Heterogeneity: Chi? = 1.02, df =3 (P = 0.80); I = 0% ) PR
Test for overall effect: Z = 12.31 (P < 0.00001) - Favours control | Favours case
rs9515203 rs9591012
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _ SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Charmet et al. 2018 0 044 26%  1.08[0.99,1.18] i Nelson et al. 2017 0018 0003 50.0% 0.98[0.98, 0.99] []
Dichgans et al. 2014 0036 0008 205% 104102 1.05] - van der Harst et al. 2018 0018 0003 50.0% 0.98[0.98, 0.99] L]
Fall etal. 2018 0004 0002 263%  1.00[1.00,1.01] .
Nelson et al. 2017 0025 0004 249%  1.03[1.02,1.03] - Total (95% CI) 100.0% 0.98 [0.98, 0.99] +
van der Harst et al. 2018 0026 0003 257%  1.03[1.021.03] - Heterogeneity: Chi* = 0,00, df = 1 (P = 1.00); I* = 0% o >
Test for overall effect: Z = 8.49 (P < 0.00001
Total (95% CI) 100.0% 1.02[1.01, 1.04] > ¢ ) Favours control - Favours case
Heterogeneity: Tau? = 0.00; Chi? = 58.28, df = 4 (P < 0.00001); I2 = 93% 1373 " 2

Test for overall effect: Z = 3.13 (P = 0.002)
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rs9632884 rs964184
0dds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] __SE_Weight IV, Fixed, 95% CI WV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Luetal. 2012 0.134 0.011 65.0% 1.14[1.12,1.17] = Fall etal. 2018 0.004 0.005 16.9% 1.00[0.99, 1.01] T
Samani et al. 2007 0.127 0.015 35.0% 1.14[1.10, 1.17] - fan eta\-22001137 8-813 g-g;s ;4% 181 {&1) g?‘ 1 Og} -
ee et al. 5: .021 1% 5 1 .
Total (95% Cl) 100.0% 1.14[1.12, 1.16] * Nelson et al. 2017 0022 0.005 169%  1.02[1.01,1.03] -
i iz = = 2 = Y Nikpay et al. 2015 0.021 0.005 16.9% 1.02[1.01,1.03] -
?e‘fr"’ge"e""” C:‘ a‘u 141;1(831‘)(11 0%07;;‘1' 0% 0.850.9 12 Qietal. 2013 0033 004 22% 1.03[0.96, 1.12] —
estor overal effe - ( ) Favours control - Favours case Schunkert et al. 2011 0.053 0.006 16.1% 1.05[1.04, 1.07] -
van der Harst et al. 2018 0027 0004 176%  103[102,1.04] -
Total (95% CI) 100.0% 1.03[1.01, 1.04] L 3

Heterogeneity: Tau? = 0.00; Chi* = 42.77, df = 7 (P < 0.00001); I* = 84%

Test for overall effect: Z = 4.17 (P < 0.0001) 085 08 s contol | Favours can 2
rs974819 rs9818870
Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI Study or Subgroup __log[Odds Ratio] _SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Dichgans et al. 2014 0021 0006 166%  1.02[1.01,103] - Dichgans et al. 2014 0045 0.008 23.9% 1.05[1.03, 1.06] ——
Fall etal. 2018 0009 0001 193%  1.01[1.01,101] - Erdmann et al. 2009 0061 0008 239% 1.06 [1.05, 1.08] -
Han etal. 2017 0046 0015 96%  1.05[1.02 1.08] —_— Fall et al. 2018 0013 0002 26.0% 1.01[1.01,1.02] -
Hirokawa et al. 2015 -0.032 0.02 6.9% 0.97[0.93, 1.01] T Qietal 2013 0.009 0.039 7.9% 1.01[0.93, 1.09] |
Leeetal. 2013 0.061 0.017  8.4% 1.06 [1.03, 1.10] — Reilly et al. 2011 0.009 0.017 18.2% 1.01[0.98, 1.04] i
Peden et al. 2011 0.029 0.005 17.4% 1.03[1.02, 1.04] -
Qietal. 2013 0.033 0.033 3.3% 1.03[0.97, 1.10] ] Total (95% Cl) 100.0% 1.03 [1.01, 1.06] ‘
van der Harst et al. 2018 0.031 0003 18.6% 1.03[1.03,1.04] - Heterogeneity: Tau? = 0.00; Chi? = 46.73, df = 4 (P < 0.00001); I = 91% ok 09 A 2
Total (95% CI) 100.0%  1.02[1.01,1.04] > Test for overall effect: 2. = 2.36 (P = 0.02) Favours control - Favours case
Heterogeneity: Tau? = 0.00; Chi* = 81,55, df = 7 (P < 0.00001); I = 91% ok b n w
Test for overall effect: Z = 3.74 (P = 0.0002) Favours control | Favours case
rs9970807 rs9982601
0Odds Ratio Odds Ratio Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Charmet et al. 2018 0.083 0.065 0.4% 1.09[0.96, 1.23] Dichgans et al. 2014 0.072 0011 13.9% 1.07 [1.05, 1.10] -
Han etal. 2017 006 0039 1.1% 1.06[0.98, 1.15] B Fall et al. 2018 0021 0.004 165%  1.02([1.01,1.03] -
Nikpay et al. 2015 0.053 0.007 33.3% 1.05[1.04,1.07] - Kathiresan et al. 2009 0.079 0.012 13.4% 1.08[1.06, 1.11] -
van der Harst et al. 2018 005 0005 65.3% 1.05[1.04, 1.06] ] Qietal. 2013 0013 0045 36%  1.01[0.93, 1.11] I
Reilly et al. 2011 0021 0009 148%  102([1.00,1.04] =
Total (95% CI) 100.0%  1.05[1.04, 1.06] + Schunkert et al. 2011 0072 0011 139%  1.07([1.05,1.10] —_
Heterogeneity: Chi? = 0.41, df = 3 (P = 0.94); I = 0% s + ") van der Harst et al. 2018 004 0004 165%  1.04[1.03,1.0] -
Test for overall effect: Z = 12.69 (P < 0.00001) S contral | Favours rase Wakil et al. 2016 014 0026 7.6%  1.15[1.09,1.21] —_—
Total (95% Cl) 100.0% 1.06 [1.04, 1.08] &
Heterogeneity: Tau? = 0.00; Chi? = 68.20, df = 7 (P < 0.00001); I* = 90% o5 Py

Test for overall effect: Z = 5.71 (P < 0.00001)
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Figure S1. Forest plots for all single nucleotide polymorphisms from 44 GWAS publications included in
this paper except for rs4593108.
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