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[bookmark: _GoBack]Supplementary Material 15. MR analysis determine the causal effects of potential mediators on stroke. Effect sizes with 95% confidence intervals, number of SNP and P value were presented. MR, Mendelian randomization; SNPs, Single nucleotide polymorphisms; CRP, C-reactive protein; BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; T2D, type 2 diabetes; AF, atrial fibrillation; LAS, large artery stroke; CES, cardioembolic stroke; SVS, small vessel stroke; AIS, any ischemic stroke; ICH, intracerebral hemorrhage.
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BMI SNPs(N) OR [95% CI] P-value
All-cause Stroke 1494 1.185[1.131 to 1.242] <0.001 —i
AIS 1493 1.177 [1.118 t0 1.239] <0.001 —-
CES 1495 1.153 [1.055 t0 1.261] 0.002 ——
LAS 1493 1.326 [1.179 t0 1.492] <0.001 —u—
SVS 1495 1.134 [1.017 t0 1.264] 0.024 —i—
ICH 1243 1.319[1.030 to 1.690] 0.028 i
DBP SNPs(N) OR [95% CI] P-value
All-cause Stroke 1217 1.045[1.040 to 1.051] <0.001 |
AIS 1217 1.047 [1.041 t0 1.053] <0.001 |
CES 1216 1.034 [1.024 t0 1.044] <0.001 [ |
LAS 1217 1.055 [1.042 t0 1.069] <0.001 |
SVS 1216 1.059 [1.046 t0 1.071] <0.001 |
ICH 794 1.066 [1.034 to 1.098] <0.001 . 3
SBP SNPs(N) OR [95% CI] P-value
All-cause Stroke 1161 1.027 [1.024 to 1.031] <0.001 |
AIS 1161 1.029 [1.025 t0 1.032] <0.001 [ |
CES 1161 1.016 [1.010 to 1.022] <0.001 ||
LAS 1163 1.049 [1.041 t0 1.057] <0.001 [ |
SVS 1160 1.035[1.028 t0 1.042] <0.001 [ |
ICH 740 1.037 [1.019 to 1.056] <0.001 |
CRP SNPs(N) OR [95% CI] P-value
All-cause Stroke 109 1.017 [0.964 t0 1.073] 0.548 -
AIS 109 1.031 [0.976 t0 1.089] 0.271 -
CES 109 1.020 [0.926 t0 1.123] 0.690 —i—
LAS 109 1.074 [0.937 t0 1.231] 0.308 ——
SVS 109 0.987 [0.873 t0 1.116] 0.836 ——
ICH 83 0.808 [0.595 to 1.097] 0.172 I
LDL cholesterol SNPs(N) OR [95% CI] P-value
All-cause Stroke 427 1.050 [0.992t0 1.111] 0.095 i
AIS 430 1.062 [1.000 to 1.128] 0.050 —il—
CES 428 1.031 [0.931 t0 1.142] 0.554 —ii—
LAS 430 1.242 [1.084 to 1.424] 0.002 ———
SVS 429 0.984 [0.870 to 1.113] 0.793 ——
ICH 217 0.810 [0.571 to 1.147] 0.235 :
HDL cholesterol SNPs(N) OR [95% CI] P-value
All-cause Stroke 984 0.915[0.880 to 0.952] <0.001 -
AIS 985 0.900 [0.863 t0 0.939] <0.001 -
CES 984 0.924 [0.856 t0 0.998] 0.043 —il—
LAS 986 0.767 [0.693 to 0.849] <0.001
SVS 983 0.815[0.743 t0 0.894] <0.001 ——
ICH 517 1.039 [0.821 t0 1.314] 0.753 L
Total cholesterol SNPs(N) OR [95% CI] P-value
All-cause Stroke 149 1.068 [1.010 to 1.128] 0.020 ——
AIS 149 1.075[1.010 to 1.145] 0.024 ——
CES 149 0.971 [0.886 to 1.064] 0.529 ——
LAS 149 1.212[1.050 to 1.398] 0.008 ——
SVS 149 1.025 [0.909 to 1.156] 0.687 —i—
ICH 117 0.934 [0.688 to 1.268] 0.662 i I
Obesity class 1 SNPs(N) OR [95% CI] P-value
All-cause Stroke 29 1.063 [1.023 t0 1.104] 0.002 i
AIS 29 1.067 [1.023 10 1.112] 0.002 i
CES 29 1.094 [1.005 t0 1.191] 0.039 —i—
LAS 29 1.110[1.001 to 1.230] 0.049 —i—
SVS 29 1.048 [0.925 t0 1.186] 0.464 ——
ICH 28 1.013[0.799 to 1.284] 0.916 i
Obesity class 2 SNPs(N) OR [95% CI] P-value
All-cause Stroke 21 1.040 [1.006 to 1.074] 0.021 -
AIS 21 1.054 [1.017 t0 1.091] 0.004 . =
CES 21 1.083 [1.016 to 1.155] 0.014 ——
LAS 21 1.096 [1.010 t0 1.191] 0.029 —i—
SVS 21 1.029[0.946 t0 1.119] 0.504 —il—
ICH 20 1.046 [0.850 to 1.287] 0.669 i
Obesity class 3 SNPs(N) OR[95% ClI] P-value
All-cause Stroke 5 1.010[0.978 t0 1.045] 0.538 -h-
AIS 5 1.022 [0.987 to 1.060] 0.224 ™
CES 5 1.058 [0.987 t0 1.134] 0.109 ——
LAS 5 1.088 [0.995 t0 1.189] 0.063 —i—
SVS 5 1.043 [0.956 to 1.138] 0.342 ——
ICH 4 0.962 [0.710 to 1.304] 0.803 L
AF SNPs(N) OR [95% CI] P-value
All-cause Stroke 225 1.221 [1.188 t0 1.254] <0.001 E 3
AIS 226 1.232[1.196 t0 1.268] <0.001 E
CES 226 1.998 [1.895 t0 2.106] <0.001 ——
LAS 226 1.022 [0.953 t0 1.097] 0.539 —i—
SVS 226 1.029 [0.962 to 1.100] 0.404 —il—
ICH 131 1.156 [0.981 t0 1.362] 0.083 ——
T2D SNPs(N) OR [95% CI] P-value
All-cause Stroke 231 1.092 [1.063 t0 1.121] <0.001 L
AIS 231 1.101 [1.071 t0 1.132] <0.001 2 3
CES 231 1.044 [0.995 to 1.096] 0.080 —l—
LAS 231 1.249 [1.167 t0 1.336] <0.001 ——
SVS 231 1.189 [1.119 t0 1.264] <0.001 ——
ICH 200 1.123 [0.978 t0 1.288] 0.099 —— .
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