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Supplementary Table I. Effect estimates of the associations between genetic instruments of smoking and stroke

SNP - smoking® SNP - ISt SNP - LV-IST SNP - CE-IST SNP - SV-IST
SNP Chr Pos
B SE B SE P B SE P B SE P B SE P
rs10030552 4 140972264 A 0.015 0.002 -0.009 0.012 0.480 -0.035 0.031 0.260 0.020 0.023 0.389 -0.003 0.028 0.917
rs1004787 2 45159091 A 0.018 0.002 -0.013 0.010 0.202 -0.005 0.025 0.857 -0.027 0.020 0.168 -0.002 0.024 0.941
rs10268837 7 3467366 T 0.016  0.002 0.007 0.010 0.503 0.001 0.025 0.971 0.019 0.020 0.329 -0.017 0.023 0.477
rs10461104 4 27490579 A 0.013 0.002 -0.012 0.010 0.243 -0.029 0.026 0.268 0.003 0.020 0.902 -0.016 0.024 0.505
rs10756197 9 11178030 A 0.012 0.002 0.009 0.010 0.365 0.004 0.025 0.867 -0.008 0.019 0.691 0.021 0.023 0.368
rs11065979 12 112059557 T 0.013 0.002 0.078 0.010 0.000 0.099 0.026 0.000 0.057 0.020 0.004 0.107 0.024 0.000
rs11134672 5 170395820 A 0.014 0.002 0.013 0.011 0.244 -0.017 0.026 0.508 0.014 0.021 0.502 0.061 0.025 0.014
rs11166986 8 141656155 A 0.012 0.002 -0.016 0.010 0.104 -0.018 0.025 0.459 -0.039 0.020 0.045 -0.023 0.023 0.326
rs1174864 7 53127559 A 0.012 0.002 -0.024 0.010 0.018 0.012 0.025 0.632 -0.025 0.019 0.190 -0.044 0.023 0.062
rs11808210 1 227515049 A 0.022 0.004 -0.019 0.019 0.332 -0.027 0.049 0.585 -0.013 0.039 0.742 -0.080 0.047 0.087
rs12030183 1 41761220 T 0.015 0.002 -0.007 0.010 0.492 0.006 0.026 0.833 -0.027 0.020 0.184 -0.008 0.024 0.747
rs12042107 1 91196176 T 0.014  0.002 0.013 0.010 0.183 0.040 0.025 0.105 -0.007 0.019 0.737 0.004 0.023 0.866
rs12150718 18 42674461 T 0.012 0.002 -0.011 0.011 0.340 0.001 0.028 0.970 -0.041 0.022 0.063 0.001 0.026 0.979
rs12153007 5 51026503 T 0.020 0.004 -0.004 0.017 0.798 0.010 0.042 0.802 0.008 0.033 0.801 -0.018 0.039 0.652
rs12476173 2 118247714 A 0.012 0.002 -0.004 0.010 0.720 0.008 0.026 0.768 0.004 0.020 0.834 -0.001 0.024 0.961
rs12662631 6 93842446 T 0.012 0.002 0.009 0.011 0.401 -0.002 0.027 0.950 0.050 0.021 0.016 0.013 0.025 0.610
rs12690535 2 226259373 A 0.016  0.003 0.009 0.013 0.484 -0.036 0.032 0.260 0.029 0.025 0.252 0.038 0.030 0.213
rs12757183 1 216920373 T 0.014 0.003 0.021 0.013 0.112 -0.065 0.032 0.043 0.014 0.025 0.587 0.010 0.030 0.732
rs12787182 11 59190811 A 0.013  0.002 -0.001 0.011 0.916 -0.016 0.027 0.562 -0.019 0.021 0.354 -0.004 0.025 0.891
rs12895462 14 77615441 T 0.014 0.003 0.002 0.013 0.868 0.044 0.032 0.167 0.004 0.025 0.880 -0.040 0.029 0.168
rs12930834 16 72951627 A 0.014  0.002 0.011 0.012 0.350 0.089 0.031 0.004 -0.010 0.023 0.663 0.006 0.028 0.844
rs13160204 5 157734762 A 0.012  0.002 -0.029 0.011 0.008 -0.035 0.027 0.191 -0.056 0.021 0.008 0.008 0.025 0.752
rs13187930 5 60384171 T 0.014 0.002 0.004 0.011 0.712 -0.014 0.028 0.624 0.011 0.022 0.618 0.013 0.026 0.631
rs13258512 8 92777433 A 0.015 0.002 0.002 0.010 0.862 0.001 0.025 0.978 0.008 0.019 0.679 -0.024 0.023 0.288
rs13357015 5 80263403 A 0.014 0.002 0.016 0.011 0.117 0.017 0.026 0.517 0.011 0.020 0.584 0.046 0.024 0.056
rs1368550 2 104078655 T 0.019 0.002 0.016 0.010 0.102 0.063 0.025 0.010 0.003 0.019 0.870 -0.004 0.023 0.878
rs1435741 15 47935843 A 0.016  0.002 0.010 0.010 0.346 0.058 0.025 0.019 0.011 0.019 0.572 -0.035 0.023 0.136
rs146127221 10 87465134 T 0.042 0.008 -0.020 0.036 0.579 -0.054 0.098 0.583 0.002 0.075 0.984 0.122 0.084 0.148
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0.740
0.006
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0.021
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0.019
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0.024
0.019
0.020
0.020
0.025
0.019
0.019
0.019
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0.971
0.924
0.536
0.980
0.038
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0.674
0.489
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0.143
0.188
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0.271
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0.026
0.036
0.023
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0.585
0.740
0.858
0.778
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0.654
0.390
0.014
0.611
0.617
0.667
0.977
0.463
0.614
0.232
0.492
0.425
0.429
0.140
0.178
0.894
0.397
0.824
0.883

abbreviations: CE-IS, cardioembolic ischemic stroke; Chr, chromosome; EA, effect allele; IS, ischemic stroke; LV-IS, large artery ischemic stroke; Pos, position; SE, standard error;
SNP, single nucleotide polymorphism; SV-IS, small vessel ischemic stroke.

“Results (B and SE) were derived from a genome-wide association study of smoking (ever smoker vs. never smoker).

TResults (8, SE and P) were derived from the MEGASTROKE consortium.



Supplementary Table Il. The effect estimates for the associations of smoking with ischemic stroke after excluding the invalid

instruments using the IVW method.

Outcomes Number of SNPs OR 95% CI P-value
Ischemic stroke 171 1.19 1.06-1.34 0.003
Cardioembolic ischemic stroke 174 1.13 0.90-1.41 0.289
Small vessel ischemic stroke 174 1.24 0.95-1.62 0.115

Abbreviations: Cl, confidence interval; OR, odds ratio; SNP, single nucleotide polymorphism.



Supplementary Table Ill. Associations between smoking loci and other traits (from the GWAS catalog)”

SNP Chr Trait (Reference) P-value

rs11210892 1 Autism spectrum disorder?! 4x10710
Schizophrenia? 3x1010

rs12042107 1 Risky sexual behaviour measurement? 9x10°*?
Self reported educational attainment* 7x107°

rs4664442 2 Intelligence® 5x1017
rs72678864 4 Self reported educational attainment® 2x107°
rs12517438 5 Well-being measurement’ 4x108
rs11783093 8 Schizophrenia® 8x1012
rs17151637 8 Mathematical ability® 8x101
rs35891966 11 Intelligence?® 1x108
rs6265 11 Body mass index'® 2x10°t
Hip circumference! 1x104

Risk-taking behaviour? 3x1010

rs11065979 12 Alcohol drinking*? 2x10722
Basophil count?3 1x101?

Blood protein measurement'# 2x10°*?

Diastolic blood pressure?!? 2x104°

Intraocular pressure measurement!® 3x107°

Mean arterial pressure?!? 2x1014

Parental longevity*® 2x1012

Primary biliary cirrhosis®’ 3x10°

Psoriasis'® 2x108

Systolic blood pressure? 2x107%?

rs772921 12 Heel bone mineral density*® 9x101°


https://www.ebi.ac.uk/gwas/efotraits/EFO_0004784
https://www.ebi.ac.uk/gwas/efotraits/EFO_0004337
https://www.ebi.ac.uk/gwas/efotraits/EFO_0004784
https://www.ebi.ac.uk/gwas/efotraits/EFO_0000692
https://www.ebi.ac.uk/gwas/efotraits/EFO_0004875
https://www.ebi.ac.uk/gwas/efotraits/EFO_0004337
https://www.ebi.ac.uk/gwas/efotraits/EFO_0004340
https://www.ebi.ac.uk/gwas/efotraits/EFO_0007937

rs7160389 14 Eosinophil count*® 3x10%

rs2202237 17 Blood protein measurement?° 5x1019
rs745570 17 Breast carcinoma?! 1x10°
rs76608582 19 Intelligence?? 3x10%

Self-reported educational attainment*® 1x10°

Abbreviations: Chr, chromosome; SNP, single nucleotide polymorphism.
"SNPs associated with secondary traits according to previous genome-wide association studies.
Any ambiguities were not shown in this table.


https://www.ebi.ac.uk/gwas/efotraits/EFO_0007937
https://www.ebi.ac.uk/gwas/efotraits/EFO_0000305
https://www.ebi.ac.uk/gwas/efotraits/EFO_0004337
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