Supplementary Table 1: Risk alleles, effect size, and frequency, and strength of association with ischemic stroke of the 27 SNPs included in the GRS. Results from reference GWASa and white UK Biobank participants with AF. 
	SNP
	Risk Allele/Ref Allele
	Effect Size
	Risk Allele Frequency original GWAS
	P-value original GWAS
	Hazard Ratio in UKBB AF cohort
	P-value in UKBB AF cohort

	rs13143308
	T/G
	1.34
	0.20
	5.19E-41
	1.07 (0.95-1.20)
	0.27

	rs146390073
	T/C
	1.95
	0.02
	2.20E-08
	1.07 (0.72-1.62)
	0.73

	rs12932445
	C/T
	1.11
	0.17
	6.88E-13
	1.06 (0.93-1.20)
	0.41

	rs34311906
	C/T
	1.07
	0.41
	1.07E-08
	1.02 (0.91-1.14)
	0.72

	rs9526212
	G/A
	1.06
	0.76
	1.78E-08
	1.15 (1.01-1.31)
	0.03

	rs635634
	T/C
	1.08
	0.18
	9.18E-09
	1.07 (0.93-1.22)
	0.35

	rs4959130
	A/G
	1.08
	0.14
	1.13E-09
	1.13 (0.98-1.31)
	0.10

	rs3184504
	T/C
	1.08
	0.48
	1.23E-14
	1.06 (0.96-1.18)
	0.26

	rs1052053
	G/A
	1.06
	0.38
	2.25E-12
	1.03 (0.92-1.14)
	0.66

	rs6825454
	C/T
	1.06
	0.26
	9.23E-08
	1.03 (0.92-1.16)
	0.61

	rs2107595
	A/G
	1.27
	0.15
	1.44E-13
	1.02 (0.88-1.18)
	0.79

	rs7859727
	T/C
	1.05
	0.49
	7.18E-08
	1.07 (0.97-1.19)
	0.18

	rs2005108
	T/C
	1.08
	0.13
	1.74E-07
	1.08 (0.93-1.25)
	0.33

	rs7610618
	T/C
	2.33
	0.01
	1.44E-08
	1.19 (0.55-2.59)
	0.65

	rs10820405
	G/A
	1.20
	0.81
	4.51E-08
	0.93 (0.82-1.06)
	0.27

	rs880315
	C/T
	1.05
	0.34
	6.55E-08
	1.03 (0.92-1.15)
	0.64

	rs12124533
	T/C
	1.16
	0.25
	6.73E-08
	1.02 (0.91-1.16)
	0.69

	rs11957829
	A/G
	1.07
	0.82
	7.51E-07
	1.11 (0.96-1.28)
	0.15

	rs6891174
	A/G
	1.11
	0.37
	3.19E-07
	1.02 (0.91-1.13)
	0.75

	rs42039
	C/T
	1.06
	0.75
	2.18E-07
	1.17 (1.03-1.33)
	0.018

	rs4932370
	A/G
	1.05
	0.34
	6.32E-07
	1.04 (0.93-1.16)
	0.50

	rs12445022
	A/G
	1.05
	0.34
	1.03E-07
	1.02 (0.91-1.14)
	0.73

	rs11867415
	G/A
	1.11
	0.06
	6.58E-07
	1.00 (0.80-1.25)
	0.98

	rs2229383
	T/G
	1.05
	0.63
	3.71E-07
	1.08 (0.97-1.21)
	0.15

	rs12037987
	C/T
	1.09
	0.07
	9.39E-07
	1.00 (0.82-1.21)
	0.96

	rs2295786
	A/T
	1.05
	0.64
	1.43E-07
	1.13 (1.01-1.26)
	0.35

	rs8103309
	T/C
	1.04
	0.63
	3.70E-07
	1.02 (0.91-1.14)
	0.75


a Malik, R., Chauhan, G., Traylor, M., Sargurupremraj, M., Okada, Y., Mishra, A., ... & Melander, O. (2018). Multiancestry genome-wide association study of 520,000 subjects identifies 32 loci associated with stroke and stroke subtypes. Nature genetics, 50(4), 524-537.





Supplementary Table 2: Association of GRS with ischemic stroke in all white UKBB participants, also adjusted for sex, PCs and relatedness. (N=458,671, 5577 events)
	Risk Factor
	Hazard Ratio (95% CI)
	P Value

	GRS
	1.035 (1.027-1.043)a
	2.8e-18

	Female
	0.492 (0.466-0.520)
	2.2e-142


a Per 1 point increase in GRS



Supplementary Table 3: Association of GRS tertiles with ischemic stroke, adjusted for sex, age, PCs and relatedness. (N=21,185, 702 events)
	Risk Factor
	Hazard Ratio (95% CI)
	P-Value

	GRS Tertile 2
	1.16 (0.95-1.41)
	0.14

	GRS Tertile 3
	1.39 (1.15-1.67)
	0.00055

	Female
	0.88 (0.75-1.04)
	0.13

	Age at AF Diagnosis
	1.08 (1.07-1.09)a
	3.2e-36


a Per 1 year increase in age



Supplementary Table 4: Association of GRS with ischemic stroke, adjusted for CHA2-DS2-VASc score, PCs and relatedness. (N=21,185, 702 events)
	Risk Factora
	Hazard Ratioa (95% CI)
	P Value

	GRS
	1.045 (1.023-1.069)
	6.6e-05

	CHA2-DS2-VASc
	1.316 (1.237-1.402)
	9.3e-18


a Per 1 point respective increase in GRS/CHA2-DS2-VASc score



Supplementary Table 5: Association of GRS score with ischemic stroke, adjusted for PCs and relatedness. The 5 SNPs independently associated with AF were not included in the GRS calculation. (N=21,185, 702 events)
	Risk Factor
	Hazard Ratio (95% CI)
	P-Value

	GRS – No AF SNPsa
	1.04 (1.02-1.07)b
	0.00061

	Female
	0.88 (0.75-1.03)
	0.12

	Age at AF Diagnosis
	1.08 (1.07-1.09)c
	4.1e-36


a Five SNPs removed from GRS score: rs880315, rs6891174, rs42039, rs13143308, and rs12932445.
b Per 1 point increase in GRS
c Per 1 year increase in age





Supplementary Table 6: Association of 16 SNP GRS with ischemic stroke, adjusted for PCs and relatedness. (N=21,185, 702 events)
	Risk Factor
	Hazard Ratio (95% CI)
	P-Value

	GRS (16 SNPs)a
	1.04 (1.01-1.07)b
	0.005

	Female
	0.88 (0.75-1.04)
	0.12

	Age at AF Diagnosis
	1.08 (1.07-1.09)c
	1.9e-36


a GRS includes 16 SNPs which reached P<9.9e-08 significance threshold in Malik et. al GRS (Malik, R., Chauhan, G., Traylor, M., Sargurupremraj, M., Okada, Y., Mishra, A., ... & Melander, O. (2018). Multiancestry genome-wide association study of 520,000 subjects identifies 32 loci associated with stroke and stroke subtypes. Nature genetics, 50(4), 524-537.)
b Per 1 point increase in GRS
c Per 1 year increase in age


Supplementary Table 7: Association of GRS with ischemic stroke, adjusted for PCs and relatedness, and excluding participants who used warfarin at any time during follow-up. (N=18,185, 511 events)
	Risk Factor
	Hazard Ratio (95% CI)
	P-value

	GRS
	1.050 (1.024-1.077)a
	0.00015

	Female
	0.852 (0.707-1.026)
	0.091

	Age at AF Diagnosis
	1.092 (1.076-1.108)b
	4.3e-33


a Per 1 point increase in GRS
b Per 1 year increase in age



Supplementary Table 8: Association of GRS score with ischemic stroke, adjusted for PCs and relatedness. Incident AF cases only. (N=13,717, 294 events)
	Risk Factor
	Hazard Ratio (95% CI)
	P-Value

	GRS
	1.061 (1.026-1.097)a
	0.00060

	Female
	0.902 (0.709-1.147)
	0.40

	Age at AF Diagnosis
	1.057 (1.035-1.081)b
	5.1e-07


a Per 1 point increase in GRS
b Per 1 year increase in age



Supplementary Table 9: Association of the highest GRS tertile (vs lower 2/3) with ischemic stroke, adjusted for CHA2-DS2-VASc score components, PCs and relatedness. (N=21,185, 702 events)
	Risk Factora
	Hazard Ratio (95% CI)
	
P-Value
	N events/N with risk factor
	IS Incidence Rate with risk factor
	N events/N without risk factora
	IS Incidence Rate without risk factora

	GRS Top Tertile
	1.27 (1.10-1.48)
	0.0016
	303/7874
	0.0057
	399/13,311
	0.0045

	Age 65 to <75
	1.82 (1.52-2.18)
	1.1e-10
	259/9567
	0.0076
	422/10,670
	0.0039

	Age 75+
	3.66 (2.30-5.83)
	4.5e-08
	21/948
	0.021
	422/10,670
	0.0039

	Female 
	0.95 (0.81-1.11)
	0.52
	217/7247
	0.0047
	485/13,938
	0.0050

	Heart Failure
	1.28 (0.97-1.70)
	0.087
	55/1681
	0.0077
	647/19,504
	0.0048

	Hypertension
	1.22 (1.02-1.45)
	0.027
	255/8355
	0.0070
	447/12,830
	0.0042

	Vascular Disease
	1.11 (0.92-1.34)
	0.28
	163/4518
	0.0065
	539/16,667
	0.0046

	Diabetes
	1.65 (1.29-2.12)
	8.5e-05
	74/628
	0.0095
	628/19556
	0.0047


aFor age risk factors, the “without risk factor” group included those under age 65 at AF diagnosis. 


Supplementary Table 10: Association of the highest GRS tertile (vs lower 2/3) with ischemic stroke, stratified by CHA2-DS2-VASc score, and adjusted for PCs and relatedness. (N=21,185, 702 events)
	CHA2-DS2-VASC Scorea
	GRS HRb
	P-Value
	High Risk GRS Tertile N
	High Risk GRS Tertile N events
	2 Lower Risk GRS Tertile N
	2 Lower Risk GRS Tertile N events
	High Risk GRS Tertile IS Incidence Rate
	2 Lower Risk GRS Tertiles IS Incidence Rate
	Total IS Incidence Rate

	0
	1.08 (0.84-1.39)
	0.55
	2480
	99
	4118
	156
	0.0035
	0.0033
	0.0034

	1
	1.32 (1.00-1.75)
	0.05
	2336
	90
	3891
	114
	0.0066
	0.0052
	0.0057

	2
	1.53 (1.08-2.17)
	0.017
	1774
	60
	3115
	67
	0.0077
	0.0051
	0.0060

	3
	1.23 (0.79-1.92)
	0.36
	907
	36
	1528
	44
	0.011
	0.0088
	0.0096

	4+
	1.94 (1.00-3.76)
	0.049
	377
	18
	659
	18
	0.021
	0.011
	0.015

	ALL
	1.28 (1.10-1.48)
	0.0014
	7874
	303
	13,331
	399
	0.0057
	0.0045
	0.0049


aNo point for female sex was given in this calculation of CHA2-DS2-VASc score
b Per 1 point increase in GRS
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Supplementary Table 11: Net Reclassification Improvement: 10 years post AF Diagnosis. CHA2-DS2-VASC vs CHA2-DS2-VASC-G tests
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Ischemic Stroke

CHA,-DS,-VASc Test®

" - — Subtotal Total
No Ischemic Stroke Negative |Positive
N 262 0 262
Negative 10489
CHA,-DS,-VASc-G 10227 0 10227
2 82 229 311
Test Positive 10696
2254 8131 10385
344 229 53
Subtotal
12481 8131 20612
Total 12825 8360 21185
Change in true positive rate 14.3%
Change in false posi rate -10.9%
Total Net Reclassification Improvement 3.4%

*Positive test definied as score>2 in men and >3 in women





