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Table S1. Phenotype definition for valvular disease, which includes 45 Read codes, 9
International Classification of Diseases (ICD) codes, and 11 operation and procedure (OPCS)
codes for mitral valve disease, rheumatic mitral regurgitation and prosthetic mitral, aortic or
unspecified valve replacements.

Coding System Code Description
Read (medcode) 1267 Mitral valve diseases
Read (medcode) 1756 Replacement of aortic valve
Read (medcode) 1885 Mitral stenosis
Read (medcode) 3731 Replacement of mitral valve NEC
Read (medcode) 3911 Replacement of mitral valve
Read (medcode) 5643 Replacement of valve of heart NEC
Read (medcode) 6631 H/O: heart valve recipient
Read (medcode) 7276 Prosthetic replacement of valve of heart NEC
Read (medcode) 7894 Plastic repair of mitral valve
Read (medcode) 8274 Mitral and aortic stenosis
Read (medcode) 10078 Diseases of mitral and aortic valves
Read (medcode) 15133 Replacement of aortic valve NEC
Read (medcode) 16545 Rheumatic mitral valve disease
Read (medcode) 17257 Revision of plastic repair of mitral valve
Read (medcode) 17334 H/O: artificial heart valve
Read (medcode) 17596 Mitral stenosis and aortic regurgitation
Read (medcode) 17812 Open mitral valvotomy
Read (medcode) 18475 Combined disorders of mitral, aortic and tricuspid valves
Read (medcode) 19246 Closed mitral valvotomy
Read (medcode) 19390 Prosthetic replacement of mitral valve
Read (medcode) 19699 Disorders of both mitral and tricuspid valves
Read (medcode) 21807 Mitral incompetence - rheumatic
Read (medcode) 22582 Mitral valvuloplasty NEC
Read (medcode) 22837 Mitral regurgitation - rheumatic
Read (medcode) 24557 Mitral valve disorders NOS
Read (medcode) 28662 Nonrheumatic mitral valve stenosis
Read (medcode) 28871 [V]Has artificial heart valve
Read (medcode) 29158 Mitral and aortic valve disease NOS
Read (medcode) 29887 Replacement of unspecified valve of heart
Read (medcode) 30443 Mitral valve disease NOS
Read (medcode) 30567 Bjork-Shiley prosthetic replacement of mitral valve
Read (medcode) 32435 Rheumatic mitral stenosis
Read (medcode) 35812 Prosthetic replacement of aortic valve




Read (medcode) 36638 Mitral valvuloplasty
Read (medcode) 40264 [V]Presence of prosthetic heart valve
Read (medcode) 41168 Plastic repair of mitral valve NOS
Read (medcode) 44328 Mitral stenosis with regurgitation
Read (medcode) 44488 Mitral stenosis with insufficiency
Read (medcode) 49355 Mitral stenosis and aortic insufficiency
Read (medcode) 49592 Carpentier prosthetic replacement of mitral valve
Read (medcode) 51879 Rheumatic mitral insufficiency
Read (medcode) 53696 Percutaneous transluminal mitral valvotomy
Read (medcode) 57091 Congenital mitral stenosis
Read (medcode) 60957 Other specified plastic repair of mitral valve
Read (medcode) 61250 Mitral stenosis and aortic incompetence
ICD 1050 Mitral stenosis, rheumatic
ICD 1051 Rheumatic mitral insufficiency
ICD 1052 Mitral stenosis with insufficiency, rheumatic
ICD 1058 Other mitral valve diseases, rheumatic
ICD 1059 Mitral valve disease unspecified, rheumatic
ICD 1080 Disorders of both mitral and aortic valves, rheumatic
ICD 1081 Disorders of both mitral and tricuspid valves, rheumatic
ICD 1083 Combined disorders of mitral, aortic and tricuspid valves, rheumatic
ICD 1342 Nonrheumatic mitral (valve) stenosis
OPCS K023 Implantation of prosthetic heart
OPCS K253 Prosthetic replacement of mitral valve
OPCS K254 Replacement of mitral valve NEC
OPCS K258 Other specified plastic repair of mitral valve
OPCS K259 Unspecified plastic repair of mitral valve
OPCS K263 Prosthetic replacement of aortic valve
OPCS K264 Replacement of aortic valve NEC
OPCS K293 Prosthetic replacement of valve of heart NEC
OPCS K294 Replacement of valve of heart NEC
OPCS K301 Revision of plastic repair of mitral valve
OPCS K311 Open mitral valvotomy




Table S2. Comparison of baseline CHA,DS,-VASc risk factors in individuals with and without
use of warfarin.

With warfarin Without warfarin Overall
Number of individuals 30 067 40 139 70 206
N % N % N %
Congestive heart failure 10400 25.9 7032 23.4 17432 24.8
Hypertension 32641 81.3 25122 83.6 57763 823
Diagnosis 23973 59.7 17916 59.6 41889 59.7
Blood pressure medication 28657 71.4 22486 74.8 51143 72.9
Blood pressure measures 22060 55.0 17550 58.4 39610 56.4
Age 275 [2] 27235 67.9 14955 49.7 42190 60.1
Diabetes 5746 14.3 4243 14.1 9989 14.2
Stroke/TIA/systemic embolism [2] 7506 18.7 5319 17.7 12825 18.3
Vascular disease 7935 19.8 5897 19.6 13832 19.7
Myocardial infarction 5439 13.6 4146 13.8 9585 13.7
Peripheral vascular disease 3341 8.3 2362 7.9 5703 8.1
Age 65to 74 6975 17.4 9321 31.0 16296 232
Sex Category [female] 21618 63.0 12668 37.0 34286 48.8
CHA;DS,-VASCc scores
0 1414 35 1072 3.6 2486 3.5
1 2786 6.9 2851 9.5 5637 8.0
2 4485 11.2 4854 16.1 9339 133
3 7309 18.2 6461 215 13770 19.6
4 10102 25.2 6808 22.6 16910 24.1
&) 6994 17.4 4232 14.1 11226 16.0
6 4383 10.9 2389 8.0 6772 9.7
7 1995 5.0 1070 3.6 3065 4.4
8 566 1.4 297 1.0 863 12
9 105 0.3 33 0.1 138 0.2




Table S3. Comparison of baseline CHA,DS,-VASc risk factors in men and women.

Men Women Overall
Number of individuals 35920 34 286 70 206
N % N % N %
Congestive heart failure 8458 23.6 8974 26.2 17432 24.8
Hypertension 28350 78.9 29413 85.8 57763 82.3
Diagnosis 19702 54.9 22187 64.7 41889 59.7
Blood pressure medication 24784 69 26359 76.9 51143 72.9
Blood pressure measures 18794 52.3 20816 60.7 39610 56.4
Age 275 [2] 17828 49.6 24362 71.1 42190 60.1
Diabetes 5545 15.4 4444 13.0 9989 14.2
Stroke/TIA/systemic embolism [2] 6136 17.1 6689 19.5 12825 18.3
Vascular disease 8435 235 5397 15.7 13832 19.7
Myocardial infarction 6120 17.0 3465 10.1 9585 13.7
Peripheral vascular disease 3292 9.2 2411 7.0 5703 8.1
Age 65-74 9861 275 6435 18.8 16296 23.2
Sex Category [female] 0 0.0 34286 100 34286 48.8
CHA2DS,-VASCc scores
0 2486 6.9 0 0.0 2486 35
1 4690 13.1 947 2.8 5637 8.0
2 6813 19.0 2526 7.4 9339 13.3
3 8562 23.8 5208 15.2 13770 19.6
4 6279 17.5 10631 31.0 16910 24.1
5 4168 11.6 7058 20.6 11226 16.0
6 1991 5.5 4781 13.9 6772 9.7
7 775 2.2 2290 6.7 3065 4.4
8 156 0.4 707 2.1 863 1.2
9 0 0.0 138 0.4 138 0.2




Table S4. Completeness of recording CHA,DS,-VASc risk factors in primary care records, and

secondary care records.

Total Individuals with Individuals with
individuals with risk factor recorded risk factor recorded
risk factor in primary care in secondary care
N N % N %

Congestive heart failure 17432 12043 69.1 11145 63.9
Hypertension 57763 57197 99.0 23310 40.4
Diabetes mellitus 9989 9339 93.5 7366 73.7
Stroke/ TIA / systemic embolism 12825 10671 83.2 6171 48.1
Vascular disease 13832 11956 86.4 6419 46.4

Legend

Total individuals with risk factor refers to total number of individuals with recorded diagnosis of the risk
factor, as recorded in either primary or secondary care records. Individuals with risk factor recorded in
primary care refers to the ‘completeness’ of recording the risk factor in primary records, where 100%
indicates absolute completeness. For example 99% of total individuals with hypertension, had a record of
hypertension in primary care records. Individuals with risk factor recorded in secondary care refers to the
‘completeness’ of recording the risk factor in secondary records.



Figure S1. Venn diagrams comparing numbers of CHA,DS,-VASc risk factors captured in
primary care, secondary care and in both sources linked. Venn circles are scaled according to

the proportion of individuals that they represent.

Congestive heart failure Hypertension Diabetes mellitus

Thromboembolism: Vascular disease:
stroke, transient ischaemic attack, myocardial infarction,
systemic embolism peripheral artery disease



Table S5. CHA,DS,-VASc scores based on primary and secondary care records, compared to
both data sources linked.

Secondary care Primary—secondary
records only care records
e e e 0o oo
CHA,DS,-VASc scores N % N %
0 2156 5.3 1181 2.9
1 4042 10.0 2665 6.6
2 7196 17.7 4519 111
3 10309 25.4 7107 17.5
4 8,768 21.6 9578 23.6
5 4,794 11.8 7514 18.5
6 2,361 5.8 4906 12.1
7 776 1.9 2341 5.8
8 201 0.5 707 1.7
9 35 0.1 120 0.3
Primary care Primary—secondary
records only care records
Individuals with initial record of
diagnosis in primary care 29 568 29 568
CHA,DS,-VASc scores N % N %
0 1320 4.5 1305 4.4
1 3041 10.3 2972 10.1
2 4889 16.5 4820 16.3
3 6838 23.1 6663 225
4 7450 252 7332 24.8
5 3537 12.0 3712 12.6
6 1750 5.9 1866 6.3
7 611 21 724 25
8 121 0.4 156 0.5
9 11 0.0 18 0.1




Table S6. Propensity score adjusted incidence rates [95% confidence intervals] per 100 person-
years of ischaemic stroke by CHA,DS,-VASC scores, sex, and use of warfarin

With warfarin

Without warfarin

Predicted events Adjusted rate Predicted events  Adjusted rate  P-value

CHA,DS,-VASc scores
Overall population

0 7 0.4[0.1,0.7] 23 0.2[0.1,0.3] 0.31

1 27 0.4 [0.3,0.6] 127 0.7 [0.6,0.8] 0.03

2 89 0.8[0.6,1.0] 355 1.4[1.2,1.5] 0.00

3 152 1.1[0.9,1.3] 816 2.5[2.3,2.6] 0.00

4 236 1.8[1.6,2.0] 1366 3.8[3.6,4.0] 0.00

5 236 3.2[2.8,3.6] 1129 5.9 [5.6,6.2] 0.00

6 170 4.4[3.7,5.1] 1154 11.6 [11.0,12.2] 0.00

7 116 7.416.1,8.8] 553 13.8 [12.7,14.8] 0.00

8 19 5.0[2.7,7.3] 167 17.6 [15.2,20.0] 0.00

9 3 8.7 [0.4,16.9] 30 24.9[17.0,32.7] 0.03
Men

0 7 0.4[0.1,0.7] 23 0.2[0.1,0.3] 0.31

1 25 0.4 [0.3,0.6] 110 0.7 [0.6,0.9] 0.02

2 78 0.9[0.7,1.1] 306 1.7[1.5,1.9] 0.00

3 114 1.4[1.1,1.6] 542 2.9[2.6,3.1] 0.00

4 171 3.2[2.3,4.1] 552 4.8[4.3,5.3] 0.00

5 153 5.1[3.8,6.5] 580 9.2 [8.2,10.1] 0.00

6 74 5.9[1.8,10.0] 425 15.7 [13.5,17.9] 0.00

7 39 9.1[1.4,16.7] 177 19.9 [15.5,24.3] 0.00

8 1 1.1[0.0,3.0] 28 20.6 [9.7,31.4] 0.00
Women

1 0.1 [0.0,0.4] 13 0.4[0.1,0.7] 0.54

2 0.3[0.1,0.4] 42 0.5[0.3,0.6] 0.17

3 38 0.7 [0.5,0.9] 271 1.9[1.7,2.2] 0.00

4 102 1.3[1.1,1.6] 815 3.3[3.1,3.5] 0.00

5 109 2.5[2.0,2.9] 610 4.8[4.4,5.2] 0.00

6 107 4.1[3.3,4.9] 791 10.9[10.2,11.7] 0.00

7 82 7.3[5.7,8.8] 397 12.7 [11.5,13.9] 0.00

8 17 5.3[2.8,7.7] 140 17.3[14.8,19.9] 0.00

9 3 8.7[0.4,16.9] 30 24.9 [17.0,32.7] 0.03

Legend: Incidence rates were adjusted for propensity score quintiles. Propensity score was generated using a
logistic regression model, which predicted probability of warfarin use (yes, no), based on CHA,;DS,-VASC risk factors,
age at initial record of diagnosis of atrial fibrillation, and source of initial record of atrial fibrillation (primary, or

secondary care).
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Table S7. Supplementary evidence table comparing studies that reported incidence rates for ischaemic stroke in atrial fibrillation patients with
CHA;DS,-VASc=1 [including 1 in men | 2 in women], sorted by estimate size.

Data source Endpoints Risk group Incidence Rate [95% CI] per 100 PY
Total Maximum Total

Author, year Country PC SC patients follow-up IS US SE PE TIA events CHA,;DS,-VASc Sex Anticoagulants No anticoagulants Ref.
Huang, 2014 China o ° 358 4.5 e o o o o© 70 1 men NR [NR] 6.60 [NR] [1]
Chao, 2015 Taiwan o o 12935 6.0 e o o o o 1858 1 men NR [NR] 2.75 [NR] 2]
Chao, 2015 Taiwan o ° 7900 6.0 e o o o o 1174 2 women NR [NR] 2.55 [NR] [2]
Olesen, 2011 Denmark o ° 8203 1.0 e O e e O NR 1 both NR [NR] 2.01[1.70,2.36] [3]
Olesen, 2012 Denmark o ° 10062 12.0 e O e 0o e 159 1 both NR [NR] 1.79 [1.53,2.09] [4]
Olesen, 2011 Denmark o s 14515 1.0 e 0 e o e 256 1 both 1.28[1.02,1.61] 1.62[1.37,1.92] [5]
Lip, 2015 Denmark o e 15860 10 e o e o o 188 1 men 1.06 [NR] 1.55 [NR] [6]

2 women
Olesen, 2011 Denmark o o 8203 5.0 e o e e o NR 1 both NR [NR] 1.51[1.37,1.67] [3]
Lip, 2015 Denmark o e 15860 10 e o o o o 182 1 men 1.02 [NR] 1.50 [NR] [6]

2 women
Olesen, 2011 Denmark o o 8203 10.0 e o e e o NR 1 both NR [NR] 1.45 [1.32,1.58] [3]
Olesen, 2012 Denmark o o 10062 12.0 e 0 e o e 662 1 both NR [NR] 1.44 [1.34,1.56] [4]
Lip, 2015 Denmark o e 15860 45 e o e o o 987 1 men 1.08 [NR] 1.24 [NR] [6]

2 women

. 1 men

Lip, 2015 Denmark o© . 15860 45 e o o o o 936 1.02 [NR] 1.18 [NR] [6]

2 women
Friberg, 2012 Sweden o s 6770 35 e ¢ ¢ 0 e NR 1 both NR [NR] 0.90 [NR] [7]
Guo, 2012 China o . 114 3.0 e o e e o NR 1 both NR [NR] 0.90 [NR] [8]

CALIBER, 2016 England e s 5637 12.0 e o o o o 153 1 both 0.4[0.3,0.7] 0.7 [0.6,0.8]

Lip, 2010 Europe  o© s 162 1.0 e 0 o e o© 1 1 both NR [NR] 0.60 [0.00,3.40] [9]
Friberg, 2012 Sweden o s 6770 35 e o o o o NR 1 both NR [NR] 0.60 [NR] [7]
Friberg, 2015 Sweden o ° NR 5.0 e 0o o o0 o NR 1 men NR [NR] 0.50-0.70 [10]

Forslund, 2014 Sweden e ° 6682 1.0 e o o o o NR <1 both 0.00-0.30 0.30-0.50 [11]
Friberg, 2015 Sweden o ° NR 5.0 e 0 o o o NR 1 women NR [NR] 0.10-0.20 [10]

Legend

Cl — confidence interval, PY — person-years, PC —primary care, SC — secondary care, IS - ischaemic stroke, US — unclassified stroke, SE — systemic embolism, PE — pulmonary
embolism, TIA - transient ischaemic attack, NR — not reported, o — no, e — yes. Example: Huang, 2014. utilised secondary care data for identifying patients, risk factors, and
endpoints, and included ischaemic stroke in the endpoint definition.



Table S8. Sensitivity analyses in men with CHA,DS,-VASc=1.

Initial A_F CHA2DS;- Endpoint En(_jp_o_int
Total _diagnosis VASc Definition Total  Incidence Rate
patients PC SC PC SC PC SC DR IS US SE PE TIA events [95% CI] per 100 PY
By data source used for
CHA2DS;-VASC:
Secondary care 3015% o . o ) e o o e e O O O 156 1.4[1.2,1.6]
Primary care 2563% . o . ) e o o e ¢ 0 o0 o© 72 0.6 [0.5,0.8]
Total 4690 ° ° ) . o o o e e 0o o0 O 137 0.7 [0.6,0.8]
By data source used
for initial AF diagnosis:
Secondary care 2185 o o o o o o o e ¢ 0o o o 68 0.8[0.6,1.0]
Primary care 2505 ° o ° ° o o o e ¢ 0o o O 69 0.6 [0.5,0.7]
Total 4690 ° ° ° ° e o o e e 0o o O 137 0.7 [0.6,0.8]
By data source for
endpoint:
Death register 760" ° ° ° ° o o e e ¢ 0o o0 O 14 0.6 [0.4,1.1]
Primary care 4690 ° ° ° ° o e o© e ¢ 0 O O 106 0.5[0.4,0.6]
Secondary care 4690 ° ° ° . e o o e ¢ 0o o O 90 0.4 [0.4,0.5]
Total 4690 ° ° ° ° e o o e ¢ 0o o0 O 137 0.7 [0.6,0.8]
By endpoint definition:
Composite endpoint 4690 o o o ° o o o e o o o o 274 1.4[1.2,1.5]
Primary endpoint 4690 ° ° ° ° e o o e ¢ 0o o O 137 0.7 [0.6,0.8]
By use of warfarin:
Without warfarin 4629° ° ° ° ° e o o e ¢ 0o o O 112 0.8 [0.6,0.9]
With warfarin 2549° ° ° ° ° e o o e ¢ 0o o O 25 0.4 [0.3,0.7]
Total 4690 ° ° ° e o e ¢ 0 o0 o© 137 0.7 [0.6,0.8]
By risk score component:
Age 65to 74 1336 ° ° ° ° e o o e ¢ 0o o O 68 1.2[0.9,1.5]
Hypertension 3053 ° ° ° . e o o e ¢ 0o o0 O 66 0.5[0.4,0.6]
Heart failure 126 ° ° ° ° e o o e ¢ 0o o O 2 0.5[0.1,1.8]
Vascular disease 110 ° ° ° ° e o o e ¢ 0o o O 1 0.2 [0.0,1.5]
Diabetes mellitus 65 ° ° ° o e o o e ¢ 0o o O 0 No events
Total 4690 ° ° ° ° e o o e ¢ 0 o0 o© 137 0.7 [0.6,0.8]
Legend

Abbreviations as per table S6, and DR — death records.
2 Includes individuals reclassified CHA2DS2-VASc =2 when stroke risk calculated from linked records,
® restricted to 760 all-cause deaths during follow-up, ¢ individuals could contribute follow-up time to periods with and without warfarin



Table S9. Relative risks of ischaemic and haemorrhagic stroke in direct oral anticoagulant trials

Ischaemic stroke

Haemorrhagic stroke

Ref Trial Follow-up Definition Relative risk Definition Relative risk
[12] RE-LY

Dabigatran 110mg 2.0 years Ischaemic or unspecified stroke 1.11[0.89,1.40] Haemorrhagic stroke 0.31[0.17,0.56]

Dabigatran 150mg 2.0 years Ischaemic or unspecified stroke 0.76 [0.60,0.98] Haemorrhagic stroke 0.26 [0.14,0.49]
[13] ROCKET AF

Rivaroxaban as treated 1.9 years Stroke or systemic 0.79 [0.66,0.96] Intracranial haemorrhage 0.67 [0.47,0.93]

Rivaroxaban intention to treat 1.9 years Stroke or systemic 0.88[0.75,1.03] Intracranial haemorrhage 0.67 [0.47,0.93]
[14] ARISTOTLE

Apixaban 1.8 years Ischaemic or uncertain type of stroke  0.92 [0.74,1.13] Haemorrhagic stroke 0.51[0.35,0.75]
[15] ENGAGE AF-TIMI 48

Edoxaban 30mg 2.8 years Ischaemic stroke 1.411.19,1.67] Haemorrhagic stroke 0.33[0.22,0.50]

Edoxaban 60mg 2.8 years Ischaemic stroke 1.00[0.83,1.19] Haemorrhagic stroke 0.54 [0.38,0.77]
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Table S10. Net clinical benefit [95% confidence intervals] per 100 person-years of warfarin or direct oral anticoagulants compared to no treatment, by
CHA,DS,-VASC scores, and sex.

Total stroke events Net clinical benefit of oral anticoagulants vs. no treatment

Ischaemic Haemorrhagic . Dabigatran Rivaroxaban . Edoxaban
Warfarin Apixaban
stroke stroke 110mg 150mg AT ITT 30mg 60mg
CHA,DS,-VASCc:
Overall population
0 28 8 -0.3[-0.8,0.1] -0.2[-0.6,0.1] 0.0[-0.3,0.2] -0.2[-050.1] -0.2[-0.6,01] -0.2[-050.1] -0.3[-0.8,0.1] -0.2[-0.6,0.1]
1 153 54 0.1[-0.2,0.4] 0.4[0.1,0.6] 0.5[0.3,0.7] 0.3[0.1,0.6] 0.3[0.1,0.5] 0.4 [0.1,0.6] 0.2 [-0.1,0.5] 0.3[0.1,0.5]
2 453 95 0.2[-0.1,06] 0.6[0.3,09] 0.9][0.7,1.1] 0.6 [0.4,0.9] 0.5[0.3,0.8] 0.6 [0.4,0.9] 0.3[0.0,0.6] 0.5[0.3,0.8]
3 1013 165 15[1.2,1.8] 18[1520] 2.2[1.9,2.4] 1.9[1.6,2.1] 1.8[1.5,2.1] 1.8[1.6,2.1] 1.4[1.1,1.7] 1.7 [1.5,2.0]
4 1673 237 2.2[1.8,2.6] 2.5[2.2,2.9] 3.2[2.9,3.4] 2.8[2.5,3.1] 2.7[2.3,3.0] 2.7[2.4,3.0] 2.0[1.6,2.4] 2.6 [2.2,2.9]
5 1416 180 3.2[2.6,3.8] 3.4[2840] 4.6[4151] 4.1[3.6,4.7] 3.8[3.3,4.4] 3.9[3.3,4.4] 2.5[1.8,3.1] 3.6 [3.0,4.2]
6 1360 104 7.7[6.7,8.8] 8.1[7.0,9.1] 9.6 [8.7,10.5] 9.0[8.0,9.9] 8.6 [7.6,9.6] 8.6 [7.6,9.6] 6.8 [5.6,8.0] 8.3[7.2,9.3]
7 692 45 7.2[5.29.1] 7.3[51,9.3] 9.8[8.1,11.6] 9.1[7.4,10.8] 85[6.7,10.3] 8.4[6.5,10.2] 5.1[2.6,7.5] 7.8[5.8,9.7]
8 185 18 12.8[8.9,16.9] 13.6[9.7,17.5] 15.4[12.0,19.0] 14.5[10.8,18.2] 14.0[10.3,17.9] 14.1[10.5,18.0] 12.1[7.8,16.4] 13.7 [10.0,17.6]
9 32 0 16.8[1.8,31.5] 16.0[0.3,31.3] 18.6[5.8,32.5] 18.41[5.2,32.4] 17.7[3.6,32.0] 17.4[3.0,31.7] 13.7[-4.3,30.0] 16.8[1.8,31.5]
09 7005 906 1.9[1.821] 22[21,24] 29[2.7,3.0] 2.5[2.4,2.7] 2.4[2.2,2.5] 2.4[2.3,2.6] 1.7 [1.5,1.9] 2.3[2.1,2.4]
Men
0 28 8 -0.3[-0.8,0.1] -0.1[-0.6,0.1] 0.0[-0.3,0.2] -0.2[-0.5,0.1] -0.2[-0.6,0.1] -0.2[-0.5,0.1] -0.3[-0.8,0.1] -0.2[-0.6,0.1]
1 137 48 0.1[-0.2,0.4] 0.5[0.1,0.7] 0.6 [0.4,0.8] 0.4 [0.1,0.6] 0.3[0.1,0.6] 0.4[0.1,0.6] 0.3[-0.1,0.6] 0.3[0.1,0.6]
2 381 79 05[0.1,09] 10[0.612] 1.2[0.9,1.5] 0.9[0.6,1.2] 0.8[0.5,1.1] 0.9[0.6,1.2] 0.6 [0.2,1.0] 0.81[0.5,1.1]
3 656 103 1.5[1.1,1.9] 2.0[1.4,2.2] 2.3[1.9,2.6] 2.0[1.6,2.3] 1.8[1.5,2.2] 1.9[1.5,2.3] 1.4[0.9,1.8] 1.8[1.4,2.2]
4 608 93 2.0[1.327] 28[1730] 3.2[2.6,3.7] 2.8[2.2,3.3] 2.6 [1.9,3.2] 2.6[2.0,3.2] 1.7 [0.9,2.4] 2.4[1.8,3.0]
5 613 88 39[2.6,49] 5.0[3.1,53] 5.7 [4.7,6.7] 5.1[4.1,6.1] 4.7 [3.7,5.7] 4.8 [3.7,5.8] 3.0[1.6,4.2] 4.4 [3.3,5.5]
6 363 26 7.1[5291] 83[5694] 8.9[7.3,10.7] 8.4[6.6,10.1] 8.0[6.2,9.8] 8.0[6.2,9.9] 6.2 [4.0,8.4] 7.6 [5.8,9.5]
7 156 15 8.6 [4.7,13.0] 10.1[4.8,13.2] 11.1[7.7,15.0] 10.4[6.9,14.3] 9.8[6.2,13.9] 9.8[6.1,13.9] 6.9[2.3,11.6] 9.2[5.4,13.5]
8 21 3 15.9 [7.0,25.7] 16.0[6.4,25.7] 16.3[8.0,25.8] 16.3[7.8,25.8] 16.1[7.4,25.8] 16.0[7.3,25.7] 15.1[5.0,25.7] 15.9[7.0,25.7]
0-8 2963 463 1.2[1.0,1.4] 1.8[1.3,1.7] 2.1[1.9,2.3] 1.8[1.6,1.9] 1.6 [1.4,1.8] 1.7[1.5,1.9] 1.0[0.8,1.3] 1.5[1.3,1.7]
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Table S10 (continued). Net clinical benefit [95% confidence intervals] per 100 person-years of warfarin or direct oral anticoagulants compared to no
treatment, by CHA,DS,-VASC scores, and sex.

Total stroke events Net clinical benefit of oral anticoagulants vs. no treatment

Ischaemic Haemorrhagic . Dabigatran Rivaroxaban . Edoxaban
Warfarin Apixaban
stroke stroke 110mg 150mg AT ITT 30mg 60mg
CHA,DS,-VASc:
Women
1 16 6 0.3[-0.4,0.8] 0.3[-0.5,0.8 0.4[-0.2,0.8] 0.4[-0.2,08  0.3[-0.308  0.3[-0308  01[-0808  0.3[-0.4,0.8]
2 72 16 -0.1[-0.6,0.3] 0.3[-0.2,0.5]  0.4[0.0,0.7] 0.1[-0.205] 0.1[-0.3,05] 0.2[-0.2,05] 0.0[-0504]  0.1[-0.3,0.5]
3 357 62 1.5[1.1,1.9] 1.9[1.4,2.2] 2.0[1.7,2.4] 1.8[1.4,2.2] 1.8[1.4,2.1] 1.8[1.5,2.2] 1.6[1.1,2.0] 1.7[1.4,2.1]
4 1065 144 2.4[20,28] 30[2431] 3.3[293.6] 2.9[2.6,3.3] 2.8[2.4,3.2] 2.9[2.5,3.2] 2.3[1.9,2.8] 2.7[2.4,3.1]
5 803 92 3.1[2.3,3.8] 3.7[2.5,3.9] 4.1[3.6,4.7] 3.8[3.2,4.4] 3.6 [2.9,4.2] 3.6 [2.9,4.2] 2.5[1.6,3.3] 3.4[2.7,4.0]
6 997 78 8.0[6.6,9.3] 9.2[7.0,9.6] 9.8[8.7,11.0] 9.2[8.0,10.4] 89[7.6,10.1] 8.9[7.6,10.1] 7.0 [5.5,8.5] 8.5[7.2,9.8]
7 536 30 6.8[4.49.1] 8.2[459.1] 9.4[7.511.4] 8.7[6.7,10.8] 8.0[6.0,10.2]  7.9[5.9,10.1] 4.5[1.8,7.3] 7.3[5.1,9.6]
8 164 15 12.4[7.9,17.3] 14.3[8.8,18.0] 15.2[11.4,19.5] 14.210.3,18.8] 13.7[9.7,18.4] 13.9[9.8,18.4] 11.7[6.6,16.8] 13.4[9.1,18.0]
9 32 0 16.8[3.1,30.5] 17.5[1.5,30.3] 18.6[6.6,31.3] 18.4[6.1,31.2] 17.7[4.8,30.9] 17.4[4.2,30.8] 13.7[-3.9,29.3] 16.8[3.1,30.5]
1-9 4042 443 2.7[2.43.00 34[2733] 373539 3.4[3.1,3.6] 3.2[2.9,3.5] 3.2[3.0,3.5] 2.4[2.1,2.7] 3.0[2.8,3.3]
Legend

AT — as treated, ITT — intention to treat.
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