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Total number of patients in CPRD from 1/1/2003-3/31/2012
(most recent HES data availability)
n=10082825

+ Initiation of VKA from 1/1/2003-3/31/2012*
n=184599

+ AF diagnosis before initiation of VKA
n=97861

+ No evidence of valvular disease
n=84206

+ Age> 18 years old (patient)
n=84176

+ CPRD acceptability quality criteria are present (patient)
n=82513

+ Current registration at least 12 months before initiation of VKA (patient)
n=70441

+ Practice UTS at least 12 months before initiation of VKA (practice)
n=65078

+ No NOACs use (therapy)
n=64174

+ HES linkage data
n=39734

+ Incident patients
n=29489

Supplementary Fig. S1 Flow diagram describing derivation of study population.

Total follow up (main analysis) 1 bleed L 4.17 (3.90-4.46)

2 bleeds - 5.57 (5.00-6.19)

3+ bleeds Ll 8.42 (7.38-9.60)
Follow up censored at 3 months 1 bleed . 22.77 (18.69-27.72)
2 bleeds —_— 19.65 (13.40-28.84)
3+ bleeds 28.90 (17.47-47.83)
Follow up censored at 6 months 1 bleed —.— 14.06 (12.14-16.28)
2 bleeds —— 16.80 (12.93-21.85)
3+ bleeds —_— 23.05 (16.02-33.18)

Follow up censored at 12 months 1 bleed - 9.27 (8.31-10.35)

2 bleeds —— 12.44 (10.23-15.13)
3+ bleeds —— 19.30 (15.22-24.48)

Follow up censored at 24 months 1 bleed - 6.19 (5.67-6.78)

2 bleeds al 8.56 (7.34-9.97)
3+ bleeds —— 14.05 (11.65-16.93)
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Supplementary Fig. S2 Results of sensitivity analysis investigating the impact of censoring follow-up at 3, 6, 12, and 24 months. Hazard ratios
adjusted for all characteristics listed in =Table 1.
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Supplementary Fig. S3 Forest plot describing the cost of GP consultations and GP prescriptions during VKA treatment in the period following
the first, second, and third bleeds compared with the cost in the period before any bleeds have occurred. Cost rate ratios adjusted for all

characteristics listed in =Table 1. GP, general practitioner; VKA, vitamin K antagonist.

Supplementary Table S1 Number of events observed in the entire study population and within each

of the three exposure

periods
All patients (n=29,489) 1 bleed (n=4,308) 2 bleeds (n=1,512) 3+ bleeds (n=555)
Outcome N (%) N (%) N (%) N (%)
Any bleeding 4,308 (14.6%) 1,512 (35.3%) 555 (37%) 221 (40.3%)

Major bleeding

2,393 (8.1%)

692 (16.2%)

249 (16.6%)

112 (20.4%)

CRNMB 1,915 (6.5%) 820 (19.2%) 306 (20.4%) 134 (24.4%)
VTE 689 (2.3%) 42 (1.0%) 25 (1.7%) 10 (1.8%)
Myocardial infarction 672 (2.3%) 59 (1.4%) 21 (1.4%) 13 (2.4%)
Stroke 867 (2.9%) 73 (1.7%) 24 (1.6%) 13 (2.4%)

Abbreviations: CRNMB, clinically relevant nonmajor bleeding; VTE, venous thromboembolism.
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