Appendix 6: Association between anticoagulation intensity and risk of events in studies recording intracranial or fatal hemorrhages

alone*

Hemorrhagic events Combined events

(n = 356 546) (n =214 095)t

International
normalized ratio Relative risk (95% Cl) Absolute risk (95% Cl) Relative risk (95% Cl) Absolute risk (95% Cl)
<2 1.4 (0.8-2.5) 0.5 (0.3-0.9) 3.1 (2.6-3.6) 4.1 (2.7-6.2)
2-3 1.0 (Ref) 0.3 (0.3-0.4) 1.0 (Ref) 1.3 (0.7-2.3)
3-5 3.1 (2.0-4.6) 1.0 (0.7-1.7) 2.0 (1.6-2.4) 2.6 (1.2-5.5)
>5 28.8 (12.6-66.0) 9.9 (4.0-24.7) 16.7 (12.3-22.6) 22.0 (9.0-52.8)

Note: Cl = confidence interval.
*Studies by the ESPRIT group,' Hylek” and Oden.’
tOden did not report thromboembolic events and we excluded this study from our analysis of combined events.
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