Appendix 5: Anticoagulation intensity and risk of hemorrhagic and thromboembolic events (part 1 of 2)

Hemorrhagic event Thromboembolic event Combined events

International
normalized ratio n/N Relative risk (95% ClI) n/N Relative risk (95% ClI) n/N Relative risk (95% ClI)
Rosove et al.' NR 6/55 NR

<2 NR 7.2 (1.9-539.3) NR

3-5 NR 0.0 (0.0-0.0) NR

>5 NR NR NR
Hutten et al.? 4/1303 15/1 303 19/1 303

<2 2.4 (0.4-13.3) 2.6 (1.2-5.6) 2.5 (1.3-5.0)

3-5 2.0 (0.2-10.2) 0.9 (0.2-2.3) 1.2 (0.8-1.3)

>5 NR NR NR
Yasaka et al.? 0/203 14/ 203 14/ 203

<2 0.0 (0.0-0.0) 2.6 (1.0-23.4) 0.9 (0.4-2.2)

3-5 5.7 (0.0-19.5) 0.0 (0.0-0.0) 3.6 (0.0-10.8)

>5 NR NR NR
EAFT* 0/214 7/214 7/214

<2 0.0 (0.0-0.0) 10.9 (3.3-286.5) 6.5 (2.0-29.1)

3-5 2.6 (0.5-31.4) 4.4 (1.5-759.3) 3.7 (1.5-18.9)

>5 46.5 (11.4-398.6) 6.2 (0.0-11.0) 22.3 (6.2-97.4)
Chimowitz et al.’ 1/289 23/ 289 24/ 289

<2 0.3 (0.0-1.1) 49 (2.6-10.8) 3.0 (1.7-5.5)

3-5 43 (2.0-16.0) 1.1 (0.0-3.0) 24 (1.0-4.8)

>5 35.0 (9.4-96.5) 4.0 (0.0-13.6) 16.7 (4.9-34.5)
Andersen et al.’ 0/204 0/204 0/204

<2 0.0 (0.0-0.0) 0.0 (0.0-0.0) 0.0 (0.0-0.0)

3-5 1.8  (1.1-2.9) 0.4 (0.0-2.2) 1.0 (0.2-3.3)

>5 161.3 (94.0-332.5) 0.0 (0.0-0.0) 69.1 (23.6-222.0)
Torn et al.’ 0/356 3/356 3/356

<2 0.0 (0.0-0.0) 7.3 (0.5-30.0) 5.2 (0.2-17.1)

3-5 24 (0.8-9.6) 0.5 (0.2-2.5) 1.1 (0.5-3.6)

>5 20.5 (5.6-143.4) 4.1 (0.3-16.8) 8.8 (3.2-28.3)
Cheung et al.® 3 /555 28 /555 31/555

<2 0.3 (0.0-1.1) 3.2 (1.6-10.9) 1.8 (1.0-3.7)

3-5 10.6 (3.6-34.0) 0.0 (0.0-0.0) 53 (1.8-12.0)

>5 NR NR NR
ESPRIT® 4/536 5/536 9/536

<2 4.4 (0.7-15.6) 2.2 (0.4-5.2) 2.8 (1.0-5.7)

3-5 54 (3.4-9.3) 1.0 (0.1-2.4) 23 (1.0-4.4)

>5 66.6 (39.3-127.1) 2.2 (0.0-4.9) 20.6 (9.3-40.0)
Poli et al.” 12/903 20/903 32/903

<2 2.2 (1.0-3.9) 49 (2.6-8.3) 3.3 (2.1-4.9)

3-5 1.2 (0.7-2.0) 0.8 (0.3-1.4) 1.0 (0.7-1.5)

>5 4.0 (0.6-8.2) 0.0 (0.0-0.0) 2.3 (0.3-4.5)
Tangelder et al." 9/1326 23/1 326 32/1326

<2 2.3 (0.9-5.4) 3.0 (1.7-5.2) 2.8 (1.7-4.4)

3-5 1.6 (0.9-3.4) 0.2 (0.1-0.4) 0.7 (0.4-1.0)

>5 7.8 (4.0-17.3) 3.1 (1.6-5.7) 4.7 (3.0-7.4)

Appendix 5 to Oake N, Jennings A, Forster A, et al. Anticoagulation intensity and outcomes among patients
prescribed oral anticoagulant therapy: a systematic review and meta-analysis. CMAJ 2008: 179(3):235-44.



Appendix 5: Anticoagulation intensity and risk of hemorrhagic and thromboembolic events (part 2 of 2)

Hemorrhagic event
International

Thromboembolic event

Combined events

normalized ratio n/N Relative risk (95% CI) n/N Relative risk (95% CI) n/N Relative risk (95% CI)
Kearon et al.” 3/738 8/738 11/738
<2 0.7 (0.1-3.4) 3.5 (1.1-19.2) 0.5 (0.2-1.7)
3-5 1.1 (3.7-77.7) 2.8 (0.0-36.1) 42.0 (15.2-156.0)
>5 NR NR NR
Casais et al.” 2/811 NR NR
<2 1.0 (0.0-3.2) NR NR
3-5 0.5 (0.1-1.5) NR NR
>5 42 (1.6-12.1) NR NR
Palareti et al."" 6/2745 27 /2745 33/2745
<2 2.0 (1.0-2.4) 3.1 (1.8-5.4) NR
3-5 1.4 (1.3-2.9) 0.9 (0.3-1.7) NR
>5 13.8 (6.1-16.6) NR NR
Van Walraven 31/10020 46/ 771
et al.” 10 020 10 020
<2 0.9 (0.6-1.3) 2.0 (1.4-3.1) 1.3 (1.0-1.7)
3-5 3.0 (1.4-3.9) 2.1 (0.8-3.3) 2.7 (2.0-3.5)
>5 33.8 (12.9-54.4) 9.0 (0.0-19.0) 26.1 (16.0-37.8)
Azar et al.” 8/1700 282/ 290/
1700 1700
<2 0.4 (0.1-1.7) 2.5 (1.7-4.0) 2.1 (1.5-3.3)
3-5 2.1 (1.0-12.9) 0.8 (0.6-1.4) 1.1 (0.7-1.7)
>5 11.1 (4.4-54.8) 0.3 (0.0-0.9) 2.0 (1.0-3.6)
Hylek et al.™ 12 /13 559 97/ 109/
13 559 13 559
<2 1.0 (0.4-1.8) 5.1 (3.7-7.6) 3.5 (2.6-4.8)
3-5 2.3 (0.9-4.3) 1.3 (0.5-2.4) 1.7 (0.9-2.6)
>5 26.0 (10.8-48.6) 4.6 (0.0-10.5) 13.1 (6.2-21.3)
Oden et al.” 28/ 42 451 NR NR
<2 1.0 (0.6-1.5) NR NR
3-5 2.5 (1.9-3.3) NR NR
>5 11.7 (3.7-20.4) NR NR
_II\_lo'tle: Cl = confidence interval, EAFT = European Atrial Fibrillation Trial Study Group, ESPRIT = European and Australian Stroke Prevention in Reversible Ischaemia
rial.
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