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Appendix 4: Hemorrhagic and thromboembolic event rates in each study in 4 categories of international normalized ratios (part 1 of 2) 

 International normalized ratio; event rate 

   < 2 2–3 3–5 > 5 

 Study 
No. of 

patients 
No. of events / 

patient-yrs 

Rate per 100 
patient-yrs  
(95% CI) 

No. of events / 
patient-yrs 

Rate per 100 
patient-yrs  
(95% CI) 

No. of events / 
patient-yrs 

Rate per 100 
patient-yrs  
(95% CI) 

No. of events / 
patient-yrs 

Rate per 100  
patient-yrs (95% CI) 

Hemorrhagic events         

Hutten
1
 1 303 4/63.3 6.3  (1.7–16.2) 4/152.3 2.6  (1.8–3.7) 3/57.7 5.2  (1.1–15.2) *   

Yasaka
2
 203 0/192.0 0.0  (0.0–0.0) 7/140.0 5.0  (2.0–10.3) 2/7.0 28.6  (3.5–103.1) *   

EAFT
3
 214 0/40.0 0.0  (0.0–0.0) 2/186.0 1.1  (0.1–3.9) 4/141.0 2.8  (0.8–7.3) 5/10.0 50.0  (16.2–116.5) 

Chimowitz
4
 289 1/92.5 1.1  (0.0–6.0) 9/256.9 3.5  (1.6–6.7) 8/52.6 15.2  (6.6–30.0) 6/4.9 122.4  (45.0–267.0) 

Andersen
5
 204 0/50.2 0.0  (0.0–0.0) 3/242.0 1.2  (0.6–2.2) 3/135.0 2.2  (1.1–4.0) 8/4.0 200.0  (99.8–358.0) 

Torn
6
 356 0/12.1 0.0  (0.0–0.0) 2/147.7 1.4  (0.2–4.9) 14/432.5 3.2  (1.8–5.4) 6/21.6 27.8  (10.2–60.6) 

Cheung
7
 555 3/456.0 0.7  (0.1–1.9) 7/361.0 1.9  (0.8–4.0) 8/39.0 20.5  (8.8–40.4) *   

ESPRIT
8
 536 4/147.0 2.7  (1.2–5.4) 6/966.0 0.6  (0.3–1.2) 9/266.0 3.4  (1.5–6.7) 12/29.0 41.4  (17.8–81.5) 

Poli
9
 903 12/112.0 10.7  (5.5–18.8) 41/842.0 4.9  (3.5–6.6) 26/428.0 6.1  (4.0–8.9) 5/25.6 19.5  (6.3–45.5) 

Tangelder
10
 1 326 9/150.0 6.0  (2.7–11.4) 13/505.0 2.6  (1.3–4.4) 38/945.0 4.0  (2.8–5.6) 20/99.0 20.2  (12.3–30.7) 

Kearon
11
 738 3/847.5 0.4  (0.1–1.0) 4/743.4 0.5  (0.1–1.4) 8/134.1 6.0  (2.6–11.7) *   

Casais
12
 811 2/179.8 1.1  (0.1–4.0) 8/707.2 1.1  (0.5–2.2) 5/859.5 0.6  (0.2–1.4) 10/212.8 4.7  (2.3–8.6) 

Palareti
13
 2 745 6/377.0 1.6  (1.1–2.3) 9/1116.0 0.8  (0.6–1.1) 5/442.0 1.1  (0.8–1.5) 5/45.0 11.1  (7.0–16.7) 

Van Walraven
14
 10 020 31/884.8 3.5  (2.1–5.5) 76/1954.0 3.9  (2.8–5.3) 52/450.8 11.5  (7.3–17.3) 23/17.5 131.4  (65.6–235.3) 

Azar
15
 1 700 8/3559.0 0.2  (0.1–0.4) 5/838.0 0.6  (0.2–1.4) 30/2339.0 1.3  (0.9–1.8) 12/182.0 6.6  (3.4–11.5) 

Hylek
16
 13 559 12/3428.0 0.4  (0.2–0.6) 28/7809.0 0.4  (0.2–0.5) 10/1237.0 0.8  (0.4–1.5) 11/118.0 9.3  (4.7–16.7) 

Oden
17
 42 451 28/8533.3 0.3  (0.2–0.5) 133/42402.1 0.3  (0.2–0.4) 74/9311.6 0.8  (0.6–1.0) 8/217.6 3.7  (1.6–7.2) 

Thromboembolic events             

Rosove
18
 55 6/11.3 53.1  (19.5–115.8) 3/40.9 7.3  (1.5–21.4) 0/110.2 0.0  (0.0–0.0) *   

Hutten
1
 1 303 15/63.3 23.7  (13.3–39.1) 14/152.3 9.2  (5.0–15.4) 5/57.7 8.7  (2.8–20.2) *   

Yasaka
2
 203 14/192.0 7.3  (4.0–12.3) 4/140.0 2.9  (2.0–4.0) 0/7.0 0.0  (0.0–0.0) *   

EAFT
3
 214 7/40.0 17.5  (7.0–36.1) 3/186.0 1.6  (0.3–4.7) 10/141.0 7.1  (3.4–13.0) 1/10.0 10.0  (0.3–55.7) 
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Appendix 4: Hemorrhagic and thromboembolic event rates in each study in 4 categories of international normalized ratios (part 2 of 2) 

 International normalized ratio; event rate 

   < 2 2–3 3–5 > 5 

 Study 
No. of 

patients 
No. of events / 

patient-yrs 

Rate per 100 
patient-yrs  
(95% CI) 

No. of events / 
patient-yrs 

Rate per 100 
patient-yrs  
(95% CI) 

No. of events / 
patient-yrs 

Rate per 100 
patient-yrs  
(95% CI) 

No. of events / 
patient-yrs 

Rate per 100  
patient-yrs (95% CI) 

Chimowitz
4
 289 23/92.5 24.9  (15.9–37.3) 13/2565.9 5.1  (2.6–8.7) 3/52.6 5.7  (1.2–16.7) 1/4.9 20.4  (0.5–113.7) 

Andersen
5
 204 0/50.2 0.0  (0.0–0.0) 4/242.0 1.7  (0.8–3.0) 1/135.0 0.7  (0.4 –1.3) 0/4.0 0.0  (0.0–0.0) 

Torn
6
 356 3/12.1 24.8  (5.1–72.4) 5/147.7 3.4  (1.1–7.9) 8/432.5 1.8  (0.8–3.6) 3/21.6 13.9  (2.9–40.6) 

Cheung
7
 555 28/456.0 6.1  (4.1–8.9) 7/361.0 1.9  (0.8–4.0) 0/39.0 0.0  (0.0–0.0) *   

ESPRIT
8
 536 5/147.0 3.4  (0.9–8.7) 15/966.0 1.6  (0.4–4.0) 4/266.0 1.5  (0.4–3.8) 1/29 3.4  (0.9–8.8) 

Poli
9
 903 20/112.0 17.9  (10.9–27.1) 31/842.0 3.7  (2.5–5.3) 12/428.0 2.8  (1.4–4.9) 0/25.6 0.0  (0.0–0.0) 

Tangelder
10
 1 326 23/150.0 15.3  (9.7–23.0) 26/505.0 5.1  (3.4–7.6) 11/945.0 1.2  (0.6–2.1) 16/99.0 16.2  (9.2–26.2) 

Kearon
11
 738 8/847.5 0.9  (0.4–1.9) 2/743.4 0.3  (0.0–1.0) 1/134.1 0.7  (0.0–4.2) *   

Palareti
19
 2 745 27/377.0 7.2  (4.7–10.5) 26/1116.0 2.3  (1.5–3.4) 10/487.0 2.1  (1.0–3.8) *   

Van Walraven
14
 10 020 46/862.4 5.3  (3.5–7.1) 50/1910.6 2.6  (1.5–3.0) 24/442.1 5.4  (2.3–6.8) 4/16.9 23.7  (7.6–71.6) 

Azar
15
 1 700 282/3559.0 7.9  (7.0–9.0) 27/838.0 3.2  (2.1–4.7) 64/2339.0 2.7  (2.1–3.6) 2/182.0 1.1  (0.1–4.0) 

Hylek
16
 13 559 97/3428.0 2.8  (2.3–3.5) 43/7809.0 0.6  (0.4–0.7) 9/1237.0 0.7  (0.3–1.4) 3/118.0 2.5  (0.5–7.4) 

Note: EAFT = European Atrial Fibrillation Trial Study Group. 
*Study reported events and observation time for international normalized ratio range > 3. We grouped data for this range into the 3–5 category.  
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