
Figure A-1. Risk Difference Meta-Analyses of Total VTE and All-Cause 
Mortality: Dabigatran 220 vs Enoxaparin –  All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 08 Dabigatran 220 - random - all                                                                              

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  188/604            163/643        30.32     0.06 [0.01, 0.11]     
 1160.25                  183/503            193/512        26.17    -0.01 [-0.07, 0.05]    
 1160.48                   53/880             60/897        43.51    -0.01 [-0.03, 0.02]    

Total (95% CI) 1987               2052 100.00     0.01 [-0.03, 0.06]
Total events: 424 (Dabigatran 220), 416 (Enoxaparin)
Test for heterogeneity: Chi² = 6.44, df = 2 (P = 0.04), I² = 68.9%
Test for overall effect: Z = 0.49 (P = 0.62)

 -0.5  -0.25  0  0.25  0.5

 Favours dabig. 220  Favours enoxaparin  
Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 07 Dabigatran 220 - fixed - all                                                                               

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  188/604            163/643        30.85     0.06 [0.01, 0.11]      
 1160.25                  183/503            193/512        25.14    -0.01 [-0.07, 0.05]     
 1160.48                   53/880             60/897        44.01    -0.01 [-0.03, 0.02]     

Total (95% CI) 1987               2052 100.00     0.01 [-0.01, 0.04]
Total events: 424 (Dabigatran 220), 416 (Enoxaparin)
Test for heterogeneity: Chi² = 6.44, df = 2 (P = 0.04), I² = 68.9%
Test for overall effect: Z = 0.96 (P = 0.34)

 -0.5  -0.25  0  0.25  0.5

 Favours dabig. 220  Favours enoxaparin  



Figure A-2. Risk Difference Meta-Analyses of Total VTE and All-Cause 
Mortality: Dabigatran 220 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 06 Dabigatran 220 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  183/503            193/512        12.72    -0.01 [-0.07, 0.05]     
 1160.48                   53/880             60/897        87.28    -0.01 [-0.03, 0.02]     

Total (95% CI) 1383               1409 100.00    -0.01 [-0.03, 0.01]
Total events: 236 (Dabigatran 220), 253 (Enoxaparin)
Test for heterogeneity: Chi² = 0.06, df = 1 (P = 0.81), I² = 0%
Test for overall effect: Z = 0.69 (P = 0.49)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 05 Dabigatran 220 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  183/503            193/512        36.35    -0.01 [-0.07, 0.05]     
 1160.48                   53/880             60/897        63.65    -0.01 [-0.03, 0.02]     

Total (95% CI) 1383               1409 100.00    -0.01 [-0.03, 0.02]
Total events: 236 (Dabigatran 220), 253 (Enoxaparin)
Test for heterogeneity: Chi² = 0.06, df = 1 (P = 0.81), I² = 0%
Test for overall effect: Z = 0.68 (P = 0.50)
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Figure A-3. Risk Difference Meta-Analyses of Total VTE and All-Cause 
Mortality: Dabigatran 220 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 12 Dabigatran 220 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  188/604            163/643        52.67     0.06 [0.01, 0.11]     
 1160.25                  183/503            193/512        47.33    -0.01 [-0.07, 0.05]    

Total (95% CI) 1107               1155 100.00     0.02 [-0.05, 0.09]
Total events: 371 (Dabigatran 220), 356 (Enoxaparin)
Test for heterogeneity: Chi² = 3.22, df = 1 (P = 0.07), I² = 69.0%
Test for overall effect: Z = 0.68 (P = 0.50)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 11 Dabigatran 220 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  188/604            163/643        55.11     0.06 [0.01, 0.11]     
 1160.25                  183/503            193/512        44.89    -0.01 [-0.07, 0.05]    

Total (95% CI) 1107               1155 100.00     0.03 [-0.01, 0.06]
Total events: 371 (Dabigatran 220), 356 (Enoxaparin)
Test for heterogeneity: Chi² = 3.22, df = 1 (P = 0.07), I² = 69.0%
Test for overall effect: Z = 1.33 (P = 0.18)
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Figure A-4. Risk Difference Meta-Analyses of Major VTE and VTE-
related Death: Dabigatran 220 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 08 Dabigatran 220 - random - all                                                                              

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   21/618             15/668        34.28     0.01 [-0.01, 0.03]    
 1160.25                   13/506             18/511        28.23    -0.01 [-0.03, 0.01]    
 1160.48                   28/909             36/917        37.50    -0.01 [-0.03, 0.01]    

Total (95% CI) 2033               2096 100.00     0.00 [-0.02, 0.01]
Total events: 62 (Dabigatran 220), 69 (Enoxaparin)
Test for heterogeneity: Chi² = 3.19, df = 2 (P = 0.20), I² = 37.4%
Test for overall effect: Z = 0.28 (P = 0.78)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 07 Dabigatran 220 - fixed - all                                                                               

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   21/618             15/668        31.11     0.01 [-0.01, 0.03]    
 1160.25                   13/506             18/511        24.64    -0.01 [-0.03, 0.01]    
 1160.48                   28/909             36/917        44.24    -0.01 [-0.03, 0.01]    

Total (95% CI) 2033               2096 100.00     0.00 [-0.01, 0.01]
Total events: 62 (Dabigatran 220), 69 (Enoxaparin)
Test for heterogeneity: Chi² = 3.19, df = 2 (P = 0.20), I² = 37.4%
Test for overall effect: Z = 0.46 (P = 0.65)
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Figure A-5. Risk Difference Meta-Analyses of Major VTE and VTE-
related Death: Dabigatran 220 vs Enoxaparin – European 
Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 06 Dabigatran 220 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   13/506             18/511        38.94    -0.01 [-0.03, 0.01]     
 1160.48                   28/909             36/917        61.06    -0.01 [-0.03, 0.01]     

Total (95% CI) 1415               1428 100.00    -0.01 [-0.02, 0.00]
Total events: 41 (Dabigatran 220), 54 (Enoxaparin)
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.94), I² = 0%
Test for overall effect: Z = 1.32 (P = 0.19)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 05 Dabigatran 220 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   13/506             18/511        35.77    -0.01 [-0.03, 0.01]    
 1160.48                   28/909             36/917        64.23    -0.01 [-0.03, 0.01]    

Total (95% CI) 1415               1428 100.00    -0.01 [-0.02, 0.00]
Total events: 41 (Dabigatran 220), 54 (Enoxaparin)
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.94), I² = 0%
Test for overall effect: Z = 1.31 (P = 0.19)
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Figure A-6. Risk Difference Meta-Analyses of Major VTE and VTE-
related Death: Dabigatran 220 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 12 Dabigatran 220 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   21/618             15/668        53.38     0.01 [-0.01, 0.03]     
 1160.25                   13/506             18/511        46.62    -0.01 [-0.03, 0.01]     

Total (95% CI) 1124               1179 100.00     0.00 [-0.02, 0.02]
Total events: 34 (Dabigatran 220), 33 (Enoxaparin)
Test for heterogeneity: Chi² = 2.20, df = 1 (P = 0.14), I² = 54.5%
Test for overall effect: Z = 0.16 (P = 0.87)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 11 Dabigatran 220 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   21/618             15/668        55.80     0.01 [-0.01, 0.03]    
 1160.25                   13/506             18/511        44.20    -0.01 [-0.03, 0.01]    

Total (95% CI) 1124               1179 100.00     0.00 [-0.01, 0.02]
Total events: 34 (Dabigatran 220), 33 (Enoxaparin)
Test for heterogeneity: Chi² = 2.20, df = 1 (P = 0.14), I² = 54.5%
Test for overall effect: Z = 0.32 (P = 0.75)
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Figure A-7. Risk Difference Meta-Analyses of Major Bleed: Dabigatran 
220 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 08 Dabigatran 220 - random - all                                                                              

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/857             12/868        38.87    -0.01 [-0.02, 0.00]    
 1160.25                   10/679              9/694        28.10     0.00 [-0.01, 0.01]    
 1160.48                   23/1146            18/1154       33.03     0.00 [-0.01, 0.02]    

Total (95% CI) 2682               2716 100.00     0.00 [-0.01, 0.01]
Total events: 38 (Dabigatran 220), 39 (Enoxaparin)
Test for heterogeneity: Chi² = 3.51, df = 2 (P = 0.17), I² = 43.1%
Test for overall effect: Z = 0.27 (P = 0.79)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 07 Dabigatran 220 - fixed - all                                                                               

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/857             12/868        31.96    -0.01 [-0.02, 0.00]    
 1160.25                   10/679              9/694        25.43     0.00 [-0.01, 0.01]    
 1160.48                   23/1146            18/1154       42.61     0.00 [-0.01, 0.02]    

Total (95% CI) 2682               2716 100.00     0.00 [-0.01, 0.01]
Total events: 38 (Dabigatran 220), 39 (Enoxaparin)
Test for heterogeneity: Chi² = 3.51, df = 2 (P = 0.17), I² = 43.1%
Test for overall effect: Z = 0.06 (P = 0.95)
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Figure A-8. Risk Difference Meta-Analyses of Major Bleed: Dabigatran 
220 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 06 Dabigatran 220 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   10/679              9/694        43.35     0.00 [-0.01, 0.01]    
 1160.48                   23/1146            18/1154       56.65     0.00 [-0.01, 0.02]    

Total (95% CI) 1825               1848 100.00     0.00 [0.00, 0.01]
Total events: 33 (Dabigatran 220), 27 (Enoxaparin)
Test for heterogeneity: Chi² = 0.11, df = 1 (P = 0.74), I² = 0%
Test for overall effect: Z = 0.79 (P = 0.43)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 05 Dabigatran 220 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   10/679              9/694        37.38     0.00 [-0.01, 0.01]    
 1160.48                   23/1146            18/1154       62.62     0.00 [-0.01, 0.02]    

Total (95% CI) 1825               1848 100.00     0.00 [0.00, 0.01]
Total events: 33 (Dabigatran 220), 27 (Enoxaparin)
Test for heterogeneity: Chi² = 0.11, df = 1 (P = 0.74), I² = 0%
Test for overall effect: Z = 0.83 (P = 0.41)
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Figure A-9. Risk Difference Meta-Analyses of Major Bleed: Dabigatran 
220 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 12 Dabigatran 220 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/857             12/868        58.86    -0.01 [-0.02, 0.00]     
 1160.25                   10/679              9/694        41.14     0.00 [-0.01, 0.01]     

Total (95% CI) 1536               1562 100.00     0.00 [-0.01, 0.01]
Total events: 15 (Dabigatran 220), 21 (Enoxaparin)
Test for heterogeneity: Chi² = 1.57, df = 1 (P = 0.21), I² = 36.3%
Test for overall effect: Z = 0.82 (P = 0.41)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 11 Dabigatran 220 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/857             12/868        55.68    -0.01 [-0.02, 0.00]     
 1160.25                   10/679              9/694        44.32     0.00 [-0.01, 0.01]     

Total (95% CI) 1536               1562 100.00     0.00 [-0.01, 0.00]
Total events: 15 (Dabigatran 220), 21 (Enoxaparin)
Test for heterogeneity: Chi² = 1.57, df = 1 (P = 0.21), I² = 36.3%
Test for overall effect: Z = 0.95 (P = 0.34)

 -0.5  -0.25  0  0.25  0.5

 Favours dabig. 220  Favours enoxaparin  



Figure A-10. Risk Difference Meta-Analyses of Clinically Relevant Bleed: 
Dabigatran 220 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 08 Dabigatran 220 - random - all                                                                              

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   23/857             21/868        43.96     0.00 [-0.01, 0.02]    
 1160.25                   40/679             37/694        16.42     0.01 [-0.02, 0.03]    
 1160.48                   48/1146            40/1154       39.61     0.01 [-0.01, 0.02]    

Total (95% CI) 2682               2716 100.00     0.00 [0.00, 0.01]
Total events: 111 (Dabigatran 220), 98 (Enoxaparin)
Test for heterogeneity: Chi² = 0.18, df = 2 (P = 0.91), I² = 0%
Test for overall effect: Z = 0.98 (P = 0.33)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 07 Dabigatran 220 - fixed - all                                                                               

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   23/857             21/868        31.96     0.00 [-0.01, 0.02]    
 1160.25                   40/679             37/694        25.43     0.01 [-0.02, 0.03]    
 1160.48                   48/1146            40/1154       42.61     0.01 [-0.01, 0.02]    

Total (95% CI) 2682               2716 100.00     0.01 [0.00, 0.02]
Total events: 111 (Dabigatran 220), 98 (Enoxaparin)
Test for heterogeneity: Chi² = 0.18, df = 2 (P = 0.91), I² = 0%
Test for overall effect: Z = 1.02 (P = 0.31)
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Figure A-11. Risk Difference Meta-Analyses of Clinically Relevant Bleed: 
Dabigatran 220 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 06 Dabigatran 220 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   40/679             37/694        29.31     0.01 [-0.02, 0.03]    
 1160.48                   48/1146            40/1154       70.69     0.01 [-0.01, 0.02]    

Total (95% CI) 1825               1848 100.00     0.01 [-0.01, 0.02]
Total events: 88 (Dabigatran 220), 77 (Enoxaparin)
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.91), I² = 0%
Test for overall effect: Z = 1.00 (P = 0.32)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 05 Dabigatran 220 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   40/679             37/694        37.38     0.01 [-0.02, 0.03]     
 1160.48                   48/1146            40/1154       62.62     0.01 [-0.01, 0.02]     

Total (95% CI) 1825               1848 100.00     0.01 [-0.01, 0.02]
Total events: 88 (Dabigatran 220), 77 (Enoxaparin)
Test for heterogeneity: Chi² = 0.01, df = 1 (P = 0.91), I² = 0%
Test for overall effect: Z = 0.97 (P = 0.33)
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Figure A-12. Risk Difference Meta-Analyses of Clinically Relevant Bleed: 
Dabigatran 220 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 12 Dabigatran 220 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   23/857             21/868        72.80     0.00 [-0.01, 0.02]    
 1160.25                   40/679             37/694        27.20     0.01 [-0.02, 0.03]    

Total (95% CI) 1536               1562 100.00     0.00 [-0.01, 0.02]
Total events: 63 (Dabigatran 220), 58 (Enoxaparin)
Test for heterogeneity: Chi² = 0.05, df = 1 (P = 0.83), I² = 0%
Test for overall effect: Z = 0.53 (P = 0.59)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 11 Dabigatran 220 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   23/857             21/868        55.68     0.00 [-0.01, 0.02]     
 1160.25                   40/679             37/694        44.32     0.01 [-0.02, 0.03]     

Total (95% CI) 1536               1562 100.00     0.00 [-0.01, 0.02]
Total events: 63 (Dabigatran 220), 58 (Enoxaparin)
Test for heterogeneity: Chi² = 0.05, df = 1 (P = 0.83), I² = 0%
Test for overall effect: Z = 0.57 (P = 0.57)
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Figure A-13. Risk Difference Meta-Analyses of Clinically Relevant / Minor 
Bleed: Dabigatran 220 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 08 Dabigatran 220 - random - all                                                                              

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   69/857             72/868        38.88     0.00 [-0.03, 0.02]    
 1160.25                  100/679            106/694        18.22    -0.01 [-0.04, 0.03]    
 1160.48                  118/1146           114/1154       42.90     0.00 [-0.02, 0.03]    

Total (95% CI) 2682               2716 100.00     0.00 [-0.02, 0.02]
Total events: 287 (Dabigatran 220), 292 (Enoxaparin)
Test for heterogeneity: Chi² = 0.23, df = 2 (P = 0.89), I² = 0%
Test for overall effect: Z = 0.02 (P = 0.99)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 07 Dabigatran 220 - fixed - all                                                                               

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   69/857             72/868        31.96     0.00 [-0.03, 0.02]    
 1160.25                  100/679            106/694        25.43    -0.01 [-0.04, 0.03]    
 1160.48                  118/1146           114/1154       42.61     0.00 [-0.02, 0.03]    

Total (95% CI) 2682               2716 100.00     0.00 [-0.02, 0.02]
Total events: 287 (Dabigatran 220), 292 (Enoxaparin)
Test for heterogeneity: Chi² = 0.23, df = 2 (P = 0.89), I² = 0%
Test for overall effect: Z = 0.05 (P = 0.96)
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Figure A-14. Risk Difference Meta-Analyses of Clinically Relevant / Minor 
Bleed: Dabigatran 220 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 06 Dabigatran 220 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  100/679            106/694        29.81    -0.01 [-0.04, 0.03]    
 1160.48                  118/1146           114/1154       70.19     0.00 [-0.02, 0.03]    

Total (95% CI) 1825               1848 100.00     0.00 [-0.02, 0.02]
Total events: 218 (Dabigatran 220), 220 (Enoxaparin)
Test for heterogeneity: Chi² = 0.18, df = 1 (P = 0.67), I² = 0%
Test for overall effect: Z = 0.12 (P = 0.90)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 05 Dabigatran 220 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  100/679            106/694        37.38    -0.01 [-0.04, 0.03]     
 1160.48                  118/1146           114/1154       62.62     0.00 [-0.02, 0.03]     

Total (95% CI) 1825               1848 100.00     0.00 [-0.02, 0.02]
Total events: 218 (Dabigatran 220), 220 (Enoxaparin)
Test for heterogeneity: Chi² = 0.18, df = 1 (P = 0.67), I² = 0%
Test for overall effect: Z = 0.05 (P = 0.96)
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Figure A-15. Risk Difference Meta-Analyses of Clinically Relevant / Minor 
Bleed: Dabigatran 220 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison:09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 12 Dabigatran 220 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 220  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   69/857             72/868        68.10     0.00 [-0.03, 0.02]   
 1160.25                  100/679            106/694        31.90    -0.01 [-0.04, 0.03]   

Total (95% CI) 1536               1562 100.00     0.00 [-0.02, 0.02]
Total events: 169 (Dabigatran 220), 178 (Enoxaparin)
Test for heterogeneity: Chi² = 0.02, df = 1 (P = 0.89), I² = 0%
Test for overall effect: Z = 0.31 (P = 0.75)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 11 Dabigatran 220 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 220  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   69/857             72/868        55.68     0.00 [-0.03, 0.02]    
 1160.25                  100/679            106/694        44.32    -0.01 [-0.04, 0.03]    

Total (95% CI) 1536               1562 100.00     0.00 [-0.03, 0.02]
Total events: 169 (Dabigatran 220), 178 (Enoxaparin)
Test for heterogeneity: Chi² = 0.02, df = 1 (P = 0.89), I² = 0%
Test for overall effect: Z = 0.34 (P = 0.74)
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Figure A-16. Risk Difference Meta-Analyses of Total VTE and All-Cause 
Mortality: Dabigatran 150 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 04 Dabigatran 150 - random - all                                                                              

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  219/649            163/643        30.68     0.08 [0.03, 0.13]     
 1160.25                  213/526            193/512        26.31     0.03 [-0.03, 0.09]    
 1160.48                   75/874             60/897        43.01     0.02 [-0.01, 0.04]    

Total (95% CI) 2049               2052 100.00     0.04 [0.00, 0.09]
Total events: 507 (Dabigatran 150), 416 (Enoxaparin)
Test for heterogeneity: Chi² = 6.26, df = 2 (P = 0.04), I² = 68.0%
Test for overall effect: Z = 1.82 (P = 0.07)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 03 Dabigatran 150 - fixed - all                                                                               

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  219/649            163/643        31.51     0.08 [0.03, 0.13]      
 1160.25                  213/526            193/512        25.31     0.03 [-0.03, 0.09]     
 1160.48                   75/874             60/897        43.18     0.02 [-0.01, 0.04]     

Total (95% CI) 2049               2052 100.00     0.04 [0.02, 0.07]
Total events: 507 (Dabigatran 150), 416 (Enoxaparin)
Test for heterogeneity: Chi² = 6.26, df = 2 (P = 0.04), I² = 68.0%
Test for overall effect: Z = 3.38 (P = 0.0007)

 -0.5  -0.25  0  0.25  0.5

 Favours dabig. 150  Favours enoxaparin  



Figure A-17. Risk Difference Meta-Analyses of Total VTE and All-Cause 
Mortality: Dabigatran 150 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 02 Dabigatran 150 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  213/526            193/512        14.81     0.03 [-0.03, 0.09]    
 1160.48                   75/874             60/897        85.19     0.02 [-0.01, 0.04]    

Total (95% CI) 1400               1409 100.00     0.02 [0.00, 0.04]
Total events: 288 (Dabigatran 150), 253 (Enoxaparin)
Test for heterogeneity: Chi² = 0.11, df = 1 (P = 0.74), I² = 0%
Test for overall effect: Z = 1.74 (P = 0.08)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 01 Dabigatran 150 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  213/526            193/512        36.95     0.03 [-0.03, 0.09]   
 1160.48                   75/874             60/897        63.05     0.02 [-0.01, 0.04]   

Total (95% CI) 1400               1409 100.00     0.02 [0.00, 0.05]
Total events: 288 (Dabigatran 150), 253 (Enoxaparin)
Test for heterogeneity: Chi² = 0.11, df = 1 (P = 0.74), I² = 0%
Test for overall effect: Z = 1.62 (P = 0.10)
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Figure A-18. Risk Difference Meta-Analyses of Total VTE and All-Cause 
Mortality: Dabigatran 150 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 10 Dabigatran 150 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  219/649            163/643        54.42     0.08 [0.03, 0.13]     
 1160.25                  213/526            193/512        45.58     0.03 [-0.03, 0.09]    

Total (95% CI) 1175               1155 100.00     0.06 [0.00, 0.11]
Total events: 432 (Dabigatran 150), 356 (Enoxaparin)
Test for heterogeneity: Chi² = 2.02, df = 1 (P = 0.15), I² = 50.6%
Test for overall effect: Z = 2.09 (P = 0.04)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison:06 Total VTE and all cause mortality - Risk difference                                                        
Outcome: 09 Dabigatran 150 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                  219/649            163/643        55.45     0.08 [0.03, 0.13]    
 1160.25                  213/526            193/512        44.55     0.03 [-0.03, 0.09]   

Total (95% CI) 1175               1155 100.00     0.06 [0.02, 0.10]
Total events: 432 (Dabigatran 150), 356 (Enoxaparin)
Test for heterogeneity: Chi² = 2.02, df = 1 (P = 0.15), I² = 50.6%
Test for overall effect: Z = 3.03 (P = 0.002)
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Figure A-19. Risk Difference Meta-Analyses of Major VTE and VTE-
related Death: Dabigatran 150 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 04 Dabigatran 150 - random - all                                                                              

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   20/656             15/668        40.54     0.01 [-0.01, 0.03]    
 1160.25                   20/527             18/511        23.26     0.00 [-0.02, 0.03]    
 1160.48                   38/888             36/917        36.20     0.00 [-0.01, 0.02]    

Total (95% CI) 2071               2096 100.00     0.01 [-0.01, 0.02]
Total events: 78 (Dabigatran 150), 69 (Enoxaparin)
Test for heterogeneity: Chi² = 0.19, df = 2 (P = 0.91), I² = 0%
Test for overall effect: Z = 0.92 (P = 0.36)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 03 Dabigatran 150 - fixed - all                                                                               

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   20/656             15/668        31.78     0.01 [-0.01, 0.03]     
 1160.25                   20/527             18/511        24.91     0.00 [-0.02, 0.03]     
 1160.48                   38/888             36/917        43.31     0.00 [-0.01, 0.02]     

Total (95% CI) 2071               2096 100.00     0.00 [-0.01, 0.02]
Total events: 78 (Dabigatran 150), 69 (Enoxaparin)
Test for heterogeneity: Chi² = 0.19, df = 2 (P = 0.91), I² = 0%
Test for overall effect: Z = 0.83 (P = 0.40)
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Figure A-20. Risk Difference Meta-Analyses of Major VTE and VTE-
related Death: Dabigatran 150 vs Enoxaparin – European 
Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 02 Dabigatran 150 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   20/527             18/511        39.12     0.00 [-0.02, 0.03]    
 1160.48                   38/888             36/917        60.88     0.00 [-0.01, 0.02]    

Total (95% CI) 1415               1428 100.00     0.00 [-0.01, 0.02]
Total events: 58 (Dabigatran 150), 54 (Enoxaparin)
Test for heterogeneity: Chi² = 0.00, df = 1 (P = 0.96), I² = 0%
Test for overall effect: Z = 0.44 (P = 0.66)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison:10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 01 Dabigatran 150 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   20/527             18/511        36.51     0.00 [-0.02, 0.03]   
 1160.48                   38/888             36/917        63.49     0.00 [-0.01, 0.02]   

Total (95% CI) 1415               1428 100.00     0.00 [-0.01, 0.02]
Total events: 58 (Dabigatran 150), 54 (Enoxaparin)
Test for heterogeneity: Chi² = 0.00, df = 1 (P = 0.96), I² = 0%
Test for overall effect: Z = 0.44 (P = 0.66)
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Figure A-21. Risk Difference Meta-Analyses of Major VTE and VTE-
related Death: Dabigatran 150 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 10 Dabigatran 150 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   20/656             15/668        63.54     0.01 [-0.01, 0.03]     
 1160.25                   20/527             18/511        36.46     0.00 [-0.02, 0.03]     

Total (95% CI) 1183               1179 100.00     0.01 [-0.01, 0.02]
Total events: 40 (Dabigatran 150), 33 (Enoxaparin)
Test for heterogeneity: Chi² = 0.13, df = 1 (P = 0.71), I² = 0%
Test for overall effect: Z = 0.87 (P = 0.39)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 10 Major VTE and VTE related death - Risk difference                                                          
Outcome: 09 Dabigatran 150 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   20/656             15/668        56.06     0.01 [-0.01, 0.03]     
 1160.25                   20/527             18/511        43.94     0.00 [-0.02, 0.03]     

Total (95% CI) 1183               1179 100.00     0.01 [-0.01, 0.02]
Total events: 40 (Dabigatran 150), 33 (Enoxaparin)
Test for heterogeneity: Chi² = 0.13, df = 1 (P = 0.71), I² = 0%
Test for overall effect: Z = 0.80 (P = 0.42)
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Figure A-22. Risk Difference Meta-Analyses of Major Bleed: Dabigatran 
150 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 04 Dabigatran 150 - random - all                                                                              

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/871             12/868        39.54    -0.01 [-0.02, 0.00]     
 1160.25                    9/703              9/694        24.17     0.00 [-0.01, 0.01]     
 1160.48                   15/1163            18/1154       36.29     0.00 [-0.01, 0.01]     

Total (95% CI) 2737               2716 100.00     0.00 [-0.01, 0.00]
Total events: 29 (Dabigatran 150), 39 (Enoxaparin)
Test for heterogeneity: Chi² = 1.24, df = 2 (P = 0.54), I² = 0%
Test for overall effect: Z = 1.42 (P = 0.16)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 03 Dabigatran 150 - fixed - all                                                                               

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/871             12/868        31.89    -0.01 [-0.02, 0.00]     
 1160.25                    9/703              9/694        25.62     0.00 [-0.01, 0.01]     
 1160.48                   15/1163            18/1154       42.49     0.00 [-0.01, 0.01]     

Total (95% CI) 2737               2716 100.00     0.00 [-0.01, 0.00]
Total events: 29 (Dabigatran 150), 39 (Enoxaparin)
Test for heterogeneity: Chi² = 1.24, df = 2 (P = 0.54), I² = 0%
Test for overall effect: Z = 1.25 (P = 0.21)
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Figure A-23. Risk Difference Meta-Analyses of Major Bleed: Dabigatran 
150 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 02 Dabigatran 150 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                    9/703              9/694        39.97     0.00 [-0.01, 0.01]    
 1160.48                   15/1163            18/1154       60.03     0.00 [-0.01, 0.01]    

Total (95% CI) 1866               1848 100.00     0.00 [-0.01, 0.01]
Total events: 24 (Dabigatran 150), 27 (Enoxaparin)
Test for heterogeneity: Chi² = 0.11, df = 1 (P = 0.74), I² = 0%
Test for overall effect: Z = 0.44 (P = 0.66)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 01 Dabigatran 150 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                    9/703              9/694        37.61     0.00 [-0.01, 0.01]     
 1160.48                   15/1163            18/1154       62.39     0.00 [-0.01, 0.01]     

Total (95% CI) 1866               1848 100.00     0.00 [-0.01, 0.01]
Total events: 24 (Dabigatran 150), 27 (Enoxaparin)
Test for heterogeneity: Chi² = 0.11, df = 1 (P = 0.74), I² = 0%
Test for overall effect: Z = 0.46 (P = 0.65)
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Figure A-24. Risk Difference Meta-Analyses of Major Bleed: Dabigatran 
150 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 10 Dabigatran 150 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/871             12/868        61.09    -0.01 [-0.02, 0.00]     
 1160.25                    9/703              9/694        38.91     0.00 [-0.01, 0.01]     

Total (95% CI) 1574               1562 100.00    -0.01 [-0.01, 0.00]
Total events: 14 (Dabigatran 150), 21 (Enoxaparin)
Test for heterogeneity: Chi² = 1.09, df = 1 (P = 0.30), I² = 8.1%
Test for overall effect: Z = 1.28 (P = 0.20)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 07 Major Bleed - Risk difference                                                                              
Outcome: 09 Dabigatran 150 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                    5/871             12/868        55.45    -0.01 [-0.02, 0.00]     
 1160.25                    9/703              9/694        44.55     0.00 [-0.01, 0.01]     

Total (95% CI) 1574               1562 100.00     0.00 [-0.01, 0.00]
Total events: 14 (Dabigatran 150), 21 (Enoxaparin)
Test for heterogeneity: Chi² = 1.09, df = 1 (P = 0.30), I² = 8.1%
Test for overall effect: Z = 1.21 (P = 0.22)
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Figure A-25. Risk Difference Meta-Analyses of Clinically Relevant Bleed: 
Dabigatran 150 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 04 Dabigatran 150 - random - all                                                                              

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   22/871             21/868        46.32     0.00 [-0.01, 0.02]    
 1160.25                   48/703             37/694        15.74     0.01 [-0.01, 0.04]    
 1160.48                   55/1163            40/1154       37.93     0.01 [0.00, 0.03]     

Total (95% CI) 2737               2716 100.00     0.01 [0.00, 0.02]
Total events: 125 (Dabigatran 150), 98 (Enoxaparin)
Test for heterogeneity: Chi² = 1.62, df = 2 (P = 0.45), I² = 0%
Test for overall effect: Z = 1.51 (P = 0.13)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 03 Dabigatran 150 - fixed - all                                                                               

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   22/871             21/868        31.89     0.00 [-0.01, 0.02]    
 1160.25                   48/703             37/694        25.62     0.01 [-0.01, 0.04]    
 1160.48                   55/1163            40/1154       42.49     0.01 [0.00, 0.03]     

Total (95% CI) 2737               2716 100.00     0.01 [0.00, 0.02]
Total events: 125 (Dabigatran 150), 98 (Enoxaparin)
Test for heterogeneity: Chi² = 1.62, df = 2 (P = 0.45), I² = 0%
Test for overall effect: Z = 1.78 (P = 0.07)
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Figure A-26. Risk Difference Meta-Analyses of Clinically Relevant Bleed: 
Dabigatran 150 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 02 Dabigatran 150 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   48/703             37/694        29.33     0.01 [-0.01, 0.04]     
 1160.48                   55/1163            40/1154       70.67     0.01 [0.00, 0.03]      

Total (95% CI) 1866               1848 100.00     0.01 [0.00, 0.03]
Total events: 103 (Dabigatran 150), 77 (Enoxaparin)
Test for heterogeneity: Chi² = 0.02, df = 1 (P = 0.88), I² = 0%
Test for overall effect: Z = 1.92 (P = 0.05)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 01 Dabigatran 150 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                   48/703             37/694        37.61     0.01 [-0.01, 0.04]     
 1160.48                   55/1163            40/1154       62.39     0.01 [0.00, 0.03]      

Total (95% CI) 1866               1848 100.00     0.01 [0.00, 0.03]
Total events: 103 (Dabigatran 150), 77 (Enoxaparin)
Test for heterogeneity: Chi² = 0.02, df = 1 (P = 0.88), I² = 0%
Test for overall effect: Z = 1.92 (P = 0.05)
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Figure A-27. Risk Difference Meta-Analyses of Clinically Relevant Bleed: 
Dabigatran 150 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 10 Dabigatran 150 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   22/871             21/868        73.35     0.00 [-0.01, 0.02]     
 1160.25                   48/703             37/694        26.65     0.01 [-0.01, 0.04]     

Total (95% CI) 1574               1562 100.00     0.00 [-0.01, 0.02]
Total events: 70 (Dabigatran 150), 58 (Enoxaparin)
Test for heterogeneity: Chi² = 1.06, df = 1 (P = 0.30), I² = 5.2%
Test for overall effect: Z = 0.71 (P = 0.48)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 08 Clinically Relevant Bleed - Risk difference                                                                
Outcome: 09 Dabigatran 150 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   22/871             21/868        55.45     0.00 [-0.01, 0.02]     
 1160.25                   48/703             37/694        44.55     0.01 [-0.01, 0.04]     

Total (95% CI) 1574               1562 100.00     0.01 [-0.01, 0.02]
Total events: 70 (Dabigatran 150), 58 (Enoxaparin)
Test for heterogeneity: Chi² = 1.06, df = 1 (P = 0.30), I² = 5.2%
Test for overall effect: Z = 1.03 (P = 0.30)
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Figure A-28. Risk Difference Meta-Analyses of Clinically Relevant / Minor 
Bleed: Dabigatran 150 vs Enoxaparin – All Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 04 Dabigatran 150 - random - all                                                                              

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   67/871             72/868        39.85    -0.01 [-0.03, 0.02]     
 1160.25                  107/703            106/694        18.22     0.00 [-0.04, 0.04]     
 1160.48                  127/1163           114/1154       41.93     0.01 [-0.01, 0.04]     

Total (95% CI) 2737               2716 100.00     0.00 [-0.01, 0.02]
Total events: 301 (Dabigatran 150), 292 (Enoxaparin)
Test for heterogeneity: Chi² = 0.84, df = 2 (P = 0.66), I² = 0%
Test for overall effect: Z = 0.23 (P = 0.82)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 03 Dabigatran 150 - fixed - all                                                                               

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   67/871             72/868        31.89    -0.01 [-0.03, 0.02]    
 1160.25                  107/703            106/694        25.62     0.00 [-0.04, 0.04]    
 1160.48                  127/1163           114/1154       42.49     0.01 [-0.01, 0.04]    

Total (95% CI) 2737               2716 100.00     0.00 [-0.01, 0.02]
Total events: 301 (Dabigatran 150), 292 (Enoxaparin)
Test for heterogeneity: Chi² = 0.84, df = 2 (P = 0.66), I² = 0%
Test for overall effect: Z = 0.28 (P = 0.78)
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Figure A-29. Risk Difference Meta-Analyses of Clinically Relevant / Minor 
Bleed: Dabigatran 150 vs Enoxaparin – European Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 02 Dabigatran 150 - random - 2 studies (25, 48)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  107/703            106/694        30.29     0.00 [-0.04, 0.04]     
 1160.48                  127/1163           114/1154       69.71     0.01 [-0.01, 0.04]     

Total (95% CI) 1866               1848 100.00     0.01 [-0.01, 0.03]
Total events: 234 (Dabigatran 150), 220 (Enoxaparin)
Test for heterogeneity: Chi² = 0.23, df = 1 (P = 0.63), I² = 0%
Test for overall effect: Z = 0.67 (P = 0.50)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 01 Dabigatran 150 - fixed - 2 studies (25, 48)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.25                  107/703            106/694        37.61     0.00 [-0.04, 0.04]    
 1160.48                  127/1163           114/1154       62.39     0.01 [-0.01, 0.04]    

Total (95% CI) 1866               1848 100.00     0.01 [-0.01, 0.03]
Total events: 234 (Dabigatran 150), 220 (Enoxaparin)
Test for heterogeneity: Chi² = 0.23, df = 1 (P = 0.63), I² = 0%
Test for overall effect: Z = 0.59 (P = 0.56)
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Figure A-30. Risk Difference Meta-Analyses of Clinically Relevant / Minor 
Bleed: Dabigatran 150 vs Enoxaparin – Knee Trials 

Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 10 Dabigatran 150 - random - 2 studies (24, 25)                                                               

Study  Dabigatran 150  Enoxaparin  RD (random)  Weight  RD (random)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   67/871             72/868        68.63    -0.01 [-0.03, 0.02]    
 1160.25                  107/703            106/694        31.37     0.00 [-0.04, 0.04]    

Total (95% CI) 1574               1562 100.00     0.00 [-0.03, 0.02]
Total events: 174 (Dabigatran 150), 178 (Enoxaparin)
Test for heterogeneity: Chi² = 0.06, df = 1 (P = 0.81), I² = 0%
Test for overall effect: Z = 0.40 (P = 0.69)
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Review: BI-VTE, Phase 2, Meta Analyses, 3 dabigatran trials
Comparison: 09 Clinically Relevant / Minor Bleed - Risk difference                                                        
Outcome: 09 Dabigatran 150 - fixed - 2 studies (24, 25)                                                                

Study  Dabigatran 150  Enoxaparin  RD (fixed)  Weight  RD (fixed)
or sub-category  n/N  n/N  95% CI  %  95% CI

 1160.24                   67/871             72/868        55.45    -0.01 [-0.03, 0.02]     
 1160.25                  107/703            106/694        44.55     0.00 [-0.04, 0.04]     

Total (95% CI) 1574               1562 100.00     0.00 [-0.03, 0.02]
Total events: 174 (Dabigatran 150), 178 (Enoxaparin)
Test for heterogeneity: Chi² = 0.06, df = 1 (P = 0.81), I² = 0%
Test for overall effect: Z = 0.32 (P = 0.75)
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