Figure Al. Symptomatic deep vein thrombosis.

NEW ANTICOAGULANT ENOXAPARIN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.8.1 DABIGATRAN STUDIES
01. RE-MODEL (TKR) 4 1402 8 699 10.2% 0.25 [0.08, 0.83]
02. RE-NOVATE (THR) 16 2331 1 1162 5.1% 7.98 [1.06, 60.07] —
03. RE-MOBILIZE (TKR) 14 1739 5 876 12.1% 1.41[0.51, 3.90] 1T
04. RE-NOVATE Il (THR) 0 1036 4 1019 2.8% 0.11[0.01, 2.03] I
Subtotal (95% Cl) 6508 3756  30.2% 0.82[0.17, 3.99] -~
Total events 34 18
Heterogeneity: Tau? = 1.79; Chi2 = 11.88, df = 3 (P = 0.008); 12 = 75%
Test for overall effect: Z = 0.24 (P = 0.81)
1.8.2 RIVAROXABAN STUDIES
05. RECORD 1 (THR) 0 2266 9 2275 2.9% 0.05[0.00, 0.91]
06. RECORD 2 (THR) 2 1252 10 1257 7.7% 0.20 [0.04, 0.91] -
07. RECORD 3 (TKR) 8 1254 20 1277  14.5% 0.41[0.18, 0.92] /]
08. RECORD 4 (TKR) 6 1584 10 1564 12.2% 0.59 [0.22, 1.63] -/
09. PROOF CONCEPT (THR) 1 84 0 162 2.4% 5.75 [0.24, 139.71] 7
10. ODIXA KNEE (TKR) 0 102 2 105 2.6% 0.21[0.01, 4.24] —
11. ODIXA HIP BID (THR) 0 139 0 136 Not estimable
12. ODIXA HIP OD (THR) 0 147 1 160 2.4% 0.36 [0.01, 8.83] I
Subtotal (95% Cl) 6828 6936 44.6% 0.40 [0.22, 0.72] <&
Total events 17 52
Heterogeneity: Tau? = 0.04; Chi? = 6.34, df =6 (P = 0.39); I2=5%
Test for overall effect: Z = 3.06 (P = 0.002)
1.8.3 APIXABAN STUDIES
13. ADVANCE-1 (TKR) 3 1599 6 1596  8.7% 0.50[0.13, 1.99] i
14. ADVANCE-2 (TKR) 3 1528 7 1529 8.9% 0.43[0.11, 1.66] -
15. ADVANCE-3 (THR) 1 2708 5 2699 4.6% 0.20[0.02, 1.71] R
16. APROPOS (TKR) 1 310 1 152 3.0% 0.49 [0.03, 7.79] —
Subtotal (95% CI) 6145 5976 25.3% 0.41 [0.18, 0.95] L 2
Total events 8 19
Heterogeneity: Tau? = 0.00; Chi2 = 0.54, df =3 (P = 0.91); 2= 0%
Test for overall effect: Z =2.09 (P = 0.04)
Total (95% Cl) 19481 16668 100.0% 0.49 [0.29, 0.82] L 2
Total events 59 89
Heterogeneity: Tau? = 0.31; Chiz = 21.12, df = 14 (P = 0.10); I2 = 34% 0.505 0f1 p 150 2(5)0

Test for overall effect: Z=2.70 (P = 0.007)

X . Favours experimental Favours control
Test for subaroup differences: Chi2 = 0.72, df = 2 (P = 0.70). I2 = 0%



Figure A2. Symptomatic pulmonary embolism.

NEW ANTICOAGULANT ENOXAPARIN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.9.1 DABIGATRAN STUDIES
01. RE-MODEL (TKR) 1 1402 1 699 3.3% 0.50 [0.03, 7.96] —
02. RE-NOVATE (THR) 6 2331 3 1162 10.2% 1.00 [0.25, 3.98] I
03. RE-MOBILIZE (TKR) 6 1739 5 876 12.5% 0.60 [0.18, 1.98] I
04. RE-NOVATE Il (THR) 1 1036 2 1019 4.3% 0.49 [0.04, 5.42] - 1
Subtotal (95% Cl) 6508 3756 30.3% 0.69 [0.31, 1.54] -
Total events 14 11
Heterogeneity: Tau? = 0.00; Chi2 = 0.45, df = 3 (P = 0.93); I2=0%
Test for overall effect: Z = 0.91 (P = 0.36)
1.9.2 RIVAROXABAN STUDIES
05. RECORD 1 (THR) 6 2266 2 2275 8.3% 3.01[0.61, 14.91] T
06. RECORD 2 (THR) 1 1252 5 1257 5.2% 0.20[0.02, 1.72] - |
07. RECORD 3 (TKR) 0 1254 4 1277 3.0% 0.11[0.01, 2.10] _
08. RECORD 4 (TKR) 5 1584 8 1564 13.4% 0.62[0.20, 1.88] N
09. PROOF CONCEPT (THR) 0 84 0 162 Not estimable
10. ODIXA KNEE (TKR) 2 102 0 105 2.8% 5.15[0.25, 105.89] R
11. ODIXA HIP BID (THR) 0 139 0 136 Not estimable
12. ODIXA HIP OD (THR) 1 147 0 160 2.6% 3.26 [0.13, 79.49] - 1 -
Subtotal (95% Cl) 6828 6936 35.4% 0.89 [0.30, 2.67] B
Total events 15 19
Heterogeneity: Tau2 = 0.71; Chi2 = 8.35, df = 5 (P = 0.14); 12 = 40%
Test for overall effect: Z = 0.21 (P = 0.84)
1.9.3 APIXABAN STUDIES
13. ADVANCE-1 (TKR) 16 1599 7 1596 17.1% 2.28[0.94, 5.53] —
14. ADVANCE-2 (TKR) 4 1528 0 1529 3.0% 9.01[0.49, 167.13] -1
15. ADVANCE-3 (THR) 3 2708 5 2699 9.8% 0.60 [0.14, 2.50] i
16. APROPOS (TKR) 1 310 2 152 4.3% 0.25 [0.02, 2.68] e —
Subtotal (95% CI) 6145 5976 34.3% 1.25 [0.38, 4.15] i
Total events 24 14
Heterogeneity: Tau? = 0.72; Chiz = 6.13, df =3 (P = 0.11); = 51%
Test for overall effect: Z=0.36 (P = 0.72)
Total (95% Cl) 19481 16668 100.0% 0.94 [0.55, 1.60]

Total events 53 44
Heterogeneity: Tau? = 0.23; Chiz=17.10, df = 13 (P = 0.19); 12 = 24%
Test for overall effect: Z = 0.24 (P = 0.81)

Test for subaroup differences: Chi2 = 0.66. df = 2 (P = 0.72). I2 = 0%
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Figure A3. Symptomatic pulmonary embolism. Knee pivotal studies. Apixaban

APIXABAN  ENOXAPARIN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
KNEE REPLACEMENT
ADVANCE-1 (TKR) 16 1599 71586 51.3% 2.28[0.94, 5.53] ——
ADVANCE-2 (TKR) 4 1528 0 1520 135%  8.0110.49.167.13] »
Subtotal (95% CI) 3127 3125  64.8% 2.56 [1.10, 5.98] -
Total events 20 7
Heterogeneity: Tau®= 0.00; Chi*= 0.80, df=1 (P = 0.37); F= 0% TR o0

Testfor overall effect 2= 218 (F=0.03) Favours experimental  Favours contral



Figure A4. Total venous thromboembolism and/or all-cause mortality.

NEW ANTICOAGULANT ENOXAPARIN

Risk Ratio
M-H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events Total Weight
1.19.1 DABIGATRAN STUDIES

01. RE-MODEL (TKR) 396 1402 193 699 7.6%
02. RE-NOVATE (THR) 128 2331 60 1162 6.9%
03. RE-MOBILIZE (TKR) 407 1739 163 876 7.5%
04. RE-NOVATE Il (THR) 61 1036 69 1019 6.7%
Subtotal (95% Cl) 6508 3756 28.7%
Total events 992 485

Heterogeneity: Tau? = 0.01; Chiz = 5.50, df = 3 (P = 0.14); 12 = 45%

Test for overall effect: Z=1.01 (P =0.31)

1.19.2 RIVAROXABAN STUDIES

05. RECORD 1 (THR) 18 2266 58 2275 5.5%
06. RECORD 2 (THR) 17 1252 81 1257 5.6%
07. RECORD 3 (TKR) 79 1254 166 1277 71%
08. RECORD 4 (TKR) 67 1584 97 1564 6.9%
09. PROOF CONCEPT (THR) 15 84 18 162 4.9%
10. ODIXA KNEE (TKR) 23 102 31 105 5.9%
11. ODIXA HIP BID (THR) 15 139 18 136 4.8%
12. ODIXA HIP OD (THR) 12 147 27 160 4.8%
Subtotal (95% Cl) 6828 6936 45.6%
Total events 246 496

Heterogeneity: Tau? = 0.21; Chi? = 35.64, df = 7 (P < 0.00001); I = 80%

Test for overall effect: Z=3.17 (P = 0.002)

1.19.3 APIXABAN STUDIES

13. ADVANCE-1 (TKR) 104 1599 100 1596 71%
14. ADVANCE-2 (TKR) 147 1528 243 1529 7.4%
15. ADVANCE-3 (THR) 27 2708 74 2699 6.1%
16. APROPOS (TKR) 22 310 17 162 5.1%
Subtotal (95% CI) 6145 5976 25.7%
Total events 300 434

Heterogeneity: Tau? = 0.14; Chi2 = 19.06, df = 3 (P = 0.0003); I2 = 84%

Test for overall effect: Z=2.18 (P = 0.03)

Total (95% Cl) 19481 16668 100.0%
Total events 1538 1415

Heterogeneity: Tau? = 0.17; Chi2 = 130.73, df = 15 (P < 0.00001); |2 = 89%
Test for overall effect: Z = 3.20 (P = 0.001)
Test for subaroup differences: Chi2 = 15.05, df = 2 (P = 0.0005). 12 = 86.7%
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Figure A5. Total venous thromboembolism and/or all-cause mortality by dabigatran dose.

DABIGATRAN 220 MG OD ENOXAPARIN Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
01. RE-MODEL (TKR) 183 694 193 699 38.1% 0.96 [0.80, 1.14]
02. RE-NOVATE (THR) 53 1157 60 1162 12.8% 0.89 [0.62, 1.27]
03. RE-MOBILIZE (TKR) 188 862 163 876 34.5% 1.17[0.97, 1.41]
04. RE-NOVATE |l (THR) 61 1036 69 1019  14.6% 0.87 [0.62, 1.21]
Total (95% Cl) 3749 3756 100.0% 1.00 [0.87, 1.15]
Total events 485 485
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DABIGATRAN 150 MG OD ENOXAPARIN Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
01. RE-MODEL (TKR) 213 708 193 699 44.4% 1.09[0.92, 1.28] T
02. RE-NOVATE (THR) 75 1174 60 1162 15.9% 1.24[0.89, 1.72] 1T
03. RE-MOBILIZE (TKR) 219 877 163 876 39.7% 1.34[1.12,1.61] —
Total (95% CI) 2759 2737 100.0% 1.21[1.05, 1.39] -
Total events 507 416

itv: 2_ - Chi2 = - - <12 = 309 t t t t
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Test for overall effect: Z = 2.60 (P = 0.009) Favours experimental Favours contro



Figure A6. Major venous thromboembolism and/or venous thromboembolism-related deaths.

NEW ANTICOAGULANT ENOXAPARIN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
1.12.1 DABIGATRAN STUDIES
01. RE-MODEL (TKR) 33 1402 18 699 8.0% 0.91[0.52, 1.61] B
02. RE-NOVATE (THR) 66 2331 36 1162 8.9% 0.91[0.61, 1.36] ™
03. RE-MOBILIZE (TKR) 41 1739 15 876 7.9% 1.38[0.77, 2.47] I
04. RE-NOVATE Il (THR) 18 1036 33 1019 8.0% 0.54[0.30, 0.95] /]
Subtotal (95% Cl) 6508 3756 32.8% 0.89 [0.63, 1.25] <o
Total events 158 102
Heterogeneity: Tau? = 0.05; Chiz = 5.21, df =3 (P = 0.16); 12 = 42%
Test for overall effect: Z = 0.69 (P = 0.49)
1.12.2 RIVAROXABAN STUDIES
05. RECORD 1 (THR) 4 2266 33 2275 5.5% 0.12[0.04,0.34] —
06. RECORD 2 (THR) 6 1252 49 1257 6.5% 0.12[0.05,0.29] — =
07. RECORD 3 (TKR) 9 1254 24 1277 6.9% 0.38[0.18, 0.82] -
08. RECORD 4 (TKR) 13 1584 22 1564 7.4% 0.58[0.29, 1.15] - I
09. PROOF CONCEPT (THR) 5 84 5 162 4.7% 1.93[0.57, 6.48] I
10. ODIXA KNEE (TKR) 3 102 3 105  3.5% 1.03[0.21, 4.98] e
11. ODIXA HIP BID (THR) 1 139 5 136  2.3% 0.20[0.02,1.65]
12. ODIXA HIP OD (THR) 3 147 3 160 3.5% 1.09[0.22, 5.31] - 1
Subtotal (95% Cl) 6828 6936 40.3% 0.42 [0.21, 0.86] e
Total events 44 144
Heterogeneity: Tau? = 0.70; Chi2 = 24.45, df =7 (P = 0.0010); I2 = 71%
Test for overall effect: Z =2.37 (P = 0.02)
1.12.3 APIXABAN STUDIES
13. ADVANCE-1 (TKR) 26 1599 20 1596 7.9% 1.30[0.73, 2.31] 1T
14. ADVANCE-2 (TKR) 13 1528 26 1529 7.5% 0.50 [0.26, 0.97] -
15. ADVANCE-3 (THR) 10 2708 25 2699 71% 0.40[0.19, 0.83] I
16. APROPOS (TKR) 4 310 5 152 4.4% 0.39[0.11, 1.44] e
Subtotal (95% CI) 6145 5976 26.9% 0.61 [0.32, 1.14] -
Total events 53 76
Heterogeneity: Tau? = 0.26; Chi2 = 8.35, df = 3 (P = 0.04); 12 = 64%
Test for overall effect: Z=1.54 (P =0.12)
Total (95% Cl) 19481 16668 100.0% 0.58 [0.41, 0.84] L 2
Total events 255 322 ) ) ) )
Heterogeneity: Tau? = 0.35; Chi2 = 52.42, df = 15 (P < 0.00001); I2=71% O'.OS 0t2 i T 2'0

Test for overall effect: Z = 2.89 (P = 0.004)
Test for subaroup differences: Chi2 = 3.81, df = 2 (P = 0.15). |12 = 47.5%
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Figure A7. Major venous thromboembolism and/or venous thromboembolism-related deaths by
dabigatran dose

DABIGATRAN 220 MG OD ENOXAPARIN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
01. RE-MODEL (TKR) 13 694 18 699 20.1% 0.73[0.36, 1.47] "
02. RE-NOVATE (THR) 28 1157 36 1162 31.3% 0.78[0.48, 1.27] &
03. RE-MOBILIZE (TKR) 21 862 15 876 22.1% 1.42[0.74, 2.74] N
04. RE-NOVATE Il (THR) 18 1036 33 1019 26.5% 0.54 [0.30, 0.95] &
Total (95% CI) 3749 3756 100.0% 0.80 [0.54, 1.17]
Total events 80 102
Heterogeneity: Tau? = 0.06; Chi2 = 4.93, df = 3 (P = 0.18); 12 = 39% t t t t t
Test for overall effect: Z = 1.17 (P = 0.24) 02 05 ! 2 5
Favours experimental Favours control
DABIGATRAN 150 MG OD ENOXAPARIN Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
01. RE-MODEL (TKR) 20 708 18 699 25.9% 1.10[0.59, 2.06]
02. RE-NOVATE (THR) 38 1174 36 1162 50.8% 1.04 [0.67, 1.64]
03. RE-MOBILIZE (TKR) 20 877 15 876 23.3% 1.33[0.69, 2.58]
Total (95% CI) 2759 2737 100.0% 1.12[0.81, 1.54]
Total events 78 69 ) ) ) )
Heterogeneity: Tau? = 0.00; Chi2 = 0.36, df = 2 (P = 0.84); 2= 0% 0f2 0f5 1' é é

Test for overall effect: Z = 0.69 (P = 0.49) Favours experimental Favours control



