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Supplementary Appendix Figure 2. Base line characteristics

“Study 1D, setting, trial | Intervention drug & Participants
registration no.
Wartarin Number Age, years CHADS; score = 3 (n, %)
randomised (% mean (50}
male)
Factor Xa Phase Il trials
ARISTOTLE Aplxaban Smg x 2/day 9210 (65%) *70 (63.76) 2758 (30%)
(Granger 2011 y: stroke, ic embol
. major bleeding
other secondary Secondary: all-cause mortality, MI, any
reports) bleeding, bver f > fins
N me—— 2mg target INR 2030 | 5081 (65%) *70(63.76) 2744 (30%) other Afs
ENGAGE AF-TIMI 48 Edoxaban 60mg 4366 (62.1%) 72 (64.78) Mean (SD) 2.8(1)
Giugliano 2013 Edoxaban 30mg 4304 (63.2%) *72 (64-78) Mean (SD)} 2.8 (1)
46 countries; Dose halved in both groups
NCT00781391 foe prs < 60kg or creatinine Primary: stroke, systemic embol
dearance of 30-50m! per major bleeding
minute or use of MI, all i
e ine
Target INR 203.0 4395 (62.5%) *72 (64.78) Mean (SD) 2.8 (1)
Rocket-AF Rivaroxaban20mg 7131 (61%) *73 (6578) 6205 (87%) Primary: Stroke or ic emboli
Patel 2011 {15mg in patients with Secondary Fschaemic stroke,
45 vl ol of 30- intracranial haemorrhage, major
NCT00403767 A9l per minute} bleeding, g inal bleeding,
Target INR 2-3 7133 (60%) *73(65-78) 6197 {87%) ML, all-cause mortality
FRocket AF Rivacaxaban 15mg. 639 (83%) **710(34.89) | 542 84.8% Prienary: Siroke or systemic embolic
Horl 2012 DR
Mpan; NCTOOIBIY 775 a0t INR 23 639 (78%) **712(4390) | 524 82.0% Secondary: lschaemic stroke,
{16-2.6 ¥ 2 70 years) haemorrhagic stroke, systemic
embolism, vascular death, moetality,
relevant non-major bl edi I3 v
Factor Ia Phase Il trials
RE-LY Dabigatran 110mg x 2/day | 6015 714 (86) 1968 (33%)
Connolly 2009 + 5 Dabigatran 150mg x 2/day | 6075 ns (88} 1981 (33%) y: Stroke of sy bodi
secondary repoets; 44 b h. hagic stroke,
countries; 1, 3or Smg, target INR 2.0. | 6022 716 (8.6) 1933 (32%) all-cause moetality
NCT00262600 30
Factor Xa Phase Il trials
ARSTOTLES Apixaban 2.5mg x 2/day | 74 (85%) 693 17 (23%)
2 Primary. Composite of major bleeding
4
m 2011 Apixaban S5mg x 2/day 74 (87%) 00 23(31%) and linicoly relevant 6on-
NCT00787150 Target INR 2.0.3.0 74 (81%) ny 21 (28%) S stroke,
(1626 i 270 years) Mhm' MI, all-cause mou‘nl;ty
Edoxaban Asla Edoxaban 30mg x 4/day 79 (65%) 64.9(9.1) 22 (27.8%)
Chung 2001 Edoxaban 60mg x 4/day 80 (69%) 659 (7.7) 22 (27.5%) nary: Major or dinically red R
Taiwan, Singapore, but non-major bleeding
Hong Kong, South Targot INR 2.0 7S (62%) 64.5 (9.5) 17 (22.7%) y: Ischaemic steoke, systeeni
Korea; bolism, MI, all lity
NCTOO504556
Edoxaban lapan Edoxaban 30mg 110 (84.0%) 69.4 mean/median 19/2
Yamashita 2002 Edoxaban 45mg 109 (81.3%) 695 mean/median 2.1/2
Jopan; Noclinical trial | Edoxaban 60mg 107 (81.7%) 684 fmedian23/2 | Frimary: sliblesding :
registration identified, | Target INR 2.0.3.0 107 (82.9%) 6828 mean/median 2.2/2 .
No reply from authors.
Edoxaban US/Europe Edoxaban 30mg 235 (60%) 65.2 (8.3) 87 i
Weitz 2010 Edoxaban 30mg x 2/day | 245 (61%) 643 (3.8) &8 Y: Major or dinically rel
USA, eastern Europe; Edoxaban 60mg 23 (66%). 64.9 (8.8) 87 but non-major bleeding
NCTO0604556 Edoxaban 60mg x 2/day 180 (63%) 64.7 (9.0) 3] Secondary: lschaemic stroke,
haemorrhagic stroke, systemic
Target INR 20 251 (60%) 66.0 (8.5) %0 bolism, MI, all I
ExploreXa Botrixaban 40mg 127 (62%) 733 (8.50) 41 (37.0) v: Major or dinically reh
(Connolly 2013 + Betrinaban 60mg 127 (64%) 73.8 (8.35) 46 {36.2) fiut non-major bleeding
other secondary Betrixaban &0mg 127 (20%) 72.0 (7.65) 29(23%) Secondary: lichaemic stroke,
repovts) rhagic stroke, sy
USA, Canada, Germany; | Target INR 2.0 127 (10%) 2.7 (8.75) 48 (38%) ombolism, M, all-cause mortality,
NCT00742859
Turpie 2010 YMI50 30mg 90 (85%) 69.3 (84) 21(23.3%)
OPALA YM150 60mg 93 (76%) 68.4 (9.4) 19 [20.4%) AR Sa
lapan, Singapore, YM150 120mg 93 (80r%) 62.0 (9.6) 24 (258%) but ¥ Mijor
Maloysia, Tahwan, YM150 2 78 (77T%) 67.4 (9.0} 18 (23.1%) b "TW)IM-.:.;»
Korea, Hong Kong, New | Target INR 20 94 (77%) 67.0 (9.4) 17 (18.1%) 4 4
Zealand, Thailand, hml o m.h‘:l. u:oh. wsxemic"
South Africa; 1, 3 or Smg, target INR 2.0- | 6022 716 (86) 1933 (32%) .
NCTOO448214 0
Factor la Phase Il trials
Up 2009; Austria, AZDOB37 150mg once daity | 166 (71%) **69.9 (43.93 NR e e e
Denmark, Hungary, AZDOB37 300mg once daily | 152 (69%) **69.8 (45-92) P ne: .’u ing %
Ireland Norway, Poland, | AZDG837 450mg once daity | 157 (69%) ++69.3 (45-88) <G *"""I""". 3
Russia, Sweden, UK; AZDOB3IT 200mg twice 161 (67%) **67.8 (34.88) h ";'d‘ stroke l'm‘k
NCT00684307 | daity Semorty e e
Targot INA 2.0 319 (68%) “E83(3387) | NR




Supplementary Appendix Figure 3 Risk of Bias Summary Table One

Random sequence generation {selection hias) _ |

Allocation concealment (selection hias) _ |
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Selective reporting (reporting hias) —:l

Other bias | |
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[ Low risk of bias [ Junclear risk of hias [l High risk of bias

Supplementary Appendix Figure 4 Risk of Bias Summary Table Two
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Edaxaban USiEurope 2010 | @ | @ | @ | @ | 2 | & | 2
ENGAGEAF-TIMI452013 | @) | @ @ | @ |2 | @ | 2
ExploreXa 2013 Betrixaban | @ | 2 | @ | @ | ® | @ | 2
JRocketAF 2012 | 20 | 2 | @B | @ | @ | 2 |2
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OPAL-12010-YM150| 2 |2 | @ |2 | @ | @ | 2
RELY2008 | 8D | O @ O O S| 2
ROCKETAF2011 | @ | @ | @ @ |2 @ 2




Supplementary Appendix Figure 5 Stroke or Systemic Embolism Fixed Effects Model

Novel Oral Anticoagulant Warfarin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
1.1.1 Phase Il Trials of F actor Xa Inhibitors
ARISTOTLE 2011 212 9210 265 9081 20.5% 0.78 [0.65, 0.94] -
ROCKET AF 2011 269 7081 306 7090 231% 0.88[0.74,1.03 =
ENGAGE 2013 Edoxaban 30 383 7034 168 3518 16.6% 1.15[0.95, 1.39) -
EMNGAGE 2013 Edoxaban 60 296 7035 169 3518 17.0% 0.87 [0.72, 1.086] =
J-Rocket AF 2012 11 637 22 637 1.7% 0.49[0.24, 1.02) s =
Subtotal (95% CI) 30097 23844 789 0.90 [0.82, 0.98] 4
Total events 117 930
Heterogeneity: Chi*= 11.62, df= 4 (P = 0.02); F= 66%
Test for averall effect: Z=2.31 (P = 0.02)
1.1.2 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
RE-LY 2008 Dahigatran 110 183 6015 101 3011 10.3% 0.90 [0.71, 1.186] =
RE-LY 2008 Dahigatran 150 134 6076 101 3011 10.4% 0.65 [0.50, 0.84] o
Subtotal (95% CI) 12091 6022  20.6% 0.78 [0.65, 0.93] <
Total events M7 202
Heterogeneity: Chi*= 3.23, df =1 (P = 0.07); I*= 69%
Test for averall effect: Z=2.77 (P = 0.006)
1.1.3 Phase Il Trials of Factor Xa Inhibitors
Edaxaban USiEurope 2010 B 883 3 250 0.4% 0.56 [0.14, 2.24] —
OPAL-1 2010-YM150 2 354 0 94 0.1% 1.34 [0.06, 28.16) ¢ »
Subtotal (95% CI) 1247 3 0.4% 0.67 [0.19, 2.34] e
Total events 8 3
Heterogeneity: Chi*= 0.27, df=1 (P=0.61);1*=0%
Test for averall effect: Z=0.63 (P = 0.53)
1.1.4 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
Lip 2009 - AZD0837 2 631 0 318 0.1% 2.53[0.12,52.89 »
Subtotal (95% CIy 631 318 0.1%  2.53[0.12,52.85] e T R T
Total events 2 0
Heterogeneity: Not applicable
Test for averall effect: Z = 0.60 P = 0.55)
Total (95% CI) 44966 30528 100.0% 0.87 [0.81, 0.95] 4
Total events 1488 1135
Heterogeneity: Chi*= 17.95, df= 9 = 0.04); F= 50% 01 02 05 5 5 10

Test for averall effect: Z=3.30 (P = 0.0010)
Test for subgroup differences: Chi*=2.74, df=3{P=043), F=0%

Favours NOA Favours Warfarin




Supplementary Appendix Figure 6 Ischaemic Stroke Fixed Effects Model

Novel Oral Anticoagulant Warfarin Odds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI MHH. Fixed, 95% CI
1.2.1 Phase Il Trials of Factor Xa Inhibitors
ARISTOTLE 2011 162 9120 175 9081  20.4% 0.92[0.74, 1.14] k.
ROCKET AF 2011 149 7061 161 7081 18.7% 0.93[0.74, 1.16] -
ENGAGE 2013 Edoxaban 30 333 7034 117 3518 17.6% 1.44117,1.79 -
ENGAGE 2013 Edoxahan 60 236 7035 118 3518 18.0% 1.00[0.80, 1.29) *
J-Rocket AF 2012 7 637 17 B37  2.0% 0.41[0.17, 0.9§ T
Subtotal (95% CI) 30887 23835 T76.7% 1.05[0.94, 1.17]
Total events 887 588
Heterogeneity: Chi*= 15.70, df= 4 (P = 0.003); F=75%
Test for averall effect: Z=0.84 P = 0.40)
1.2.2 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
RE-LY 2008 Dabigatran 110 159 6015 713011 10.9% 1.12[0.85, 1.49 15
RE-LY 2009 Dahigatran 150 111 6076 713011 11.0% 0.77 [0.57, 1.04] ol
Subtotal (95% CI) 12091 6022 22.0% 0.95[0.77, 1.16] 4
Total events 270 142
Heterogeneity: Chi= 3.21, df = 1 (P = 0.07); I*= 69%
Test for averall effect: Z=0.53 P = 0.60)
1.2.3 Phase |l Trials of Factor Xa Inhibitors
ExploreXa 2013 Betrixaban 2 3 1) 127 0.1% 1.68 [0.08, 35.22)
OPAL-1 2010-YM150 1 354 1) 94 0.1% 0.80 [0.03,19.85]
Edaxaban US/Europe 2010 5 893 3 250 0.6% 0.46 [0.11, 1.95 —
Edoaban Japan 2012 1 394 1) 125 0.1% 0.96 [0.04, 23.64] —
ARISTOTLE- 2011 1) 143 2 75 0.4% 010[0.00, 218 &1 —
Subtotal (95% CI) 2165 671 1.2% 0.50[0.19, 1.32] et
Total events 9 5
Heterogeneity: Chi= 1.90, df = 4 (P = 0.75); 7= 0%
Test for overall effect: Z=1.40 (P = 0.16)
1.2.4 Phase Il Trials of Direct Thrombin {Factor lla) Inhibitors
Lip 2008 - AZD0837 2 361 1 318 0.1% 1.77 [0.16,19.57] T "
Subtotal (95% Cl) 361 318 0.1% 177 [0.16, 19.57] —— GRS —
Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z=0.46 (P = 0.64)
Total (95% Cl) 45504 30846 100.0% 1.02 [0.93, 1.12]
Total events 1168 736
e Oz 2 u = ' ' L '
3
e N S5y Favours NOA Favours Warfarin
Test for subgroup differences: Chi*= 3.03, df= 3 (P = 0.39), F = 0.9%
Supplementary Appendix Figure 7
Novel Oral Anticoagulant Warfarin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.5.1 Phase lll Trials of F actor Xa Inhibitors
ARISTOTLE 2011 613 9088 877 9052 20.4% 0.67 [0.61, 0.79] L]
ROCKET AF 2011 1475 n 1443 7125 28.6% 1.03[0.95 1.11] l
ENGAGE 2013 Edoxaban 30 1161 7002 880 3506 24.4% 0.59 [0.54, 0.69] -
ENGAGE 2013 Edoxaban 60 1528 7012 881 3506 22.9% 0.83[0.75 0.91] -
J-Rocket AF 2012 138 639 124 639 2.4% 1.14 [0.87, 1.50] =
Subtotal (95% CI) 30852 23828 98.8% 0.80[0.77, 0.84] i
Total events 4915 4211
Heterogeneity: Chi*= 87.77, df= 4 P < 0.00001); *= 95%
Test for averall effect: Z=9.25 (P < 0.00001)
1.5.2 Phase lll Trials of Direct Thrombin (Factor lla) Inhibitors
Subtotal (95% CI) 0 0 Not estimable
Total events 1) 0
Heterogeneity: Not applicable
Test for averall effect: Not applicable
1.5.3 Phase Il Trials of Factor Xa Inhibitors
ARISTOTLE- 2011 2 143 4 75 0.1% 0.25[0.05, 1.41] B
Edoxaban Asia 2011 6 159 5 75 0.2% 0.55[0.16, 1.86] SR ] W
Edaxaban US/Europe 2010 54 893 8 250 0.3% 1.95[0.91, 4.19 = =
ExploreXa 2013 Betrixaban " 3m 7 127 0.3% 0.51[0.19,1.34] — =
OPAL-1 2010-YM150 20 354 2 94 0.1% 2.75[0.63,12.00 =
Subtotal (95% CI) 1930 621 0.9% 1.12[0.72, 1.76] R 2
Total events 93 26
Heterogeneity: Chi*= 10.23, df= 4 (P = 0.04); F= B1%
Test for averall effect: Z=0.51 (P = 0.61)
1.5.4 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
Lip 2009 - AZD0837 14 631 9 318 0.3% 0.78[0.33,1.82 ]
Subtotal (95% CI) 631 318 0.3% 0.78[0.33, 1.82] i
Total events 14 9
Heterogeneity: Not applicable
Test for averall effect: Z = 0.58 (P = 0.56)
Total (95% CI) 33413 24767 100.0% 0.81[0.77, 0.84] {
Total events 5022 4246

Heterogeneity: Chi*= 98.72, df= 10 (P < 0.00001); I1*= 90%
Test for overall effect: Z=9.16 (P < 0.00001)
Test for subgroup differences: Chi*= 211, df=2 (P=0.35) F=51%
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Supplementary Appendix Figure 8 Major or Clinically Relevant Non-Major Bleeding Random Effects

Forest Plot

Novel Oral Anticoagulant

Warfarin

Odds Ratio

Odds Ratio

Study or Subgroup Events Total Events Tota Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.5.1 Phase Il Trials of Factor Xa Inhibitors

ARISTOTLE 2011 613 9088 877 9052 16.7% 0.67 [0.61, 0.79] -
ROCKET AF 2011 1475 7111 1443 7125 17.0% 1.03 [0.95,1.11]

ENGAGE 2013 Edoxaban 30 1161 7002 880 3506 16.8% 0.59 [0.54, 0.65] L]
ENGAGE 2013 Edoxaban 60 1528 7012 881 3506 16.9% 0.83[0.75, 0.91] .
J-Rocket AF 2012 138 639 124 633 13.5% 1.14 [0.87, 1.50] ™
Subtotal (95% CI) 30852 23828 80.%% 0.82 [0.65, 1.03] 4
Total events 4915 4211

Heterogeneity: Tau®= 0.06; Chi*= 87.77, df= 4 (P < 0.00001); F= 95%

Test for averall effect: Z=1.73 (P = 0.08)

1.5.2 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors

Subtotal (95% CI) 0 0 Not estimable

Total events a ]

Heterogeneity: Not applicable

Test for averall effect: Not applicable

1.5.3 Phase Il Trials of Factor Xa Inhibitors

ARISTOTLE- 2011 2 143 4 75 1.4% 0.25[0.05, 1.41] ——
Edaxaban Asia 2011 B 159 5 75 2.5% 0.55[0.16, 1.86] ==
Edaxaban US/Europe 2010 54 893 g 250 5.3% 1.95[0.91, 4.19] ==
Explorexa 2013 Betrixaban 11 3 7 127 37% 0.51[0.19, 1.34] S
OPAL-1 2010-YM150 20 354 2 94 1.8% 2.75[0.63,12.00] 7
Subtotal (95% CI) 1930 621  14.6% 0.89[0.39, 2.03] i
Total events 93 26

Heterogeneity: Tau®= 0.52; Chi*= 10.23, df=4 (P = 0.04); F= 61%

Test for averall effect Z=029F =0.77)

1.5.4 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors

Lip 2009 - AZD0B37 14 631 ] 318 4.5% 0.78[0.33,1.87 =
Subtotal (95% CI) 631 318 4.5% 0.78 [0.33, 1.82] -
Total events 14 ]

Heterogeneity: Not applicable

Test for averall effect: Z= 0.58 P = 0.56)

Total (95% CI) 3313 24767 100.0% 0.84 [0.68, 1.03]

Total events 5022 4246 “

Heterogeneity: Tau®= 0.06; Chi*= 98.72, df= 10 (P =< 0.00001); I*= 90%

Test for overall effect. Z=1.68 (P = 0.09)

Test for subgroup differences: Chi*= 0.05, df= 2 (P =0.98), F= 0%

0.01 01 1 10 100
Favours NOA Favours Warfarin




Supplementary Appendix Figure 9 Major Bleeding Fixed Effects Model Forest Plot

Novel Oral Anticoagulant Warfarin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI NMHH, Fixed, 95% CI
1.6.1 Phase Il Trials of F actor Xa Inhibitors
ARISTOTLE 2011 327 9088 462 9052 21.9% 0.69 [0.60, 0.80] =
ROCKET AF 2011 395 AN 386 7125 17.8% 1.03[0.89, 1.19 *
EMNGAGE 2013 Edoxaban 30 254 7002 262 3506 16.5% 0.47 [0.38, 0.56] -
ENGAGE 2013 Edoxaban 60 418 7012 262 3506 16.1% 0.78 [0.67, 0.9 -
J-Rocket AF 2012 19 639 23 639 1.1% 0.82[0.44,1.52) =
Subtotal (95% CIy 30852 23828 73.4% 0.75[0.69, 0.80] }
Total events 1413 1385
Heterogeneity: Chi®= 47.22, df= 4 (P < 0.00001); = 92%
Test for averall effect: Z=7.50 (P = 0.00001)
1.6.2 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
RE-LY 2008 Dahigatran 110 342 6015 211 3011 13.0% 0.80 [0.67, 0.96] -
RE-LY 2008 Dahigatran 150 399 6076 210 3011 129% 0.94 [0.78,1.11] -
Subtotal (95% CI) 12091 6022 25.8% 0.87 [0.77, 0.98] )
Total events 4 4
Heterogeneity: Chi®= 1.57, df =1 (P =0.21), I*= 36%
Test for averall effect: Z=2.23 (P = 0.03)
1.6.3 Phase Il Trials of Factor Xa Inhibitors
Edoxaban Asia 2011 0 159 2 75 0.2% 009[000, 194 ¢ —
Edoxaban USiEurope 2010 12 893 1 250 0.1% 3.39[0.44, 26.21] =
Edoaban Japan 2012 5 394 0 125 0.0% 3.54 [0.19, 64.59 a—
ExploreXa 2013 Betrixaban 3 381 ] 127 0.4% 0.19[0.05, 0.82)
OPAL-1 2010-YM150 1 354 0 94 0.0% 0.80 [0.03,19.85)
Subtotal (95% CIy 2181 671 0.7% 0.74[0.34, 1.60] -
Total events 21 g
Heterogeneity: Chi*= 8.34, df =4 (P=0.08); I*=52%
Test for averall effect: Z=0.77 (P = 0.44)
1.6.4 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
Lip 2009 - AZD0837 L} 631 2 318 0.1% 1.26 [0.24, 6.54] =
Subtotal (95% Cl) 631 318 0.1% 1.26 [0.24, 6.54] e
Total events L} 2
Heterogeneity: Not applicable
Test for averall effect Z=0.28 P =0.78)
Total (95% CI) 45755 30839 100.0% 0.78[0.73, 0.83] i
Total events 2180 1826
Heterogeneity: Chi®= 61.98, df= 12 (P = 0.00001); I*=81% oo o1 10 100

Test for averall effect: Z=7.59 (P =< 0.00001)
Test for subgroup differences: Chi*= 456, df= 3 (P =0.21), I* = 34.2%

Favours NOA Favours Warfarin
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Supplementary Appendix Figure 10 Major Bleeding Random Effects Model
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Supplementary Appendix Figure 11 Gastrointestinal Bleeding Fixed Effects Model Forest Plot

Novel Oral Anticoagulant
Study or Subgroup Events Total Events

Warfarin

Total Weight

Odds Ratio

M-H, Fixed, 95% CI

Odds Ratio
M-H, Fixed, 95% CI

1.7.1 Phase Il Trials of F actor Xa Inhibitors

ARISTOTLE 2011 108 9088 119
ROCKET AF 2011 224 AN 154
EMNGAGE 2013 Edoxaban 30 129 7002 95
ENGAGE 2013 Edoxaban 60 232 7012 95
J-Rocket AF 2012 7 639 15
Subtotal (95% Cl) 30852

Total events 697 478
Heterogeneity: Chi®= 27.22, df= 4 (P < 0.0001); F = 85%

Test for averall effect: Z=1.07 (P = 0.29)

1.7.2 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
RE-LY 2008 Dahigatran 110 133 6015 60
RE-LY 2008 Dahigatran 150 182 6076 60
Subtotal (95% CI) 12091

Total events 315 120
Heterogeneity: Chi*= 2.05, df=1 {P=0.15); 1= 51%

Test for averall effect: Z=2.52 (P = 0.01)

1.7.3 Phase Il Trials of Xa Inhibitors

Subtotal (95% CI) 0

Total events i} 0
Heterogeneity: Not applicable

Test for averall effect: Not applicahle

1.7.4 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
Subtotal (95% CI) 0

Total events i} 0
Heterageneity: Not applicahle

Test for averall effect: Not applicahle

Total (95% CI) 42943

Total events 1012 598

Heterogeneity: Chi*= 32.08, df= 6 (P < 0.0001); F=81%
Test for averall effect: Z=2.20 (P = 0.03)
Test for subgroup differences: Chi*=2.83, df=1 (P = 0.09), IF = 64.6%
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Supplementary Appendix Figure 12 Gastrointestinal Bleeding Random Effects Model Forest Plot

Novel Oral Anticoagulant Warfarin
Total Weight

Odds Ratio

M-H, Random, 95% CI

Odds Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events
1.7.1 Phase lll Trials of F actor Xa Inhibitors

ARISTOTLE 2011 105 9088 119
ROCKET AF 2011 224 711 154
ENGAGE 2013 Edoxaban 30 129 7002 95
ENGAGE 2013 Edoxaban 60 232 7012 95
J-Rocket AF 2012 7 639 15
Subtotal (95% CI) 30852

Total events 697 478

Heterogeneity: Tau*= 012, Chi*= 27.22, df= 4 (P =< 0.0001); I* = 85%
Test for overall effect Z=028 P =077

1.7.2 Phase |l Trials of Direct Thrombin (Factor lla) Inhibitors

RE-LY 2008 Dabigatran 110 133 6015 60
RE-LY 2008 Dabigatran 150 182 6076 60
Subtotal (95% CI) 12091

Total events 315 120

Heterogeneity: Tau®= 0.02; Chi*= 2.05,df =1 (P=0.15); "= 51%
Test for averall effect: Z=1.70 (P = 0.09)

1.7.3 Phase Il Trials of Xa Inhibitors

Subtotal (95% CI) 0

Total events 0 0
Heterogeneity: Not applicable

Test for averall effect: Not applicable

1.7.4 Phase ll Trials of Direct Thrombin (Factor lla) Inhibitors
Subtota (95% CI) 0

Total events 0 0
Heterogeneity: Mot applicable

Test for averall effect: Not applicable

Total (95% CI) 42943

Total events 1012 598
Heterogeneity: Tau®= 0.09; Chi*= 32.08, df= 6 (P < 0.0001); F=81%
Test for averall effect: Z=0.39 (P = 0.69)

Test for subgroup differences: Chi*=1.83, df=1({P=0.18), 7= 45 3%
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0.46(0.19,1.14)
0.95 [0.68, 1.34]
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Supplementary Appendix Figure 13 Myocardial Infarction Fixed Effects Model Forest Plot

Novel Oral Anticoagulant Warfarin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H. Fixed, 95% CI
1.8.1 Phase Il Trials of F actor Xa Inhibitors
ARISTOTLE 2011 90 9120 102 9081 19.8% 0.88 [0.66, 1.17] -
ROCKET AF 2011 101 7061 126 7082 24.3% 0.80[0.62, 1.04) -
ENGAGE 2013 Edoxaban 30 169 7034 70 3518 17.8% 1.21[0.92, 1.61] il
ENGAGE 2013 Edoxaban 60 133 7035 7 3518 18.2% 0.94 [0.70, 1.29 -
J-Rocket AF 2012 3 637 1 637 0.2% 3.01[0.31,28.01] -
Subtotal (95% CI) 30887 23836 80.3% 0.95[0.82, 1.09] 4
Total events 496 370
Heterogeneity: Chi*= 579, df =4 (P=0.22); 7= 31%
Test for averall effect Z=0.77 (P = 0.44)
1.8.2 Phase Ill Trials of Direct Thrombin (Factor lla) Inhibitors
RE-LY 2008 Dahigatran 110 98 6015 38 301 9.8% 1.30[0.89, 1.89 =
RE-LY 2009 Dabigatran 150 97 6076 37 301 9.5% 1.30[0.89, 1.91] [
Subtotal (95% CI) 12091 6022 19.3% 1.30 [0.99, 1.70] »
Total events 195 75
Heterogeneity: Chi*= 0.00, df=1 (P =0.98); 1*=0%
Test for averall effect: Z=1.92 (P = 0.06)
1.8.3 Phase Il Trials of Factor Xa Inhibitors
Edaxaban US/Europe 2010 5 893 0 250  0.2% 310[0.17, 56.29] —
Edaxaban Asia 2011 i} 159 0 79 Mot estimahle
Subtotal (95% Cl) 1052 320 0.2%  3.10[0.17, 56.28] — e RN P—
Total events L 0
Heterogeneity: Not applicable
Test for averall effect: Z=0.77 (P = 0.44)
1.8.4 Phase Il Trials of Direct Thrombin (Factor lla) Inhibitors
Lip 2009 - AZD0837 2 631 1 318 0.3% 1.01 [0.08, 11.16] | E——
Subtotal (95% CI) 631 318 0.3%  1.01[0.09, 11.16] — et E
Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z=0.01 (P = 0.99)
Total (95% CI) 44661 30505 100.0% 1.02 [0.90, 1.15] [
Total events 698 446
Heterogeneity: Chi*= 10.66, df= 8 (P =0.22); F= 25% oo o1 10 100

Test for averall effect. Z=030F =077
Test for subgroup differences: Chi*=4.80, df=3{P=0.19), IF= 37.5%
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Supplementary Appendix Figure 14 Myocardial Infarction Random Effects Model Forest Plot

Novel Oral Anticoagulant Warfarin Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.8.1 Phase lll Trials of Factor Xa Inhibitors
ARISTOTLE 2011 90 9120 102 9081 18.2% 0.88 [0.66, 1.17] -
ROCKET AF 2011 101 7061 126 7082 19.9% 0.80 [0.62, 1.04] =
ENGAGE 2013 Edoxaban 30 169 7034 70 3518 18.4% 1.21[0.92, 1.61] ol
ENGAGE 2013 Edoxaban 60 133 7035 713518 17.7% 0.94 [0.70, 1.29] -
J-Rocket AF 2012 3 637 1 637 0.5% 3.01 [0.31, 29.01] —
Subtotal (95% CI) 30887 23836 74.7% 0.95[0.80, 1.13] 4
Total events 496 370
Heterogeneity: Tau®=0.01; Chi*= 579, df =4 (P=0.22); *=31%
Test for overall effect: Z=0.59 P = 0.56)
1.8.2 Phase lll Trials of Direct Thrombin (Factor lla) Inhibitors
RE-LY 2009 Dabigatran 110 98 6015 38 3011 12.4% 1.30[0.89, 1.89 T=
RE-LY 2009 Dahigatran 150 97 6076 37 3011 12.2% 1.30[0.89, 1.91] =
Subtotal (95% CI) 12091 6022  24.6% 1.30 [0.99, 1.70] &
Total events 195 75
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P =0.98); I*=0%
Test for overall effect: Z=1.92 (P = 0.06)
1.8.3 Phase Il Trials of Factor Xa Inhibitors
Edaxaban US/Europe 2010 5 893 0 250 0.3% 3.10[0.17, 56.28) &7
Edaxaban Asia 2011 0 159 0 79 Not estimahle
Subtotal (95% CI) 1052 329 0.3% 3.10 [0.17, 56.28] ——eot i R——
Total events 5 0
Heterogeneity: Not applicable
Test for overall effect Z=0.77 (P = 0.44)
1.8.4 Phase Il Trials of Direct Thrombin {(Factor lla) Inhibitors
Lip 2009 - AZD0B37 2 631 1 318 0.4% 1.01 [0.09, 11.16) S —
Subtotal (95% CI) 631 318 0.4% 1.01[0.09, 11.16] — o —
Total events 2 1
Heterogeneity: Not applicahle
Test for averall effect: Z=0.01 (P = 0.99)
Total (95% CI) 44661 30505 100.0% 1.03 [0.88, 1.20] 1
Total events 698 446
Heterogeneity: Tau®=0.01; Chi*= 10.66, df= 8 (P = 0.22); F= 25% '0,01 U,'1 1-0 1UIJ'

Test for overall effect Z=036 P =0.72)
Test for subgroup differences: Chi*= 4.24, df= 3 (P = 0.24), = 29.3%
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