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Fixed-effects pairwise meta-analysis

Rivaroxaban vs. Apixaban vs. Edoxaban vs.
Outcome Placebo vs. Warfarin Warfarin F\)Narfarin Warfarin Dabigatran vs. Warfarin
Vascular Events 1.74 (0.57, 16.02) 0.62 (0.37,1.71) | 0.84(0.74, 0.95) 0.97 (0.59, 1.50) 0.51(0.29, 1.44)
Stroke 1.58(1.22,2.06) 0.75 (0.66, 0.85) 0.67 (0.49,0.92) 1.94 (0.26, 14.70) 0.80 (0.70, 0.92)
Mortality 1.10(0.80, 1.53) 0.83(0.70, 1.00) | 0.91 (0.85, 0.97) 0.90 (0.83, 0.98) 0.78 (0.61, 1.00)
Hemorrhage Events 0.59 (0.28, 1.23) 0.79 (0.62,0.99) 0.67 (0.47, 0.95) 0.59 (0.31, 1.14) 0.40 (0.20, 0.82)
Myocardial Infarction 2.24 (0.44, 11.49) 0.87(0.66, 1.16)  0.90 (0.68, 1.18) 0.90 (0.52, 1.56) 0.72(0.19, 2.63)
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Supplementary table 3:

Int Journal Card 204 (2016) 88-94
Fixed-effects NMA results for main outcomes of interest (NOACs vs warfarin)

Outcome, HR (95% Crl)’
Efficacy Safety
Treatment comparison Total dis-
. . Ischaemic Major . . .
Stroke + SE All-cause mortality Fatal stroke mi Haemorrhagic stroke K Gl bleeding ICH continuatio|
stroke bleeding ns
0.79 0.89 0.63 0.87 0.51 0.96 0.69 0.89 0.41 0.91
Apixaban vs. Warfarin (0.60, (0.30, (0.86,
0.66, 0.95, 0.80,1 0.43, 0.93, 0.65, 1.16 0.35, 0.74, 0.76,1.20 0.68, 1.15
( ) (0.80, 1) ( ) ( ) ( ) ( | oz | | s | o)
0.87 0.92 0.71 0.92 0.59 0.99 1,05 1,46 0,71 1,08
Rivaroxaban vs. Warfarin (1.19, (0.50, (1.01,
0.74,1.03 0.82,1.03 0.49, 1.03 0.73,1.16 0.39, 0.89, 0.82,1.19)] (0.91,1.2
( ) ( ) ( ) ( ) ( ) ( )| ( ) 1.79) 0.99) 1.15)
0.90 0.91 0.67 1,28 0.31 1,12 0.80 1,07 0.30 1,32
Dabigatran 110mg BD vs. Warfarin (0.70, (0.19, (1.21,
0.74,1.10 0.80, 1.03 0.42,1.06 0.95,1.74 0.16, 0.55 0.89, 1.42 0.84,1.37
( ) ( ) ( ) ( ) ( ) ( | oe3 | | a5 | 2.9
0.65 0.88 0.51 1,26 0.26 0.75 0.93 1,46 0.42 1,37
Dabigatran 150mg BD vs. Warfarin (0.58, (1.16, (0.28, (1.26,
.52, 0.81 0.77,1 b .84, 0.93,1.71 .13, 0.4. 0.81,1.07
(0.52,0.81) (0.77,1) (0.30, 0.84) (093,1.71) (0.13, 0.48) 0.97) |98V 10N 1e3 | 060) | 1.50
1,13 0.87 0.84 1,19 0.34 1,42 0.47 0.67 0.30 0.95
Edoxaban 30mg vs. Warfarin (1.20, (0.40, (0.53, (0.21,
0.98,1.31 0.79, 0.97, 0.62,1.15 0.95,1.48 0.22, 0.50, 0.89,1
( ) ( ) ( ) ( ) ( ) 1.68) 0.55) 0.83) 0.43) ( )
0.87 0.92 0.93 0.93 0.55 1.00 0.80 1,23 0.46 1.00
Edoxaban 60mg vs. Warfarin (0.71, (0.34,
(0.75, 1.02) (0.83, 1.01) (0.68, 1.26) (0.73, 1.18) (0.39, 0.78) (0.84, 1.20) 0.91) (1.02, 1.49) 0.62) (0.95, 1.06)




Supplementary table 4: Fixed-effects NMA for additional outcomes of interest (NOAC vs warfarin and NOAC vs NOAC).

Outcome, HR (95% Crl)®

Treatment comparison Efficacy Safety -
Any stroke Systemic CRNM bleeding” Other’ major
v embolism eecing bleed"
] ] 0.79 0.90 0.68
Apixaban vs. Warfarin 0.81 (0.69, 0.95)
(0.65, 0.95) (0.44, 1.80) (0.59, 0.79)
] ] 0.91 0.76 1,04
Rivaroxaban vs. Warfarin 1.13(0.97, 1.32)
(0.78, 1.08) (0.43,1.33) (0.95,1.12)
) . 0.64 0.70
Dabigatran 110mg BD vs. Warfarin - 0.95(0.81, 1.11)
(0.51, 0.80) (0.35, 1.36)
) . 0.91 0.64
Dabigatran 150mg BD vs. Warfarin - 1.08 (0.93, 1.26)
(0.74,1.12) (0.31, 1.26)
i 1,13 1,25 0.65
Edoxaban 30mg vs. Warfarin 0.53 (0.45, 0.63)
(0.97,1.32) (0.73, 2.19) (0.60, 0.71)
i 0.88 0.66 0.85
Edoxaban 60mg vs. Warfarin 0.91 (0.79, 1.05)
(0.75, 1.04) (0.34,1.26) (0.79, 0.92)
) . 0.86 1,19 0.66 0.71
Apixaban vs. Rivaroxaban
(0.67, 1.10) (0.48, 2.93) (0.55, 0.78) (0.57, 0.89)
. : 1,24 1,29 0.85
Apixaban vs. Dabigatran 110mg BD -
(0.92, 1.66) (0.48, 3.43) (0.68, 1.06)
] ] 0.87 1,41 0.75
Apixaban vs. Dabigatran 150mg BD -
(0.66, 1.15) (0.52, 3.87) (0.60, 0.93)
. 0.70 0.72 1,05 1,51
Apixaban vs. Edoxaban 30mg
(0.55, 0.89) (0.29, 1.75) (0.88, 1.24) (1.20, 1.90)
. 0.89 1,37 0.80 0.89
Apixaban vs. Edoxaban 60mg
(0.70, 1.15) (0.51, 3.60) (0.67, 0.94) (0.72,1.1)
) . 0.70 0.93 0.84
Dabigatran 110mg BD vs. Rivaroxaban -
(0.53, 0.92) (0.38,2.22) (0.67, 1.04)
] ] 0.99 0.84 0.95
Dabigatran 150mg BD vs. Rivaroxaban -
(0.76, 1.29) (0.34, 2.06) (0.77,1.19)
i 1,24 1,66 0.63 0.47
Edoxaban 30mg vs. Rivaroxaban
(0.99, 1.55) (0.76, 3.67) (0.56, 0.70) (0.37, 0.59)
. 0.96 0.87 0.82 0.8
Edoxaban 60mg vs. Rivaroxaban
(0.77,1.21) (0.36, 2.08) (0.74, 0.92) (0.65, 0.99)
) ) 0.70 0.91 1,00
Dabigatran 150mg BD vs. Dabigatran 110mg BD -
(0.55, 0.88) (0.42, 1.94) (0.98, 1.33)
i 1,77 1,80 0.56
Edoxaban 30mg vs. Dabigatran 110mg BD -
(1.35, 2.34) (0.76, 4.32) (0.45, 0.70)
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Summary of results from Network Meta-analysis for All-cause Stroke or Systemic Embolism

Dabigatran 150 mg twice daily (0,503;?32) 6 feweﬂre ‘alself'(;wer—S 85.2% 12 98.1%
Apixaban 5 mg twice daily (0.605,7()8.94) 4 fewef;‘(:el;t)ewer-1 11.2% 25 85.4%
Edoxaban 60 mg daily 0.87(0.71,1.05) (0'7%‘817.01) 3 fewer;ﬁ;;ewer—1 1.2% 37 72.8%
Rivaroxaban 20 mg daily 0.88(0.74,1.05) (0.70481703) 3 fewer:.'gsreft)ewer-1 1.0% 39 71.2%
Dabigatran 110 mg twice daily 0.91(0.75,1.11) o 7(2.’911 ) 2 fewe;ff-swer_z 0.1% 45 64.7%
Standard Adjusted- Dose VKA NA ' N‘A. NA 0.0% 60 50.2%
Edoxaban 30 mg daily 1.14(0.94,1.37) (0_918.11%32) 3 mor;gr:)awer-e 0.0% 74 36.5%
Medium Dose Aspirin (> 100 mg and < 300 mg daily) 1.21(0.51,2.87) (0'714:3'25.47) 6 morenggrf:)wer—% 1.2% 78 32.0%
No treatment/Placebo 1.84(0.66.5.1) 09253 omore 2 oo 0.1% 89 21.5%
Low Dose Aspirin (< 100 mg daily) 2.03(1.32,3.12) (1 ;68; 5 14 morﬁqgsrer?ore—ZQ 0.0% 101 9.4%
Clopidogrel 75 mg OD & Low dose Aspirin (< 100 mg daily) 1.93(1.41,2.64) (1.:2.9‘23;5) 15 mor;geTore-ZS 0.0% 102 8.3%




Edoxaban 30 mg daily

Summary of results from Network Meta-analysis for Major Bleeding

18 fewer (20 fewer-15

0.46(0.4,0.54) fewer) 29.7% 17 92.9%
No treatment/Placebo 0.33(0.08,1.08) 22 fewe;g.’;;)fewer-ﬁl 70.2% 17 92.6%
Apixaban 5 mg twice daily 0.69(0.6,0.8) 10 fewef;g;)fewer# 0.0% 32 78.1%
Edoxaban 60 mg daily 0.79(0.69,0.9) 7 fewe;;‘:lgr;ewerA 0.0% 45 64.6%
Dabigatran 110 mg twice daily 0.8(0.69,0.93) 7 fewe;'e(‘J,(;rf)ewer% 0.0% 47 62.7%
Dabigatran 150 mg twice daily 0.93(0.81,1.07) 0.93(0.8,1.08) 3 fewer;gef‘;""e”’ 0.0% 68 41.7%
Low Dose Aspirin (< 100 mg daily) 1.01(0.57,1.78) 1.05(0.6,1.86) 2 moreg;;wer—% 0.1% 79 30.6%
Standard Adjusted- Dose VKA NA NA NA 0.0% 80 30.2%
Rivaroxaban 20 mg daily 1.03(0.9,1.18) 1.03(0.89,1.18) 1 m°’fn(o4r:)5‘”er'e 0.0% 84 26.3%
Clopidogrel 75 mg OD & Low dose Aspirin (< 100 mg daily) 11(0.82,1.48) 1.1(0.83,1.47) 4 morenggrf:)wer—w 0.0% 89 20.8%
Medium Dose Aspirin (> 100 mg and < 300 mg daily) 1.68(0.50,5.69) 1.79(0.63,5.67) 24 n;c)zr(e) ggr;e)wer- 0.0% 100 9.8%
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Intraocular bleeding vs warfarin, fixed effects meta-analysis

RR (95% Cl)

Apixaban
Rivaroxaban
Edoxaban
Dabigatran

1,37 (0,77-2,43)
0,82 (0,47-1,43)




