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Letter Risk factor Score

C Congestive heart failure/LV dysfunction 1
H Hypertension 1
Ao Age =75 2
D Diabetes mellitus 1
S Stroke/TIA/thrombo-embolism 2
V Vascular disease™ 1
A Age 65-74 1
S Sex category (i.e., female sex) 1

Maximum score S

Congestive heart failure/LV dysfunction means LV ejection fraction =400%o.
Hypertension includes the patients with current antihypertensive medica-
tion. *Prior myocardial infarction, peripheral artery disease, aortic plague.
LV: left ventricular, TIA: transient ischemic attack
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Primary Efficacy Outcome

Stroke

Systemic embolism

NOACs Warfarin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total ght  M-H, Fixed, 95% Cl _Year M-H, Fixed, 95% CI
4.1.1 Apixaban
NCT00787150, 2013 (11) 0 148 3 74 06% 007[000,137) 2013 ———~
NCT00412984, 2018 (7) 212 9120 265 9081 319% 080[067,095 2018 -
NCT02283294, 2021 [18] 7 41 12 47 13% 067[0.29,1.54] 2021 —
Subtotal (95% CI) 9309 9202 33.8% 0.78 [0.66, 0.93] +
Tolal events 219 280
Heterogeneity. Chi*= 269, df= 2 (P=0.26), F= 26%
Test for overall effect Z= 2.82 (P = 0.005)
4.1.2 Edoxaban
NCT007813%1, 2013 (10} 435 14014 232 7012 371% 094[080,1.10] 2019 B
Subtotal (95% CI) 14014 7012 37.1%  0.94[0.80, 1.10] L
Tolal events 435 232
Heterogeneity. Not applicable
Testfor overall effect Z=080(P=042)
4.1.3 Rivaroxaban
NCT00403767, 2014 [5] 188 6958 241 7004 288% 0.79[0.65,095 2014 -
Subtotal (95% CI) 6958 7004 288% 0.79[0.65,0.95] 4
Total events 188 24
Heterogeneity. Not applicable
Testfor overall effect Z= 252 (P=001)
4.1.4 Dabigatran
NCTO01136408, 2014 [14] 0 104 1 62 0.2% 0.20[001,484) 2014
Subtotal (95% CI) 104 62 0.2% 0.20[0.01,4.84] | e ERR——
Total events 0 1
Heterogeneity. Not applicable
Testfor overall effect Z= 099 (P=032)
Total (95% CI) 30385 23280 100.0%  0.84[0.76,0.93) ]
Total events 842 754
Heterogeneity Chi*=86.48,df=5(P=026), F=23% + + + +
Tostfor overai ofict Z= 3,48 (°= 6 0005)) 0ues o 10 -
23.0% Favours [NOACs] Favours [Warfarin]

Test for subaroup differences: Chi*=390.df=3(P=0. 27
—
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Primary Safety Outcome
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NOACs Warfarin Risk Ratio Risk Ratio
St or Events  Total Events  Total M.H, Random, 95% CI_ Year M.H, Random, 95% CI
5.1.1 Apixaban
NCT00787150, 2013 [11] 2 143 4 75 1.7% 0.26[0.05,1.40] 2013 e
N N NCT00412984, 2012 [7) 327 9088 462 9052 177% 070(061,081] 2018 -
° ajor pleeding event NeTonseszas 2021 18 s a1 6 47 ssw  coswor2sn 20m ——
NCT04435769, 2022 [21] 1 40 2 63 09% 079007, 840] 2022 e
Subtotal (95% CI) 9312 9237 23.8% 0.70[0.61,0.81)] *
Total events 335 474

Heterogeneity. Tau®*= 000, Chi*= 164, df= 3 (P = 08635), F= 0%
Test for overall effect Z= 503 (P < 0.00001)

5.1.2 Edoxaban

NCTO0806624, 2019 [12) 35 159 22 75 108% 0.7510.48,1.19] 2019 —
NCT02072434, 2019 [16) 16 1067 1 1082 65.1% 1.47069,3.16] 2019 | T
NCT00504556, 2019 [9) 94 893 20 250 10.7% 1.321083,209] 2019 T
NCT00781391, 2019 [10] 672 14014 524 7012 182% 064(057,072] 2019 »
Subtotal (95% CI) 16133 8419  457% 0.91[0.60, 1.38] R
Total events 7 577

Heterogeneity Tau®= 013, Chi*= 1305, df= 3 (P=0005), *=77%
Testfor overall effect Z= 044 (P = 066)

5.1.3 Rivaroxaban
NCT00403767, 2014 (6] 1475 711 1449 7125 187% 1021096,109] 2014
NCT02042534, 2016 [15] 30 95 25 88 11.0% 1111071, 1.73] 20186 -
Subtotal (95% CI) 7206 7213 29.7% 1.02 [0.96, 1.09]
Total events 1505 1474
Heterogeneity. Tau= 0.00,Chi*= 014, df=1 (P =0.71), "= 0%
Test for overall effect Z= 0.66 (P = 0.51)
5.1.4 Dabigatran
NCT01136408, 2014 [14] 1 104 2 62 09% 030(0.03,322] 2014 e ————
Subtotal (95% CI) 104 62 0.9% 0.30[0.03, 3.22] —————
Total events 1 2
Heterogeneity Not applicable
Testfor overall effect Z=1.00 (P = 0.32)
Total (95% CI) 32755 24931 100.0% 0.87 [0.69, 1.09]
Total events 2658 2527
Heterogeneity. Tau*= 0.07, Chi*= 70.49, df= 10 (P < 0.00001), #= 86% -O(H o 1 6 100
Joatior overel sict Ze 1,22 0= 0.22) Favours [NOACS] Favours Warfarin]
Test for subaroup differences: Chi*= 2436, df= 3 (P < 0.0001). F=87.7%
— o o e e e e EEe B e e e e EEe EEe EEe S e e e e S Eee S S e e e
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Secondary Outcome

Testfor overall effect 2= 2.72 (P = 0.006)
Testfor subaroun differences. Chi*= 0,36, 6f= 1 (P = 0.55). F= 0%

Favours [NOACS] Favours [Warfarin]

e e
I NOACs  Warfarin Risk Ratio Risk Ratio |
| . : Study or Subgroup Events  Total Events Total Weight M-H,Random, 95% Cl Year M-H, Random, 95% CI I
» Mortalit S e
y I NCTOOMI20342018[7) 603 9120 660 9081 741%  090[081,1.00) 2018 —— I
[ NCTEZERSON[E 2 4 4 4T 0% 0S5TIN297 20 ¢ |
| asmaRDl 0 0 1 & 0% 05300126 1 ¢ ]
Subtotal (95% C1) 9203 9195 745%  090[081,1.00] R I
I tomemens 605 674
| Helerogenely Tau?= 000, Chif= 039, of= 2= 082 F= 0% I
I Testfor overall effect Z= 205(P = 0.04) |
I 613Rwaroxaban :
I nCTOMO67, 201408 208 7081 250 7125 255%  ORAPA000 W14 ——e—rt
| Sublotal (955 C) 1061 M5 2555 081[070,101) i I
I Total events 08 240 |
HEI@IOQQH?IT{ Not applicable I
| Testfor overall effect 7= 189 (P= 0.06) I
|
| ToEssc) 16264 16320 1000%  0:88(0.80,007) < |
| Total events 813 94 |
I Heterogeneity. Tau*= 0.00, Ch*= 0.75, df= 3 (P= 0.86), F= 0% 17 N ) R |
I |



Secondary Outcome

P e e o e o o e e Ee e M B M EEe M Em e Ee e
I NOACs Warfarin Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M.H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
I 7.1.1 Apixaban
. NCT00787150, 2013 (11) 6 143 4 75 00% 079(0.23,270) 2013 ¢ >
NCT00412984, 2018 (7) 3302 9052 3182 9088 294% 1.04[1.00,108 2018 il
» Serious adverse events I Nommsoors oot b 3
NCT02283294, 2021 [18) " 41 14 47 01% 090[046,176) 2021
I NCT04435769, 2022 (21) 2 42 10 7 01%  0.32[007,1.39) 2022 ¢
Subtotal (95% CI) 9311 9310 29.7%  1.04(1.00, 1.08] 2 4
I Total events 331 3210
Heterogeneity. Ch*= 2.87, df= 3 (P = 0.41),F= 0%
I Test for overall effect Z=1.93 (P = 0.05)
| 7.12Edoxaban
NCT00781391, 2013 (10) 6974 14024 3443 7002 426%  1.01[0.98,1.04) 2019 -
I NCT00806624, 2013(12] 13 159 5 % 01% 1.23(0.45,3.31) 2019 ¢ »
NCT00829933, 2019[13) 8 394 7 125 01% 036[0.13,098 2018 &¥——
I NCT02072434, 2013 [16] 85 1067 83 1082 08% 1.04[0.78,1.39) 2019 —T
NCT00504556, 2019 (9) 55 893 11 250 02% 1.40([0.74,263) 2019 »
I Subtotal (95% CI) 16537 8534 43.7%  1.01[0.98, 1.04] &
Total events 7135 3554
I Heterogeneity: Chi*= 5.29, df= 4 (P = 0.26), F= 24%
Testfor overall effect. Z=0.72 (P = 047)
I 7.1.3 Rivaroxaban
| NCTO0403767, 2014 (5] 2649 7111 2720 T125 252%  0.98(0.94,1.02) 2014 -
NCT00494871, 2015 (8] 151 6539 155 639 14% 097(080,1.18) 2015 —
I NCT02042534, 2016 [15) 6 98 5 90 00% 1.10[0.35,3.49) 2016 ¢ >
Subtotal (95% CI) 7848 7854 26.7%  0.98[0.94,1.02] &
I Tolal events 2806 2880
Heterogeneity. Chi*= 0.04, df= 2 (P = 0.98), F= 0%
I Testfor overall effect: Z=1.16 (P = 0.25)
Total (95% CI) 33696 25698 100.0%  1.01[0.99, 1.03] ’
I Tolal events 13262 9644
Heterogeneity: Ch*= 13.06, df=11 (P = 0.29), F= 16% b 5 0=7 |35 i
I Testfor overall effect Z= 0.94 (P = 0.35)

Favours [NOACs] Favours [Warfarin]

Test for subgroup differences: Chi*= 469, df= 2 (P=0.10), F= 57 4%
— e mm o o o e
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