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Table 1 Results of the univariable meta-regression

All studies (univariable meta-regression)

Coefficients
Estimate SE P value
Stroke/SEE
Weight -0.001 0.019 0.9598
Age 0.401 0.1002 0.6888
CLcr 0.0325 0.0272 0.2323
Male -0.0065 0.0386 0.8662
CHADS2 0.2179 0.1276 0.0876
History of VKA use 0.0257 0.0085 0.0026
History of ASA use -0.0233 0.0159 0.1426
Follow-up duration -0.0017 0.0032 0.5881
Major bleeding
Weight 0.0223 0.0081 0.0058
Age 0.1602 0.0363 <0.0001
CLer 0.0481 0.0178 0.0071
Male -0.0324 0.0211 0.1250
CHADS2 0.1289 0.2027 0.5248
History of VKA use 0.0109 0.0045 0.0166
History of ASA use -0.0058 0.0231 0.802
Follow-up duration -0.0011 0.0041 0.7841
Gastrointestinal bleeding
Weight 0.0314 0.015 0.0364
Age 0.2338 0.0686 0.0007
CLcr -0.0016 0.226 0.9942
Male -0.035 0.0477 0.4627
CHADS2 0.5263 0.6441 0.4138
History of VKA use 0.0198 0.014 0.1561
History of ASA use -0.0947 0.0361 0.0087
Follow-up duration 0.004 0.0097 0.6823
Intracranial hemorrhage
Weight 0.0221 0.0142 0.12
Age 0.0773 0.0935 0.408
CLer 0.066 0.0503 0.1897
Male -0.0394 0.0357 0.2706
CHADS2 0.391 0.1912 0.0408
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History of VKA use 0.0119 0.01 0.2326
History of ASA use 0.0096 0.0322 0.7647
Follow-up duration -0.0064 0.0057 0.2629

ASA: acetylsalicylic acid; CLcr: creatinine clearance; VKA: vitamin K antagonist; SE: Standard error;

SEE: systemic embolic events.
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Table 2 . Estimate of each coefficient when accounted for study region

) i Estimate of study region
Estimate of other factors listed . .
(Asian/non-Asian)

Coefficients
Estimate SE P value Estimate SE P value

Stroke/SEE

History of VKA use 0.0312 0.0069 <0.0001 -0.2942 0.2124 0.166
Major bleeding

Weight -0.0102 0.0556 0.8539 0.5938 1.0022 0.5535

Age 0.1320 0.0428 0.0021 0.1687 0.1311 0.1980

CLcr -0.0144 0.0601 0.8105 0.566 0.5197 0.2761

History of VKA use 0.0079 0.0027 0.0036 0.3164 0.1242 0.0108
Gastrointestinal bleeding

Weight -0.0731 0.4243 0.8632 1.9812 8.0301 0.8051

Age 0.2393 0.0861 0.0055 -0.0319 0.2999 0.9152

History of ASA use -0.0701 0.1083 0.5174 0.1659 1.3541 0.9025
Intracranial hemorrhage

CHADS2 0.3621 0.192 0.0593 0.4335 0.2705 0.9636

ASA: acetylsalicylic acid; CLcr: creatinine clearance; VKA: vitamin K antagonist; SE: Standard error;

SEE: systemic embolic events.
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Table 3. Results of the multivariable meta-regression: Effect of study region after adjusting

other factors

Coefficients - All studies
Estimate SE P value VIF

Stroke/SEE

History of VKA use -0.0016  0.0051 0.7605 1.927

Warfarin 0.1311 0.1218  0.2818  4.7529

Study region (Asian/non-Asian) 0.704  0.3467  0.0423  4.8818
Major bleeding

Age 0.0770  0.0677  0.2559  3.0463

History of VKA use 0.0040  0.0059  0.5034  4.9330

Warfarin -0.0325  0.0699  0.6417  4.7486

Study region (Asian/non-Asian) 0.1626 0.2118 0.4426 3.0250

Gastrointestinal bleeding

Age 0.2441 0.163 0.1343 5.6488
Warfarin 0.0125 0.3615 09724  3.5842
Study region (Asian/non-Asian) -0.0424 0.4264 0.9207 3.1888

SE: Standard error; SEE: systemic embolic events; VIF: Variance Inflation Factor; VKA: vitamin K

antagonist.
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Table 4 BARTOERKREER

Bl ] i
(mg/week)

CDP870-041 12 24
JNS012-JPN-03 -

A3921039 6- 12 28
TA-650-P3-01 6- 12 47
EFC14059 6-16 12, 24 31

14V-JE-JADN 6 -8 12 49
(6-16)
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Table 5 727 TOEG KR ER

¥ 5 &(mg/week) 5 H] HERE R

[l (58)
CO524T102 10 ~ 12 39
CO524T05 10-20 24 160
CO524T06 15 ~ 25 12, 24 133
14V-MC-JADA ~15 12 98
14V-MC-JADV ~15 12, 24 488
14V-MC-JADZ 10-20, 7.5-12.5 24 210

(10-25)
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Table 6 FRA IS, TOEEEREAER(T)

(mg/week)

| RO301 10-25

M101-100 10~30 119
M101-102 10~30 24 214
M101-043 15 ~ 24 110
CDP870-014 15~25 24 119

CDP870-027 10~ 24 199
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Table 6 FRA Mg, TODEEEREAER(2)

(mg/week) (;E)

CDP870-050 10~

CDP870-077 10~25

16.0014 15 ~ 25 12, 24 30
A3921025 7.5~25 12

CO168T15/17 10 12

CO168T41 ~25 24 361

(7.5-25)
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Table 7 7UETZY —ILOMERI (E7O7) DEEFEMIEE (YMRS)DEL =

_ msm e B JSuRmio=

JS51REE 125 6.0 + 14.4
= 6.1(-9.4,-2.6
= A B 122 -12.0 +12.9 ( )
J5tRE 40 -8.0+13.3
- 7.9 (-13.4, -2.4
H 2 AR 39 -16.4 + 11.5 ( )
TS5t RE 28 2.9+12.9
- 4.2 (-11.4, 2.9
T AHEE 28 7.4+13.4 ( )
'St R E -7. 15.7
=P 7o RE e /315 -3.2 (-12.5, 6.1)

ANFI B 17 -10.4 +11.3
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Table 7 ZVETSY—ILO#MBRI(EE7o7)DEEFMIER (YMRS)DZE{LE

TS5t EE 125 6.0 +14.4
= A | B 122 -12.0 + 12.9 6.1(94,-2.6)
\ J5tR 8 6.3 + 14.5
AERTVT e - -19.6 (-36.0, -3.2)

AF|EE 7 -13.3+13.3

J4)EY IR 18 4lxleb o (-18.3, 3.0)
Al B 19 -12.5 + 15.6 ' B

26



Figure 1

Agency data search from PMDA
website (in Japanese)

!
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Figure 2

(A) Efficacy endpoint

RR (95%Cl)
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Figure 3

(A) Efficacy endpoint of warfarin only (stroke/SEE)

RR (95%Cl)
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(C) Efficacy endpoint of DOACs only (stroke/SEE)
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(B) Safety endpoint of warfarin only (major bleeding)

RR (95%Cl)
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(D) Safety endpoint of DOACs only (major bleeding)
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