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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
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Figure 1

Agency data search from PMDA
website (in Japanese)

!

Literature search
from medical database:
1) PubMed
2) Embase
3) Japan Medical Abstracts Society

Excluded (n=398) for:
Not RCT, Non-AF/VTE,
Non-Warfarin
Comparator, Across
over study, Duplicate
studies, Pooled
analysis, Rationale of
study design, without
outcomes, Not Asia
related analysis,
Period <12 weeks

h 4
Reviewed Abstract Review
(n=204) (n=431)
>
\ 4
Excluded (n=192) for: ]
- Non-AF, Full Review
~ 7| Non-Warfarin Comparator, (n=33)
Period <12 weeks
\ 2 A 4
Included Included
(n=11) (n=28)

(n=28)

> Duplicate studies deletion

Included

(n=11: 5 Asia only, 2 Non-Asia only,
4 with both Asia and Non-Asia)
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Excluded (n=5) for:
Not RCT
Not English
Non FDA approved
DOAC dosage,
Non-AF
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Figure 2

(A) Efficacy endpoint

RR (95%Cl)

Stroke/SEE Total | = 0.78 (0.70-0.87)
Stroke/SEE Asian J -~ 0.62 (0.49-0.78)
Stroke/SEE non-Asian i 0.83(0.75-0.92)
Hemorrhagic stroke Total J - 0.50 (0.40-0.62)
Hemorrhagic stroke Asian i e, 0.32 (0.20-0.52)
Hemorrhagic stroke ncnAsian ek 0.55(0.42-0.72)
0.1 ;;I . _ = ‘ '10
Favors DOAC Favors Warfarin
(B) Safety endpoint R
Major bleeding Total ; i 0.79 (0.68-0.92)
Major bleeding Asian 9 0.62 (0.51-0.75)
Major bleeding non-Asian & 0.90 (0.76-1.05)
Gastrointestinal bleeding Total S 1.25(0.91-1.71)
Gastrointestinal bleeding Asian ! —{b— 1.02 (0.51-2.01)
Gastrointestinal bleeding non-Asian | Leras 1.43 (1.08-1.90)
0.1 ' I 'IIT”l ' ' 11””10

< P
* >

Favors DOAC Favors Warfarin
RR
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- Total
- Asian
-4 Non-Asian

} P=0.02
} P=0.06

} P=0.004
} P=0.36
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Figure 3

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

RR (95%Cl)

i 1.96 [1.44,2.66)

RE-LY :
ROCKET-AF == 1.38(0.94,203
ARISTOTLE —— 235(178,3.11]
ENGAGE AF-TIMI 48 S 195[139,273
FE Model - 1.94(1.65,2.27]

[ I I | [
0.61 1 1.65 2.72 448

- -~
. L g

Favors Asian Favors non-Asian

(C) Efficacy endpoint of DOACs only (stroke/SEE)

RR (95%Cl)

RE-LY  —
ROCKET-AF —

ARISTOTLE ———

ENGAGE AF-TIMI 48

1.26(0.82, 1.94)
1.20(0.77, 1.85)
2.16[1.56, 2.98]

1.22(0.78, 1.94]

1.48(1.22,1.81]

[ I I I
0.61 1 1.65 272

o .
-~ Lt

Favors Asian Favors non-Asian

!
4.48
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(B) Safety endpoint of warfarin only (major bleeding)

RR (95%Cl)

—a— 1.02[0.79, 1.32]

RE-LY _
ROCKET-AF ' 1.44[1.03, 201]
ARISTOTLE o 127[0.98, 1.64]
ENGAGE AF-TIMI 48 —— 148(1.16, 1.89)

FE Model | —— 126 (1.1, 1.44)

i I | I | | |
067 1 122 182

-

Favors Asian Favors non-Asian

(D) Safety endpoint of DOACs only (major bleeding)

RR (95%Cl)

RELY ———®
ROCKET-AF :
ARISTOTLE - .

ENGAGE AF-TIMI 48—+

0.60[0.43,0.82]
0.88[0.58, 1.33]
0.92 [0.65, 1.32]

111[0.81,151]

| | I |
0.37 061 1 165

> -
= Ll

0.84[0.71,0.99]

Favors Asian Favors non-Asian
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ZHL, SFEPIKRINZER LSO
- JHRICE L SRERIL OB INFHA 21T -
77
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i.%ﬁf&)oht&b ARAFFEIEDRER 431
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72z E L,

B. WHZET5ik

WA SCEAE B L O AR FHERIT
4/5*$Vﬁ£?ﬁ%éﬂf%é%@%
MA L, ¥4 b7 RLALTROME
D Thb,
HA (PMDA) :
https://www. pmda. go. jp/PmdaSearch/iyak
uSearch/
KIE (FDA) :
https://www. accessdata. fda. gov/scripts
/cder/daf/
B (BMA)
https://www. ema. europa. eu/en/medicines
=R
https://info. fda. gov. tw/MLMS/H0001. asp

X
VAR —L (HSA) :

https://www. hsa. gov. sg/therapeutic—

products/register/summary-reports—of-

benefit-risk—assessment

FENRE LTI, Y HR—ITBNT
FBEWREENABR SN TODEMED I b,

AEERIBME T 6 fhH (Crisaborole,

Asciminib hydrochloride . Sotorasib .

Pemafibrate, Luspatercept, Niraparib) &
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Ql. Are you usually aware of the

ethnic differences in drug indication,

dosage, pharmacokinetics, efficacy and
safety between your population and the
populations of the early clinical trial
stage (e.g., Caucasian population)?

(FaR : MR ARSI O£ (B : 1 AN4EF)

& BESEM & ORIZIIT 5 FEH DO WEIGIE .,
G- EYERE ARE, el BIT %
RiREICONT, LELIZE#ShD Z &
THY ETH2)

Q2. What standard criteria do you

usually use for diagnosing each adverse
drug reaction in the clinical trials?
(multiple answers allowed)
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) R D TERENORIER 221
LTWET2 2 (IR ))

Q3. Do you have any experience on the
differences in the diagnostic criteria

for adverse drug reactions between your
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country (e.g. guideline of the academic
society) and the other regions where
early clinical trial stage  was
performed (e.g. Europe and US)?
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Dermatology
Endocrinology
Haematology
Immunology
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Neurosurgery
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Guideline in US Guideline in Independent Provided by the Clinical
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Gene
NUDT15

VKORC1

ADRB1
ADRB1

SNP
c.415C>T

-1639A>G

c.145A>G
c.1165C>G

Protein
R139C
increased transcription

S49G
R389G

rs#
rs116855232

rs9923231

rs1801252
rs1801253

Function Substrates/Drugs affected
Decreased 6 -mercaptopurine, azathioprine
Increased

(warfain-resisitant) warfarin

Decreased
Decreased } B-blockers
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#2 EYLEBEELTFLZHEOT OTRIRICRIT 57 VVEEDHER

Population Differences

Gene Allele SNP Protein rs# Function Substrates/Drugs affected . *
among Asians
CYP3A5 *3  6986A>G splicing defect (ST76746 None midadoram, tacrolimus, ns
calcium channel blockers
CYP2B6 (*6) 516G>T Q172H rs3745274 Decreased efavirenz, cyclophosphamide E < SE-S
CYP2C9 *2 430C>T R144C rs1799853 Decreased phenytoin, sulfonylureas, E-SE< S
CYP2C9 *3 1075A>C 359L rs1057910 Decreased S-warfarin, NSAIDs E-SE< S
CYP2C19 *2 681G>A splicing defect rs4244285 None clopidogrel, proton pump inhibitors, ns
CcYP2C19 *3 636G>A W212X rs4986893 Decreased tricyclic antidepressants E-SE> S
CYP2D6 *4 1864G>A splicing defect rs3892097 None tamoxifen, B-blockers, class | E<SE < S
CYP2Dé6 *10 100C>T P34S rs1065852 Decreased antiarrhythmics, antipsychotics E-SE> 8
NAT2 *5 3417>C 1114T rs1801280 Decreased L . N E<SE< S
NAT2 6 590G>A R197Q rs1799930  Decreased isoniazid, sulfonamide, procainamide, E<SE< S
NAT2 7 857G>A G286E rs1799931  Decreased Rl E-SE> S
UGT1A1 *6 211G>A G71R rs4148323 Decreased SN-38, etoposide, raloxifen, atazanavir E>SE> S
UGT1A1 *28 A(TA)TTAA reduced transcription rs3064744 Decreased ' ' ' E-SE< §
FCGR2A ¢.535A>G H131R rs1801274  Docreased fituximab ns
(response rate)
Increased o
FCGR3A c.818A>C F158V (F176V) rs396991 (response rate, [;?;Eifﬂab ns
relapse-free survival)
NUDT15 c.415C>T R139C rs116855232 Decreased 6 -mercaptopurine, azathioprine Et >SE -S
VKORC1 1639A>G  increased tanscription  rs9923231  Inereased wartarin E<SE< S
(warfain-resisitant)
ADRB1 c.145A>G S49G rs1801252 Decreased B-blockers ns
ADRB1 ¢c.1165C>G R389G rs1801253 Decreased ns

ns: not significant (less than 2-fold difference), E: East Asia, SE; Southeast Asia, S: South Asia

*Differences in allele frequency more than 2-fold among Asians (indicated in red).

T Noutheast
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