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%%%17.3,688 ADBEMNT LT 7 U Tk
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26,554 N\DBEN TN T 7 1) o TIHRES N
7o, MO I LB coBRE T —

F i Lic & 24 S FE, RE, Cler,

PRI, CHADS2 227, U757 U&7
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website (in Japanese)

Agency data search from PMDA

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

|

|

Figure 1

Excluded reasons
Reviewed Abstract Review
N=204 N=431 About Study Design
Not RCT, Non-AF/VTE,
H Excluded N=398 ‘ Non FDA approved DOAC
dosage, Non-Warfarin
Full Review Comparator, Across over
N=33 stucy
_, About Article
v L 4 Dupulicate studies, Pooled
Analysis, Rationale of
Included angl_ufsed study design, without
N=12 = outcomes, Not Asia related
I analysis
4>‘ Duplicate deletion N=18
Included
N=12

Flowchart of the study selection process. Two reviewers independently

screened and reviewed literature and reviewed, according to the inclusion and

exclusion criteria.
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- Total

(A) Efficacy endpoint @ Asian
A Non-Asian
RR (95%Cl)
Stroke/SEE (Total) - 0.78 (0.70-0.87)
Stroke/SEE (Asian) . 0.62 (0.49-0.78)
. n — P=0.03
Stroke/SEE (Non-Asian) A 0.83 (0.75-0.92)
Hemorrhagic stroke (Total) i —r 0.50 (0.40-0.62)
Hemorrhagic stroke (Asian) 0.32 (0.20-0.52)
Hemorrhagic stroke (Non-Aswan)7 A 0.55 (0.42-0.72) } P=0.04
000z 03 04 05 0 07 08 08
RR
-B- Total
-8 Asi
(B) Safety endpoint - N::lsian
RR (95%CI)
Major bleeding (Total) - 0.78 (0.67-0.91)
Major bleeding (Asian) - 0.59 (0.48-0.73)
P=0.002
Maijor bleeding (Non-Asian) —h— 0.90 (0.83-1.05)
Gastrointestinal bleeding (Total) 1.25(0.91-1.71)
Gastrointestinal bleeding (Asian) * 1.02 (0.51-2.01) "|
T P=0.36
Gastrointestinal bleeding (Non-Asian) —h— 1.43 (1.08-1.90) ‘—
0 0.5 1 1.5 2 2.5
RR

Figure 2. Forest plot of the efficacy and safety of DOACs against warfarin in Asian and
non-Asian regions.
CI: confidence interval; DOACs: direct oral anticoagulants; RR: risk ratio; SEE:

systemic embolic events

22



(A) Efficacy endpoint (stroke/SEE)

RR (95%Cl)
RE-LY —— 1.96[1.44, 2.66]
ROCKET-AF 1.380.94,203]
ARIATOTLE —. 235[1.78,3.1]
ENGAGE AF-TIMI 48 | — 195(139, 273
FE Model —— 1941165, 227
r | T T 1
081 1 185 272 448
(B) Safety endpoint (major bleeding)
RR (95%Cl)
RE-LY .- 1.02[0.79,1.32)
ROCKET-AF e 1.44[1.03,2.01)
ARIATOTLE E. B 1.27[0.98, 1.64)
ENGAGE AF-TIMI 48 —— 1.48[1.16, 1.89)
FE Model —— 126[1.11,1.44)
| D . — — —
087 1122 182

Figure 3. Comparison of efficacy and safety of warfarin alone in Asian and non-Asian
regions. In the (A) efficacy (stroke/SEE) and (B) safety (major bleeding) endpoints, the
RR and 95% CI of Asian against non-Asian regions were calculated for the warfarin
group only.

CI: confidence interval; RR: risk ratio; SEE: systemic embolic events
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Figure 4 Comparison of efficacy of MTX between Japan and Asian region at 12 weeks

study.
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Figure 5 Comparison of efficacy of MTX between Asian region and European and

American region at 24 weeks study.
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Table 1. Characteristics of included studies

Age History of  History of Follow-
. Randomized (N) Weight CLcr CHADS2 up
No Study 1D Trail (DOACs/Warfarin) (years) (kg) (SD)  (mL/min)(SD) Male (%) score (SD) VK‘? use AS‘? use duration
(SD) (%) (%)
(week)
Asia
1 ;{0011"; et al. ppyy 933/926 68(9.8) 66.3(12.8)  65.3(22.1) 63.8 2.2 (1.1) 36.5 47.1 104
69.6 67.3 64 ND 3.2 48.5 37
Wong et al., (DOACs) (DOACs) (DOACs) (DOACs) (DOACs) (DOACs) (DOACs)
2 2014 ROCKET AF 468/464 69.7 66.4 66.1 ND 3.2 49.6 39.4 79
(Warfarin)  (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)
69 66 63.8 2.1(1.2) ND 32.7
, Goto et al, ,prr o 088/1005 DOACY  M0ACs) NPMOACY  )5acy  (DOACs)  (DOACs)  (DOACS o
2014 69 67 ND 66.3 2.1(1.2) ND 31
(Warfarin)  (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)
Yamashita ENGAGE
4 al. 2016  AF-TIMI 48 646/644 70.1 (8.7  67(12.6) ND 72.0 2.9 (1.0) 27.9 ND 130
75 ND 66 61 3.89 (0.96) 62.7 35.6
Mao et al., . (DOACs) (DOACs) (DOACs) (DOACs) (DOACs) (DOACs) (DOACs)
> 9014 Rivaroxaban 1771176 75 ND 66 62.5 3.41 (0.95) 63.6 34.7 ND
(Warfarin)  (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)
65.9 (7.7 71.5(12.1) ND (DOACS) 68.8 1.9 (1.03) 50 41.3
6 Chung et al., DU-176b-C- 30/76 (DOACs) (DOACs) S (DOACs) (DOACs) (DOACs) (DOACs) 12
2011 J226 64.5(9.5) 68.1(12.1) ND 62.7 1.8 (1.1) 54.7 34.7
(Warfarin)  (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)
68.4(8.2)  66(12.0) ND (DOACS) 81.7 2.1 85 29
7 Yamashita DU-176b-C- 132/134 (DOACs) (DOACs) (DOACs) (DOACs) (DOACs) (DOACs) 12
etal, 2012  J225 68.8(8.2) 64.9(9.8 ND 82.9 2.2 86 23
(Warfarin)  (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)
70 (8.1) 65 (10.3) 82.4 2.1 87.3 28.2
o Ogawaetal, (yigsosr " DOACY (OACs) NPMOACY  )5acg  (DOACs)  (DOACs)  (DOACS b
2011 71.7(7.0)  64.7 (10.0) ND 81.1 1.9 84 25.3
(Warfarin)  (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)
Dabicat 68.3(9.1) 68.8(12.90  75.6(25.2) 91.4 ND ND ND
9 ailga ran 1160.49 50/69 (DOACs)  (DOACs) (DOACs) (DOACs)  (DOACs)  (DOACs)  (DOACs) 19
o 2011 : 67.4(8.8) 68.2(10.7)  82.1(22.8) 91.9 ND ND ND
port, (Warfarin)  (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)
. 67.4 (7.2 67 (7.3) 87.5 ND ND ND
0 Rivaroxaban L1866 . (DOACs)  (DOACs) NPDOACY  )5400)  (DOACS)  (DOACS  (DOACS) A
e 2012 68.7(8.4) 65.9 (11.0) ND 74.1 ND ND ND
port, (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin) (Warfarin)




Non-Asia

11

12

13

14

15

16

Hori et al.,
2013

Wong et al.,,
2014

Goto et al.,
2014

Yamashita
et al., 2016

Weitz et al.,
2010

Ezekowitz et
al., 2007

RE-LY

ROCKET AF

ARISTOTLE

ENGAGE
AF-TIMI 48

DU-176b-
PRTO018

PETRO

5143/5096

6663/6669

8132/8076

6389/6392

235/251

166/70

72.1(8.3)

71.3
(DOACs)
71.3
(Warfarin)
70
(DOACs)
70
(Warfarin)

70.7 (9.5)

64.9 (8.8)
(DOACs)
66 (8.5)
(Warfarin)
70.2 (8.1)
(DOACs)
69 (8.3)
(Warfarin)

85.6 (19.2)

83.1
(DOACs)
82.7
(Warfarin)
84
(DOACs)
84
(Warfarin)

85.6 (20.0)

87.8(17.9)
(DOACs)
88 (18.6)
(Warfarin)
89.4 (17.0)
(DOACS)
92 (21.1)
(Warfarin)

74.2 (28.1)

73.6 (DOACs)

73
(Warfarin)
ND
(DOACs)
ND
(Warfarin)

ND

86.3 (27.5)
(DOACs)
85.3 (31.7)
(Warfarin)
72.4 (18.9)
(DOACs)
73.8 (17.9)
(Warfarin)

63.5

ND
(DOACs)
ND
(Warfarin)
64.6
(DOACs)
64.8
(Warfarin)

60.9

66.2
(DOACs)
60.4
(Warfarin)
81.3
(DOACs)
84.3
(Warfarin)

2.1 (1.1)

3.5
(DOACs)
3.5
(Warfarin)
2.1(1.1)
(DOACs)
2.1(1.1)
(Warfarin)

2.8 (1.0)

ND
(DOACs)
ND
(Warfarin)
ND
(DOACs)
ND
(Warfarin)

52.0

63.3
(DOACs)
63.4
(Warfarin)
ND
(DOACs)
ND
(Warfarin)

29.4

33.8
(DOACs)
35.2
(Warfarin)
100
(DOACs)
100
(Warfarin)

38.1

36.2
(DOACs)
36.5
(Warfarin)
31.2
(DOACs)
30.5
(Warfarin)

ND

52.1
(DOACs)
52.8
(Warfarin)
ND
(DOACs)
ND
(Warfarin)

104

130

ASA: acetylsalicylic acid; CHADSZ2: congestive heart failure, hypertension, age >75 years, diabetes mellitus, stroke or transient ischemic attack
(double weight); CLecr: creatinine clearance; ND: not determined; VKA: vitamin K antagonist
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Table 2. Results of the univariable meta-regression

All studies (univariable meta-regression)

Coefficients
Estimate SE Pvalue

Stroke/SEE
Weight -0.001 0.019 0.9598
Age 0.401 0.1002 0.6888
CLecr 0.0325 0.0272 0.2323
Male -0.0065 0.0386 0.8662
History of VKA use 0.0257 0.0085 0.0026
History of ASA use -0.0233 0.0159 0.1426
Warfarin -0.0604 0.0475 0.204
Hemorrhagic stroke
Weight 0.0221 0.0142 0.12
Age 0.0773 0.0935 0.408
CLecr 0.066 0.0503 0.1897
Male -0.0394 0.0357 0.1017
History of VKA use 0.0119 0.01 0.2326
History of ASA use 0.0096 0.0322 0.7647
Warfarin -0.2313 0.1023 0.0238
Major bleeding
Weight 0.0222 0.0081 0.006
Age 0.1596 0.0363 <0.0001
CLecr 0.0481 0.0178 0.0071
Male -0.0307 0.0207 0.1389
History of VKA use 0.0109 0.0045 0.0166
History of ASA use -0.0058 0.0231 0.802
Warfarin -0.0499 0.0491 0.3099
Gastrointestinal bleeding
Weight 0.0314 0.015 0.0364
Age 0.2338 0.0686 0.0007
CLecr -0.0016 0.226 0.9942
Male -0.035 0.0477 0.4627
History of VKA use 0.0198 0.014 0.1561
History of ASA use -0.0947 0.0361 0.0087
Warfarin -0.528 0.3223 0.1014

ASA: acetylsalicylic acid; CLcr: creatinine clearance; VKA! vitamin K antagonist; SE: Standard
error; SEE: systemic embolic events



Table 3. Estimate of each coefficient when accounted for study region

Estimate of other factors listed

Estimate of study region:

Coefficients non-Asia
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
Warfarin 0.0813 0.07 0.2453 0.495 0.2167 0.0223
Major bleeding
Weight -0.0104 0.0556 0.852 0.5937 1.0017 0.5534
Age 0.1315 0.0428 0.0022 0.1674 0.1311 0.2015
CLecr -0.0144 0.0601 0.8105 0.566 0.5197 0.2761
History of VKA
use 0.0078 0.3362 0.4514 0.4058 0.3362 0.2275
Warfarin -0.0051 0.0466 0.9133 0.3479 0.163 0.0328
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
Warfarin -0.447 0.191 0.0193 0.4864 0.2389 0.0417

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

Standard error; SEE: systemic embolic events
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Table 4. Results of the multivariable meta-regression: Effect of study region after

adjusting other factors

All studies

Coefficients
Estimate SE Pvalue 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-
0.704  0.3467  0.0423  4.8818

Asian)

Major bleeding

Age 0.1463  0.0445 0.001 1.4936
Warfarin -0.0325  0.0352  0.3555 1.3903

Study region (Asian/non-

Asian)

Gastrointestinal bleeding

Age 0.2441 0.163  0.1343  5.6488
Warfarin 0.0125  0.3615  0.9724  3.5842
Study region (Asian/non-

Asian)

0.0911 0.1524 0.5502 1.8463

-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 5 Methotrexate clinical studies each region

HARTORKGHER
(mg/wee k)
CDP870-041 12 24
JNS012-JPN-03 6 8
A3921039 6- 1 2 28
TA-650-P3-01 6- 12 47
EFC14059 6-16 12, 24 81
14V-JE-JADN 6-8 12 49
(6-16)

R K 3 12k T 0D Bl PR ERBR(1)

(mg/week)

LRO301 10-25

IM101-100 10~30 119
IM101-102 10~30 24 214
IM101-043 15 ~ 24 110
CDP870-014 15~25 24 119

CDP870-027 s 24 199
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PRI TD

mIREER(2)

HRES 1% 5 1R WEBES
(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
Cc0168T41 ~25 24 361
(7.5-25)
s . =t
7T TORRKRAER
HRERES 58 (mg/week) B5HA HERE
fidl (:8)
C0524T02 10 ~ 12 35
_CO524T05 10-20 24 160
C0O524T06 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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relapse-free survival)

EELH &M Japan Korea China  Philippines Malaysia  Singapore USA
TUETT =L ERED 1,808 2,763 1,553 300 107 49 39,493
EEH 1,725 146 865 nd nd na 14,514
7 e v ERED 1,125 1,916 4471 62 440 152 25,544
FEH 1,037 149 2,642 nd nd na 13,866
FUR<T T RE 2,281 472 ND nd 86 nd 10,601
A hFLFY—F W RE 11,166 3,674 ND nd 222 nd 52,307
nd:AF F 72 13 LLEEE O FEREHN 500 R (LLEANA]) | na: 1EREEL
WHRE @ DALUNNDHEIG
K2 RERNBROEYSERERLFLIY X b
Gene Allele SNP Protein rs# Function Substrates
CYP3A5 *3  6986ASG splicing defect rs776746 None midadoram, tacrolimus,
calcium channel blockers
CYP2B6  (*6) 516G>T Q172H rs3745274 Decreased efavirenz, cyclophosphamide
CYP2C9 *2 430C>T R144C rs1799853 Decreased } phenytoin, sulfonylureas,
CYpP2C9 *3 1075A>C 1359L rs1057910 Decreased S-warfarin, NSAIDs
CYP2C19 *2 681G>A splicing defect rs4244285 None clopidogrel, proton pump inhibitors,
CYP2C19 *3 636G>A W212X rs4986893 Decreased tricyclic antidepressants
CYP2D6 *4 1864G>A splicing defect rs3892097 None tamoxifen, B-blockers, class |
CYP2D6  *10 100C>T P34S rs1065852 Decreased antiarrhythmics, antipsychotics
NAT2 *5 341T>C 1114T rs1801280 Decreased
NAT2 *6  590G>A R197Q rs1799930  Decreased L Isoniazid, sulfonamide,
procainamide, hydralazine,
NAT2 *7 857G>A G286E rs1799931 Decreased
UGT1A1 *6 211G>A G71R rs4148323 Decreased } SN-38, etoposide, raloxifen,
UGT1A1 *28  A(TA)7TAA reduced transcription  rs3064744 Decreased atazanavir
Decreased o
FCGR2A c.535A>G H131R rs1801274 rituximab
(response rate)
Increased I
rituximab
FCGR3A c.818A>C F158V(F176V) rs396991 (response rate, trastuzumab
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