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FATHIZE TREIA R TH 2 mild. O TR2RFTORFIRIEE Ok 4 2R EREE 2 5T A
KOFWRK T TOZET 7 DaHE] @ 175 MARMOBED LT b7 DAHEL)
Y @ 7l 7 v ORIEICET 2 AL Tho,

ABFFETIE, EEER TO NVAF BEICHIT 2 PURERIE DR MBI 287 7a
REM/DZEZAMIZ, XEHT R FEBRL, LET T =2 2 Wil JOA
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2T TV AEITol, FMR BRI OWTIILLTIZRT,

ELG[;

TR IR 28 SRk 2 IR R 2 3 T RERIK T T, 18~75 D NVAF & T
FIAEHRT L ETNT 7 U D ES LD DR 4 B IR FERIE L RN D )
Ve T =2 EHWTHLNIT 5,

Ef6[)

ERERIZBWTH TN T 7 U B L2 X B H b T ORI 42 By M FE A iE S8

RN LD DDA LT TV ZADOFEEZHWTHLMNIT 5,
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B1E 18~74 IROFEFBIER LDEMBIREICB T2 UV T 7 U Lk
B L72F BN b T ORI 2H M EARERIERICE T 2 BET
-1 #EE
FrETld, NVAF B3 I2I61T 2 HrERE DA ZMERHIIC DWW T TR2IRET RS
e DRk I ER I & 5 AT IR ) (28T 5 THARN] O (7558 RMOBE ] OB
AEDN AT T D ARENEIC DWW Tk ~7z, — 5T THAAN] © TR 27 %
T2 & L7 NVAF BB 24 80 7 v ORINEEBGE L7 EATF5EA0 0
KOMFHEINTND PO, UL, ZbOMREANEO BHOICEE D 3%
TR FIRE S DRk 2 7R [ERER 2 5 0 EERIR T ) OF5M %N 7- 720y, Naganuma &
DRFFE O IXER R AR IR OFER T 0 | BEUNBE T Ra il L TR ARG
DOHERRZAT > T2 b D TIHZRVY, E7-. Kuretsune & DAFFE 3 [T AMERIFHEREIZ kBiR L O
ABEL TV DB LNEATORWERTH 5, JrBEEFRIEISEE S LERIBE TH 0 |
AT LT kT 5 2 & b2\, T DT REFFRRBEAPERIREE O MFEED A Tl
FEERRDOBGEII A+ ThH D EEXHND,
FH1ETII, FETLITCANO F2HRATCREERI e Ehkx 2R R 2 & T 2R
KT, 18~75 %D NVAF BEICBWTHEH RT UL T 7 ) o DEBLDNN
i zE i P EERERIER MR DN L 7T hTF =2 2 AW TH LN T 5, | &R

TRLLUFDOEZDE ERGFEEIT -T2,

lL

RREZAT O St FiE & LT, ZEEMT, BHm A a7 zHnWie~ v F o 7k
HASTE (LT, IPTW ) EWo o FERRES LTER LN, £OHT, &
EOHMC LT L A 27 % /- Stabilized IPTW 5 & 5 FED, f5 R 2 416
THIENTELBEAHRMDILNEWIEENS FTOFEL LTHEITHL EE
2Tz, B, SEBEMITIY TNV A XOBMEN S, KRBMROHEEZITHITREY 5
ETNVEERTERNEVWIBEBT, v v F U ZIEIIMFTE 2 BEHEANRE S5
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EWVWIHHET, AREOBEMIZIZIZY TRWEEX b, 2L, v~y F U7k
DWTITEFRICHE R Z MR L2 THRILT Do IPTW B R =7 i, 148 m 2
a7 DY TEMITZITI HTETHY, FHOBEZ KB LT L1280, Bl
R FDZAEZIRL T HIETH D, LinL, KELLEBEOAL N MRELRD L,
AR REAEY 27 O KEHN & 72 5 RN 5, Mg B ORI L2 <72

AWFZECIE, JEBERDOEIG & OFEAE M5 Stabilized IPTW iEZ WD Z & & Lz,

12 ik

AMFZET. LR OMEFEEZLZHS (No. 958) DAGE &S T I L7,

1-2-1 =4V — A

AKFgETIIL T b —2 %2 HW=, L®7 v T =2 DO AT E LTI % DFFEFE.
AT 4 - T =5 BV a A, SRSt IMDC (LT, JMDC) 72 803 d %,
SEOHICHEL T L BEEANOIFEREREFFNCIE T D2 HNEN N HDH LV 5 B T,
JMDC 7 —# _X—A%& o, fllx OIFFEDT — % TIIMORRBED T — 2 1345 i
L AT AN T =4 a VRSO T — X XIS WiE o EafEa b (CLF,
DPC) 7—Z Th D7D, BIREIOT —FZ G 720,

IMDC 7 — & N— A IEHDJEME TEROEERBHADO LT M7 —Z 2L L,
MAELIEZLDOTHD, IMDC 7 —F X—R(ZEFIH AT 2005 F0 5 2014 Fi2hT

%32 5 A5 300 FALLEA~EHIIML TWS, IMDC 12XV, & 57 Ui
BRALA B O4 FEAEEMTOIL TS, D728, IMDC 7— % ~N— 2 TITME B3
YR E 7> SBEN L2 W R Y | I D ERBEEC O D RRERE I a B8 BALTE
W5 Z &k D, £ L TIMDC 57— N—RIZEENDH NE SHAEBEARNTZIT T
<V MEBEBOHEEFEOHEHRbEENTNDLTD, ANRREOT =2 a5 Fn T
L, NESNTWLHLEY MIERLVES N (APt - APish) . #iAlL&~ . DPC L
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7N CThD, L, BEENET — XIS B AW T 5729 @ JMDC ME D
ID FAET 2 DA T, MEBORA, HEFFEOFRITE ENR,

AR N LT b T =4ty MO A BOEARE R, MEEE | LEIEH
5. BRI & DOIFHRMAE EN TV D, EFMIZ-OV T European Pharmaceutical
Market Research Association 7378174 2 /E RN HIERN 048 (LLTF. ATC 43%8) Z v T
I—T AT INTWD, LT hOBWIA TR K ORI RE O E BS54
%10 [EEE (LLF, ICD-10) 22— RiZk->CTa—F 4 v 7E83nTRY, —BMEEA
RIS AT LB 7 —DIFEERA I L > TR S TV D,

1-2-2 RIGEH

JMDC XY 2005 4 1 H~2014 4 2 H ORI LEME)R K OB OZ M (ICD-10 :
148) ZZ T oPiiEIE (VL7 7 Vo BV UAERIFFEH N T 2T Hv T —h
AR AR, VA= a XN TEXH V) OGS EZTTBE DT — 4
wFTm, T R B L Cid, 2014 48 2 A RERTIE, NVAF BT 5 Hke S
EOWBEININ Th -T2, S BERSN L2, DOAC OFKGRIZED, U757 U >
BT SNDBEREDED D AIRIENSE CE RN oTelod, UNT 7 U OfAAN
HifH1% DOAC D7&GRRTD WM 25 de 2005 42 1 H b LHRE LTz,

— T, AW TED 9 A H B PESERE 1T BN A R < 72 D & Z D4 3IE
BN %, AWFZETIZ%ET 525, HR ZFEEE L U, Wi &2 B8 L= 217 9 28,
INT 7 Ve HZEH N7 OMBEZIBWTRBIEEBIRN R D 2 &3 A 7 A&t
AREMEN B ETE RV, Lo T Midmic o7 7 U VGBI 2 2 b T Lk
R Td 5 2011 4F 3 A LARRIZIRIE L 72t & Al 2 AIITAT - 7o,

ABFFEIL NVAF BB 2t Lic, THRBSEM:) DREMENE 12 Y ¥~ F I IE R A
(BHITRZE), NLir (Bbor, EARsp) B4 S 9, DOAC DiEISIE AF @
2B NVAF BEDHTH 5720, AFBEDOTG LEMHENEE . FPIEENO AF R
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TEBNTHZEDRLEEEZ DN, TOLIITER LT,

FRIENE AF 1D ERIEN Y A R T4 > (2013 EGTHD) Il . LT O X HicEs
L7, @V v~ FPEEIEFRREEOMEEZ I3\ 2 3 (1ICD10 = — 1105, 1080, 1081,
1083, 1088, 1089) @FpiE#ath D EB WA\ I=BHE (ICDI0 =— K : Z952, Z953,
Z954) @I B HT D1T A iisk iy &> 5 HBE Th D £, BB E B AARF O S A |
18 WAl T~ T2 & AF DA RRIMEN & 9 B TR L7, JeATHF%E b IS
NEXGEE LTINS T BRI LA WIGE AR D A R b IFERE R TR 7 [~ B
U JEATIFE & DR ATREME 2K T A AR B END LB X T MDHTH D, £ LT,
PUBEEFRIEBRAA £ T2 3 o H R OB L 272\ W R I IHIEEE R % % 9] TR
LI EER L TR E W BEH TR LT, BRA L WG SR IR 25215 7=
PUBEE A IRAT CTHL LW NG ENDL EEX D THD, DEV, IMDC
IZRVAFEINRENS 3 7 AL EHUEEEIEE DL ST 372 W56 % FlbURE B E
BAs L ER LT, 26 »r AR LFEL WO ERDOATREMENH D 2 T2h, o7 ¥ A X
DNSL 72D b VWHBEBTRYTRWVWEEZTZ, 37 ATIIRTGTRONEVNIE X
bHOB MM LT =2 2 AT, FikEEEEO 1 RS Bz ifid Lz L 2 5 95%LU
EoWTTH 90 HEUNTH-727ed, 3 7y AT +nlifiTh s L& 27, BEICHUk
EREEBR G LARTICIN A & L <X BHMEZERIEDZW 22 T T B 2R Y X7 DB
ExfGr 95 &) BB TR L7z, (Figure 2)

1-2-3 7Y M1 A

PLBEEIRIEBRIA T OB T 7 M AEFHBL LT E D a ot L, 774
v U =TV RARA v NI, WP R BARIEORARE Uiz, £z, mltEmMzEp,
MAPERNZE R 2 FEREDORAER G MEBNC I Lz, 6 O%~RIZICD-10 =— K%
A LT, JATAFE IR WTER L, #5725t % Table LIZR L7z, 77 b A
A X b E TORFEIE, A OPUEEE FALTT & A <2 b D BATORM O H BALOR#E & L
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TERH LT,

BEIE, ROPUEEIE OB G 1) M7 5 — S RPUEREL G 0k T, 2) =
Y RARA 2 bAX2 hOFA, 3) EFERIR D OBLE, 721 4) AEBHMOK TET
B L7,

Table 1 (2R L7z ICD-10 == — RZ&MEH L7 ORI LIZT ¥ N LAEFKET
1L, BT NEA EMHEN A EGEOA X R EENDFREMER D D, BEEN T L
T Ve FEH N7 OB TRERIZAEL 57225 . AFFEOFMEIE TH 5 HR 121
WL G200, £, MR, REHEERE S DICHERERTHY, LT ME4
DOAFEMEIFIRLS . 23— RICL D ERTHA X2 FOEERNF RO ILEH O E VWb b
28 Lol MBECRBRICAE T 20 E 2 MITEN TN, £ 2T, BESHTE LT
TO 2 5O/FZEINZ T,

BRSO I, T CEH L2 S MEZERIEDERICI A, FICHAIZ, A
BEE IR IR E S (LU, MRI), 22> Ea—%—WiEksy (LLF, CT) O
b5 LD FERAINUT-A X N ERTRBEDIRIT 217> 7=,

Fo, BESTOTIIRESHOOLMECM, EEAIERO LV N7 v E138E
kAL DN, 5000 HAL &2 D~ U A, AR BIER - IR A LD & D Sk D
AN L CRIBE DT 21T - 72,

PUEEERIEIZ S AHNDORITH Y | FltEZ R & T X2 LficHmzsl &4, &
Ao BHY =2 RARA b e L THILORBIERIZOW TG L7z, I OEFRIZLEL T O
WY THhb, ICD-10 = — F7% D698, D699, H113, H210, H356, H431, H922, 160, 161, 162,
K068, K250, K252, K254, K256, K260, K262, K264, K266, K270, K272, K274, K276, K280,
K282, K284, K286, K290, K625, K661, K920, K921, 922, N368, N421,N838, N939, R04, R233,

R31,R58 DWW TH L0, ZWiAIC THI) 23 bo s L,
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Tablel 7V b b AEHE

ICD-10 code
Stroke/Systemic embolism 163, 161, 174, K550, N280
Ischemic stroke 163
Hemorrhagic stroke 161

Systemic embolism

174, K550, N280

Jid2E e B PETERRE . RE MLPEM 2R oh . PR AR rh . BB VEIERRAED T 7 N I L ERR

o LT,

Abbreviations: ICD-10, International Statistical Classification of Diseases and Related

Health Problems 10th
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A

" Patients diagnosed with atrial fibrillation and atrial flutter (I48-) and prescribed
anticoagulants (warfarin, dabigatran, rivaroxaban, apixaban)
between st January, 2005 and 28th February, 2014
[n=5,243]

Exclusion criteria

* Diagnosed with only atrial flutter [n = 66]

* Diagnosed with rheumatic mitral valve disease or valve replacement [n = 358]
-rheumatic mitral valve disease (ICD-10: 105, 1080, 1081, 1083, 1088, 1089)
*post valve substitution (ICD-10; Z952, Z953, Z954)

* Prescribed anticoagulants before atrial fibrillation diagnosis [n = 324]

* Prescribed combination of anticoagulants [n = 22]

- Aged <18 at time of anticoagulation initiation [n = 8]

* Age unclear at time of anticoagulation initiation [n = 85]

N
Patients diagnosed with non-valvular atrial fibrillation
(NVAF) and prescribed anticoagulants

[n=4,380]

Exclusion criteria
*Registered for <3 months before anticoagulation initiation [n =2,016]
* Continued anticoagulation for <2 months [n = 262]

* Diagnosed with stroke or systemic embolism before initiation of anticoagulation
[n=371]

./' !

Patients diagnosed with NVAF and starting anticoagulation therapy |
between st January, 2005 and 28th February, 2014
[n=1,731]

1

Direct oral anticoagulants [n = 660]
+ Dabigatran [n = 465]
*Rivaroxaban [n = 183]

* Apixaban [n = 12]

™

Warfarin [n=1,071] \ | Dabigatran [n = 465]

Figure 2 BEFHAAN 7 12—

TRRAT ISR AT T ISR ML DB A Bl B ORBIRER SN 7 1 — 2 7R L7z, Ao AOISHE

VS

HANNONTZDIFE TN T 7V CBELW07L 44, XET T VB4 4 Th oo,
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1-2-4 FBHEY R

N ORI S & BERIRF D 2 SO R BE R A2 BE Lz, N DfEHENE
BZix, PERI & BB EEBR MG Ol A B D T, BRIRARHRIZIZ. CHADS, A =7,
Hf, DAFEZE, OARA, FROE, 1BMEE MM ER, 77 v — A B RE L, 2o
OIERE, SIE, FERF, BAe, BETRE, EMFEDOBIE, 7 A |
/RS SEA], FIARIENREE, 7o AT v v W SRR E 72137 v AT
VUEHMRIAEI, JERT m A FHFISIESK, X— WK, ALY AF x )L
Witk, 27 mA R JRER T, 22U > MoOFEREE, 7n kR s 7RREK
Flolde A7 I URZEEIEREE, SRR, 3 K ORIREDEN 2 & 07, CHADS;
AT IE, PUEEESE O M7 BIAGRHCIBIRIE S 8 50 & 5 I CEFA L 7=, CHADS, A =217
(CHWIZEFRIZOW TS Table 2 (2R L7z, BEAEMEIL, HUEEERTIIBREDR 5028 9
73, ICD-10 = — RAfEH L CRE L7z, M7 EFRIE Table 3 (2R Lz, DFFHZEMIRL
1T, ATC =— NIZ & o THE L. PUEEEZKOBRAART 3 20 AT Sz in e 5 Tl

L7, BFAEEOEFRIL, Tabled (TR LT,

Table 2 CHADS,; 2 a2 7 IZ W= E&E

ICD-10 code
Age: 75years or older -
Heart failure 1110, 1130, 1132, 150
Hypertension 110, 111, 112, 113, 115
Diabetes mellitus E10, E11, E12, E13, E14
Stroke or TIA 161, 163, G453, G458, G459, G465, G466, G467

L7 I BELNAERE S & IC CHADS, 2 a7 B4 5 7-OIC -2 k4
DEFHE LT,
Abbreviations: ICD-10, International Statistical Classification of Diseases and Related

Health Problems 10th
22



Table 3 BEERRDER

ICD-10 code

Acute myocardial infarction 121, 122, 123
Heart failure 1110, 1130, 1132, 150
Angina pectoris 120
Chronic ischemic heart

. 125
disease
Atherosclerosis 170

) 165, 166, 167, 171, 172, 173, 177, 178, 181, 182, 183, 185,

Other vascular disease 196

Hypertension
Diabetes mellitus

Bleeding

Renal failure

Chronic liver disease

Malignant neoplasms

110, 111, 112, 113, 115

E10, E11, E12, E13,E14

D698, D699, H113, H210, H356, H431, H922, 160, 161,
162, K068, K250, K252, K254, K256, K260, K262,
K264, K266, K270, K272, K274, K276, K280, K282,
K284, K286, K290, K625, K661, K920, K921, 922,
N368, N421,N838, N939, R04, R233, R31, R58, term:
bleeding

E102, E112, E122, E132, E142, 1120, 1129, N180, N188,
N189, N289, N19-,

At least one record of dialysis

B180, B181, B182, B189, K700, K701, K702, K703,
K709, K721, K729, K730, K732, K739, K740, K741,
K742, K743, K744, K745, K746

C15-C26, C30-C39, C43-C44, C45-C49, C50-, C51-C58,
C60-C63, C64-C68, C73-C75, C76-C80, C81-C96

LY 7 MERNHOREERE L THE T Z2MADERZ R~ LT,
Abbreviations: ICD-10, International Statistical Classification of Diseases and Related

Health Problems 10th
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Table 4 BFHEOER

ATC code

Aspirin BO1C1

Platelet aggregation
B01C2, B01C4, BO1C9

inhibitors

Antiarrhythmics C01B-

ARBs or ACEls CO9A, C09C, C09D

NSAIDs MO01A1

Beta-blockers CO7A-

Calcium channel blockers CO8A-

Steroids HO2A, H02B

Lipid-lowering agents C10A1, C10A2, C10A3, C10A9, C10B-
Insulin Al10C

Al10H-, A10J1, A10N1, A10N9, A10K, A10L,

Other antidiabetic drugs
A10M, A10S, A10X

PPIs or H.Bs A02B1, A02B2
Cardiac glycosides C01A1
Diuretics CO03A1, C03A2, CO3A3

LB MERPDEEE R E LT T 2 A OEREL R LT,

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin
receptor blocker; ATC, Anatomical Therapeutic Chemical Classification; H2B, histamine
H> receptor blocker; NSAIDs, nonsteroidal anti-inflammatory drugs; PPI, proton-pump

inhibitor

1-2-5 HRREHRAT

BEEROI L, FrRMETHE SN HHA X, ZRRGELE LT, FINFESHE, Y
RAEZHEE Lz, BHUECTHESNDHAIX, 07 TV OfiE G ERz T L,
Standardized mean difference (X, ¥ 4 F T L UL T 7 U R ST EEROR

A E AT B -9 f#H A L7, Standardized mean difference 73 0.1 ##8x 284, 7
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N—TOBEEROBIEN L THRN LB S D 4,

BEFFOFREFEE LT A 27 % e Stabilized inverse probability of
treatment weighting (LAF, Stabilized IPTW) {EZ2#EH L7z, @A 2 7 1 3RESEID Y4
THONDERTHY 0~1 DEOEZ & 5, A =7 ORI Table 5 (ZFL# S 417z
BEEREUALE L UTHAIASL, PLlEERIEL ALK E L THAIAATESZER ¥
ATy ZEUFET VA UTc, AL TR L7 ff[m X 27 045347 % Figure 3 127~ L
Too A 2T 2 WTZRENRFIEL LTy T 7EE IPTWIER D S, v~ v F v
TN A 2T Oy CEHRY R LHMaOHDOBEEZEHT L2 L TRETRE
EAHZTIN T 2 HETH D, T, T REMETE DBEMNLEHT T
YEUNT 7Y THAA T OERY PO LEEICRESNDG L LD, —T5,
IPTW fE 138 A =0 7 Difif CTREBICE AT 24T WOBER O/AR 2 =27 O 5347 2 il 2
52 &T, BEEROYME LD TETH D, €O, AT OELRY 320K
FIZOWTHFHAAN TN AN TE D720, IMFETE HBEDMNIRE S,
RIS TIIIME T E 2 BEEMNZ VT REE Th D EE X, IPTW iEZ ATz,

Cox bl 3 — RalJfE7 /L & Stabilized IPTW ZffH LT, ¥ — Kt (BLF, HR)
& 9B%IEHEXME (LT, CI) ZHEE Lz, 2 BERORERORFIEE LT, 4 v Xk
ERETDHELH D0, AHTEOT T b B DIFRERUR AN FIER S N3 5 R &
b, EDTZD, TV M LOFEDIFTROAZMTT 54y XLV b Kz 58
LIEHEHEE CH D — NN @EI Th 5 & & 2 70,

7 — Z LT Microsoft Access®2013., i a H#HTIX R ver. 3. 4.3 Z 1\ twang <° survival,
matching /X > 77— VAR LT,

TR U 72 Stabilized IPTW EIC K DT (AR, EARHIT) Tid, MiaFREMARERL
ToT2T TR & W D BEEDRIE S 72\ T DT FRATICE o AL
EUNTRERT N SR SNIAEATH 2 LIREL T, 77— A b7 v EE FWTEfF
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B & AR DFFMT 2 2000 [EATVY, HaRfl & S—k o Z A UEEKEEHH Lz, 77— b
A LTy TiEEE, HOERERDN S RHEMOEE ZHEE T 272D DiETH 5, BT
I K VEEARER D OEAER LR CEZ T 7 oA DCEHAZTF LT Tz /i
L, FrLnr =2ty b2 BfG LREHEZEHR T 5, Thz B2 1000 [k D i
L7256, 1000 fil53 D HR R TE 5, 7— b A M7 v FEIE, HEEMEOE ML 2
BRE LTRY, BT — 2 0o B oy —20RXb 2% 2552 L THY ¥
TNT =2 InoHONLMEHMEDHE ZE Z &R TE 5,

WIT, BB U7z EMAT 7200 T <L MEEHTFEIKTFE L TRARDZED B 22 L 2R T
eI MM A 2T 2 LTc R 2 FikTh o~y F U 7GR LTcat 2Nz 72,
~ v F U7 ETIEE S %972 Nearest neighbor caliper matching 4 £ L. & OREJE
2 2T DPETIUERT LT 50EET HF v ) AA—=IZon TR 02 ZHEE LT,

1-2-6 V7 7 —7EqH

UTIORTY 7 70 —7ICB U UM S IR ER ., ML RBER E ThEh
DENG ZEF Ui, BEUREIZOW T v 71 X/ NS L BI04 % FlEet:
WEW, o, HRRELIT) ZLICh 0 ZEMEOMEG AL D720, G EIFT
PP BT ITN—TCBT HEM R D B TR ZITOICL L,

- 4EiH 64 LA T

* CHADS; 2227 1 mLLF

- VA O F

-T2 UOFHOA E

s NIV O T

s T IA S e R OAE

BEAEIREI A OHEIC DWW T PUREE R EB IR IS W S iR L ERR L. BRI
WP ERREFERHIM T LETHRT RS TS Y LEFR LT,
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RE-LY SBRIZI UV T, 75 AR, 75~79 ik, 80~84 k. 85 LA L DX T hiE &
NEFRRNFE SN TND B, ZORJICO- LD EMEITCIE 74 MU T E2x5 L L
TR 21T o7, L L, EFMNC D L 60 B AF RS LAY 35 fzsd Y
AU L LTI 65 Ml ERGIEE LTRITFOND 2, 60 sk TICRIET S L 57 AF T
TR AR B 21 O FIEM D EMEBORRE D S i, —H R0 FEME) O3 E
(CBEGT H R b A SN D 6, AF ORISR D25, IMzEd U A7 2ol Wy
L. JUBENRIEZAT O HEHNTIED V1T, AF ZE Z T L0 bR ) 27 o)
DRI G Z DEPRENOTIEHRONEE X, VT 7 V—7L LTIE 64 Ll T %
T A R DY e

CHADS; 2 a7 IZBI L ik, HAMERS 2O LLEMENGE CEY) A K74

(2013 FELLETHR) | RIZBWT, ¥ EH F T U BRI 0N LA E, DA77 Y
UHRHER SN D ON 2 UL EE WO EWRH LD, By bATEE 1AL & LR
ELT,

B D OB O D & AW FE LI AEMIZHONWTHE B LT, B A EE T
132 < DOJEB CREE B H & £ - TRV | & ISEERNCRE RN I 2 PN EEBE RS O Ji RE
AR BERE T R — ROMERCTE AL S v, AR 2 TERCT D REBA e L T\ 5, T
PEBT EMERZ 36 1T DI MARTE R 3, BLUCEEESR DR DB R BTN ADEAT S
Bex Z2WETIN A, MR, FALER, (A8 N GG & 28 S IA A TEEB IR A ) = A W73
AT 5, TOHR T, EHEH A ERE O 10~57%I2 /M ZIEZ 7RO TV D Z &
SR L LM E ZnE 26T e B RNhLikE zR7- L Tnbd L5 2
ATV D 478, DOAC [ZHENMFT WK T DEIRERO AN+ TH D Z &b, Bk
DA KT A 2 TIEREMBINIZHERE ST R 4950 UL, BEMERTAEIERNC 33
L9077 ) ORI BEORZELZBRIZITLI LT UL Y IV REIBAHKE
DI EAEH (CYP2CY) 72 & TG MNHEEERER] 72 E3 72 < 720, K- T, DOAC
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DEGMEH SN TWDHTED, AfEOY 7 7 —T7 L L TERTHZ LICLTE,
AF BEIZBWTLIILIEHH SN DR L LTT A Y VeIV, TIFHF
arifet Lz, 7AEY CEHT A E T A Y URHU/MRIER 2R3 720, bk
FEER MR S AL, ~F 7 1 e 2g/dl L EDORAD 279 X9 e K i o> fa e 3 HE K
T 5, Flo, XRININET IAF AP HERAMRERNTH L2, fiHICL Y v

A7 OMPPREED EA- U, GrEREE SRS 5, HUkEREEH O A 128 M2

FERIETPIZNR & HMOBIWER DT o 22 Bt 2 BRI TIN b OHEANIER LT,

density

Anticoagulants

|:| Warfarin
D Dabigatran

0.0

0.2

U.Irfl
Propensity Score

Figure 3 A2 a7 5fn (S=MRHT)

0.6

ZEO VAT v 7 IR L 0T AL LR LB A 2 7 D54 &R,
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Table 5 Stabilized IPTW %% W - ZAEHTICRBIT 52 BEE R

Standardized mean

Warfarin (n = 1,071) Dabigatran (n = 465) difference

Unadjusted Adjusted

Female 16.10% (172) 12.90%  (60) 0.09 0.01
Age, mean (SD) 56.11 =*+9.70 55.80 £9.65 0.03 0.02
Age, 65 — 16.90%  (181) 14.00%  (65) 0.08 0.02
CHADS:2, mean (SD) 149 +0.98 144 +1.00 0.05 0.02
Bleeding 9.70%  (104) 6.70%  (31) 0.11 0.02
Acute myocardial infarction 4.00%  (43) 2.60% (12) 0.08 0.00
Heart failure 51.40%  (551) 4450% (207) 0.14 0.00
Angina pectoris 29.70%  (318) 30.80% (143) 0.02 0.02
Chronic ischemic heart disease 5.30%  (57) 4.30% (20) 0.05 0.02
Atherosclerosis 8.10%  (87) 7.70% (36) 0.01 0.04
Other vascular disease 9.80%  (105) 8.00% (37) 0.06 0.03
Hypertension 62.50%  (669) 61.50% (286) 0.02 0.03
Diabetes mellitus 32.80%  (351) 32.70% (152) 0.00 0.02
Renal failure 8.70%  (93) 430% (20) 0.17 0.04
Chronic liver disease 5.00% (54) 6.70%  (31) 0.07 0.02
Malignant neoplasm 6.80%  (73) 3.70% (17) 0.14 0.01
Aspirin 28.40%  (304) 17.80%  (83) 0.24 0.01
Platelet aggregation inhibitor 4.90%  (53) 2.20% (10) 0.14 0.01
Antiarrhythmic 37.20%  (398) 34.80% (162) 0.05 0.08
ARB or ACEI 38.70%  (415) 37.20% (173) 0.03 0.02
NSAIDs 24.10% (258) 18.10% (84) 0.15 0.01
Beta-blocker 38.90%  (417) 37.40% (174) 0.03 0.01
Calcium channel blocker 45.00% (482) 40.40% (188) 0.09 0.00
Steroids 12.20%  (131) 7.70%  (36) 0.14 0.03
Lipid-lowering agent 23.00%  (246) 19.40% (90) 0.09 0.03
Insulin 6.20%  (66) 1.70%  (8) 0.21 0.04
Other antidiabetic drugs 10.20%  (109) 9.00% (42) 0.04 0.07
PPI or H2B 31.80% (341) 34.40% (160) 0.06 0.02
Cardiac glycoside 21.70% (232) 12.00% (56) 0.25 0.04
Diuretic 21.30%  (228) 11.60%  (54) 0.25 0.00

Stabilized IPTW {£% FHHW TR L2 Ak O BEE A2~
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Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin
receptor blocker; CHADS>, congestive heart failure, hypertension, age 75 years or older,
diabetes mellitus, and stroke; H2B, histamine Ha receptor blocker; NSAIDs, nonsteroidal

anti-inflammatory drugs; PPI, proton-pump inhibitor; SD, standard deviation

1-3 AR

PROVEEZ B L7k, U7 7 U o TIRR S 1070 ADBE L XY T T
TBIE S NT- 465 A% &ie 1536 ADHTHH NVAF & 2V E S - (Figure 2), ISR
OFREIT1L » H (V77 0) L8y H (FEHRTY) IEole, 1ZEALEDRE
FIXBME 572 (U757 U :n=899, 83.9%, ¥ L5 kT :n=405, 87.1%), 1536
AN NVAF [BE 7D 5788 Diigk TR A Z T TEY ., ZD 95 18%IFZHEIT Th o7,
S HIZ, 471 (31%) DOEEDDRIT Cla 2 Bis L. 401 (26%) OB DS KPR
ENZIRBE CIRIEZ B L T2, 2484 b7 U BRMAEEO 1 H #5213 300mg : 218
N (64 F%LLT : 200 A, 65~T74 7% : 18 A). 220mg : 224 A (64 LA T : 181 A, 65~
T45% : 43 N), =Dfth : 20 A, KRB : 2 A CTH -7 (Figured), 4FiinsrAi., CHADS, A
27 554 & Z N E U Figure 5. Figure 6 (SR L7, b < & EN TWTAERE 1T 55~
64 1% TH VY, BIKD 46%% HD Tz, Fiz, bE < EEN TN ZDIE CHADS, A
a7 1 ROBEETHY  34%% HD T, £ LT, CHADS; 227 7% 0 i § 18%

HEN TV,
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TR I AN ST D CHADS; A a7 2 DOW Tk A T AT,

NVAF EH DOBEE =4 Table 5 (TR Lz, BEAERHAEFNZ, VL7 7V ld b
BREAEH N T L DIREORIGECPBIE SN, e 2E, X T T %8
BUTKTT S 2 BE T FEVETH 2 wTREMED ) < . CHADS, A =1 7 73ME < | HHfiL, A4
AR, EITEES A ORAEDR & 2 aTREMEME S . 7 A Y v Hul/ MRS o ff
HEBETHDARMENME o To, ZNHDEND LI, FEH b T U EFHITLT S
D BET B DY 27 PMRWFTRENMEN & - 72, 7272 L, Stabilized IPTW FR%&# 1%
TRTCOBEY mOBMNEEL U7 (Standardized mean difference<0.1) (Table 5),

Stabilized IPTW {5(Z X 2 FEE AT O 26 P/ S PEIERIEFIERIZIDV LT 7 U UHE, &
EA N T URETTENEN 4.41%/4 (65 AJ17671 H). 3.36%/4F (12 A\/4288 H) T -
7o o, BEMEERIEIZOWTIZZENZ T 2.59%/4F (39 A/18045 H) . 1.11%/4F (4 A
14327 ) Th-o7-,
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ONT 7 Vb LTIZAET ST OIREDT T4~ ) — 2 RaRA > ME 048
(95%Cl:0.25-0.91) ThH o7z, X EH h T UK DIHRFIL. VL7 7 U v L LT,
MAE RIS BERRSE ) A 7 % B2%IR T W7o, 7o mMEmaEd, M, 28
PEZERRIED HR FIZDW T Table 6 (2R LTz, $FICH BEH b T IR HHIEERRIE DR

JiE 2 I LT,

Table 6 Stabilized IPTW ¥IZ & 5 FA%E R D/ NF— R

Event (n) Unadjusted Adjusted
Warfarin Dabigatran

HR [95%CI] HR  [95%CI]
(n=1071) (n=465)

Stroke/Systemic embolism 65 12 0.56 [0.30-1.04] 0.48 [0.25-0.91]
Ischemic stroke 29 9 0.94 [0.44-2.02] 0.74 [0.34-1.64]
Hemorrhagic stroke 2 2 4,14 [0.57-29.9] 3.56 [0.47-26.8]
Systemic embolism 39 4 0.32 [0.11-0.90] 0.29 [0.10-0.85]

Stabilized IPTW 7£(Z & 0 §AEE B2 O 25 12 B PEZERRIEFIE NNV — REb &R T,

Abbreviations: Cl, confidence interval; HR, hazard ratio.

1-3-1 JECFE Sy ATt B

U

JRIESHTO@DFER % Table 7 28 Lz, BESHTOR & HIT EMNTIZHERTA X

NI L7228, HRI1Z 0.51, 0.50 & K& 7@ ieino iz,

Table 7 RESHTHE R

Event (n) Adjusted
Warfarin (n=1071) Dabigatran (n=465) HR [95%Cl]
B AT 39 8 0.51 [0.23-1.11]
T @ 45 9 0.50 [0.24-1.05]

U

JEPEHTIRED A X M Y — Rk &R T,
JRESHTOTIL, T A LA/ 25 TEERIED TR, R AL, A
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e & 7oA G (LT, MRD, 2B a—2 —WiEise (LU, CT) OfgRsEn
% &N D R EATIN LTz, REEESHTQ TIRRE ST O DS 2, EEAIEH O L
¥ MR ITEEERA O N, 5000 HALAZHE X D~ N Y AR, AR - TR
D L) RIELMINLT,

Abbreviations: ClI, confidence interval; HR, hazard ratio.

1-3-2 T — F A NT v EE O MRS
2000 [EfE Tt 21TV, ZNENOT — % & v b CTEMNT & REEORRNT 21T > 72 B

DHRIZHOWT, B AR T L% Figure7 IR LTz, £72, HRfEE = Z AL

{EHEIX 1% 0.46 (95%CI : 0.22-0.85) THh -7,
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Figure7 77— F X 8 T v P & BV — RO FR

7 — M A N T v FEE W TRABSER T 2000 [BIfFHT 21T 5 72RO Y — REED B 2
N7T L EIRT,
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1-3-3 nearest neighbor caliper matching 74 % F U 72 it
NVAF BH OBEE 5% Table 8 IR Lz, AT EMERO, VL7 7 U kb
BRELEH T AL DIRROBOBEE ORI M & AR TH 5, B2 =7
&V, T 7 U REAB3 N, FET FT UREAE3 AV v TF SN, TRTO
BE Y OB EIL TV - (Standardized mean difference<0.1) (Table 8).,
ONT 7 VL LIEZ T BT DIRRDT T A~ Y —x 2 FARA ML 0.68
(95%Cl : 0.34-1.38) T -7z,
1-3-4 IT7 7 ) MBI E Z E T b T VKRBT LR R
2011 4F 3 HUABRICHLA AN BN BEIXT L7 7 U 2 488 A, X EH FT 2 465 A
Thole, TNENOEEYE =% Table9, Tablel0 |[ZRr L7z, & I, ¥EAT FT v
ZHTHUTTT SN 5 BE T HMETH Dl ietEnsm <, i, OARE, BAE, i3
PEBTAEM OBEEN & 5 FTREMEDMEL . 7 AU > HUlil/IWEERSE o fF 3 TH 5 ThE
WKMo T, ZRHOEND LT, FEH T U EFHRICLT S5 BFIX, NE
DU 27 PRWFTRENEN & - 7=, fHF A 27 D434 %z Figure 8 (2o~ L7-, Stabilized
IPTW {3, ~ v F U 7B D TR COBREFEE RETET D 2 LA TE 7 (Table 9,
Table 10), Stabilized IPTW £ & OV~ v F > 7RI K D za b/ 2B PESERRE I BE 4 5~
P— R4 Table 11 1R L7z, MTIEORRICKE e T o7z, Eio, BIEHIRHIT
Stabilized IPTW{ED U LT 7 U UFETONH, LEH T T8 MNA, v~ v F U7k

DIUNT 7V RETIMA, FEHFTUBETTINATH- T,
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Table 8 = v F v FHitkDHEELY R (nearest neighbor caliper matching ¥ % AV iz atiE )

Before After
Warfarin Dabigatran Standardized mean Warfarin Dabigatran Standardized mean
(n=1,071) (n = 465) difference (n =463) (n =463) difference
Female 16.1%  (172) 12.9%  (60) 0.09 13.8% (64) 12.7% (59) 0.03
Age, mean (SD) 56.11 +9.70 55.80 +9.65 0.03 56.25 +9.47 55.81 +9.66 0.05
Age, 65 - 16.9%  (181) 14.0%  (65) 0.08 16.6% (77) 14.0% (65) 0.07
CHADS:, mean (SD) 149 +0.98 144  +1.00 0.05 1.42 +0.98 1.44 +1.00 0.02
Bleeding 9.7%  (104) 6.7%  (31) 0.12 8.0% (37) 6.7% (31) 0.05
Acute myocardial infarction 4.0% (43) 2.6% (12) 0.09 2.4% (11) 2.6% (12) 0.01
Heart failure 51.4%  (551) 445%  (207) 0.14 43.2% (200) 44.7% (207) 0.03
Angina pectoris 29.7%  (318) 30.8%  (143) 0.02 31.1% (144) 30.7% (142) 0.01
Chronic ischemic heart disease 5.3% (57) 4.3% (20) 0.05 4.1% (19) 4.3% (20) 0.01
Atherosclerosis 8.1% (87) 7.7% (36) 0.01 9.3% (43) 7.6% (35) 0.06
Other vascular disease 9.8%  (105) 8.0% 37) 0.07 8.0% 37) 8.0% 37) 0.00
Hypertension 62.5%  (669) 61.5%  (286) 0.02 60.5% (280) 61.8% (286) 0.03
Diabetes mellitus 328%  (351) 32.7%  (152) 0.00 33.0% (153) 32.6% (151) 0.01
Renal failure 8.7%  (93) 43%  (20) 0.22 4.8% (22) 4.3% (20) 0.02
Chronic liver disease 5.0% (54) 6.7% (31) 0.07 6.5% (30) 6.5% (30) 0.00
Malignant neoplasm 6.8% (73) 3.7% a7 0.17 3.9% (18) 3.7% a7 0.01
Aspirin 28.4%  (304) 17.8%  (83) 0.27 18.6% (86) 17.9% (83) 0.02
Platelet aggregation inhibitor 4.9% (53) 2.2% (10) 0.19 2.4% (11) 2.2% (10) 0.01
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Before After

Warfarin Dabigatran Standardized mean Warfarin Dabigatran Standardized mean

(n=1,071) (n = 465) difference (n =463) (n =463) difference
Antiarrhythmic 37.2%  (398) 348%  (162) 0.05 33.0% (153) 35.0% (162) 0.04
ARB or ACEI 38.7%  (415) 372%  (173) 0.03 36.5% (169) 37.4% (173) 0.02
NSAIDs 24.1%  (258) 18.1%  (84) 0.16 19.2% (89) 18.1% (84) 0.03
Beta-blocker 38.9%  (417) 37.4%  (174) 0.03 35.2% (163) 37.6% (174) 0.05
Calcium channel blocker 45.0%  (482) 40.4%  (188) 0.09 40.8% (189) 40.6% (188) 0.00
Steroids 122%  (131) 7.7%  (36) 0.17 8.2% (38) 7.8% (36) 0.02
Lipid-lowering agent 23.0%  (246) 19.4%  (90) 0.09 20.1% (93) 19.4% (90) 0.02
Insulin 6.2%  (66) 1.7%  (8) 0.34 1.7% (8) 1.7% (8) 0.00
Other antidiabetic drugs 10.2%  (109) 9.0%  (42) 0.04 8.9% (41) 9.1% (42) 0.01
PPI or H:B 31.8%  (341) 34.4%  (160) 0.05 31.7% (147) 34.1% (158) 0.05
Cardiac glycoside 217%  (232) 12.0%  (56) 0.30 13.4% (62) 12.1% (56) 0.04
Diuretic 213%  (228) 116%  (54) 0.30 10.2% (47) 11.7% (54) 0.05

FAEAT I - B2 6F L C. Nearest neighbor caliper matching %% iV CHEE Y B2 0B L2 fE B2 R4,
Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor blocker; CHADS>, congestive heart failure,
hypertension, age 75 years or older, diabetes mellitus, and stroke; H.B, histamine H> receptor blocker; NSAIDs, nonsteroidal anti-

inflammatory drugs; PPI, proton-pump inhibitor; SD, standard deviation
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Table 9 Stabilized IPTW IEIZ LK 2RERI#ROBEER (VA7 7 U VHAANERZ A E

A b T AGBRIC LT RRETHER)

Standardized mean

Warfarin (n = 488) Dabigatran (n = 465) difference

Unadjusted  Adjusted

Female 17.2% (84) 12.9% (60) 0.12 0.01
Age, mean (SD) 55.97 +9.91 55.80 +9.65 0.02 0.01
Age, 65 - 17.0% (83) 14.0% (65) 0.08 0.02
CHADS:, mean (SD) 152  +0.96 1.44 +1.00 0.08 0.00
Bleeding 9.8% (48) 6.7% (31) 0.12 0.01
Acute myocardial infarction 3.9% (19) 2.6% (12) 0.07 0.01
Heart failure 50.4% (246) 44.5% (207) 0.12 0.00
Angina pectoris 26.6% (130) 30.8% (143) 0.09 0.00
Chronic ischemic heart disease 5.9% (29) 4.3% (20) 0.07 0.02
Atherosclerosis 9.2% (45) 7.7% (36) 0.05 0.03
Other vascular disease 8.4% (41) 8.0% (37) 0.02 0.02
Hypertension 66.0% (322) 61.5% (286) 0.09 0.00
Diabetes mellitus 33.0% (161) 32.7% (152) 0.01 0.01
Renal failure 11.1% (54) 4.3% (20) 0.25 0.04
Chronic liver disease 4.3% (21) 6.7% (31) 0.10 0.00
Malignant neoplasm 7.6% (37) 3.7% a7) 0.17 0.00
Aspirin 23.2% (113) 17.8% (83) 0.13 0.01
Platelet aggregation inhibitor 5.3% (26) 2.2% (10) 0.17 0.00
Antiarrhythmic 33.2% (162) 34.8% (162) 0.04 0.02
ARB or ACEI 40.8% (199) 37.2% (173) 0.07 0.00
NSAIDs 23.8% (116) 18.1% (84) 0.14 0.00
Beta-blocker 40.0% (195) 37.4% (174) 0.05 0.01
Calcium channel blocker 45.1% (220) 40.4% (188) 0.09 0.00
Steroids 11.5% (56) 7.7% (36) 0.13 0.02
Lipid-lowering agent 24.0% (117) 19.4% (90) 0.11 0.01
Insulin 5.9% (29) 1.7% 8) 0.22 0.01
Other antidiabetic drugs 10.2% (50) 9.0% 42) 0.04 0.03
PPI or Hz2B 32.8% (160) 34.4% (160) 0.03 0.01
Cardiac glycoside 17.6% (86) 12.0% (56) 0.16 0.02
Diuretic 23.0% (112) 11.6% (54) 0.30 0.01
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INT 7 U RO BREMAANIMEZ X EH T U AARBIZIRE L=t Stabilized
IPTW JAIC & 2RI O BAE R E2TT
Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor
blocker; CHADS;, congestive heart failure, hypertension, age 75 years or older, diabetes mellitus,
and stroke; H,B, histamine H, receptor blocker; NSAIDs, nonsteroidal anti-inflammatory drugs;

PPI, proton-pump inhibitor; SD, standard deviation
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Table 10 v v F U VRHIZDBEER (U7 7 U VAANIMZF EH TV EKBRIC LTBRETRER)

Before After
Dabigatran Standardized mean Dabigatran Standardized mean
Warfarin (n = 488) Warfarin (n = 463)
(n = 465) difference (n =463) difference
Female 172%  (84) 12.9% (60) 0.13 13.8% (64) 12.7% (59) 0.04
Age, mean (SD) 55.97 +9.91 55.80 +9.65 0.02 56.25 +9.45 55.81 +9.66 0.03
Age, 65 — 17.0%  (83) 14.0% (65) 0.09 16.6% 77) 14.0% (65) 0.06
CHADS:, mean (SD) 152 +0.96 1.44 +1.00 0.08 1.42 +0.98 1.44 +1.00 0.00
Bleeding 9.8%  (48) 6.7% (31) 0.13 8.0% 37) 6.7% (31) 0.04
Acute myocardial infarction 3.9% (19) 2.6% 12) 0.08 2.4% (11) 2.6% (12) 0.06
Heart failure 50.4%  (246) 44.5% (207) 0.12 43.2% (200) 44.7% (207) 0.02
Angina pectoris 26.6%  (130) 30.8% (143) 0.09 31.1% (144) 30.7% (142) 0.04
Chronic ischemic heart disease 5.9%  (29) 4.3% (20) 0.08 4.1% (19) 4.3% (20) 0.01
Atherosclerosis 9.2%  (45) 7.7% (36) 0.06 9.3% (43) 7.6% (35) 0.01
Other vascular disease 84%  (41) 8.0% 37) 0.02 8.0% 37) 8.0% (37) 0.04
Hypertension 66.0% (322) 61.5% (286) 0.09 60.5% (280) 61.8% (286) 0.00
Diabetes mellitus 33.0% (161) 32.7% (152) 0.01 33.0% (153) 32.6% (151) 0.01
Renal failure 11.1%  (54) 4.3% (20) 0.33 4.8% (22) 4.3% (20) 0.05
Chronic liver disease 43% (21) 6.7% (31) 0.09 6.5% (30) 6.5% (30) 0.04
Malignant neoplasm 7.6%  (37) 3.7% a7 0.21 3.9% (18) 3.7% a7 0.01
Aspirin 232%  (113) 17.8% (83) 0.14 18.6% (86) 17.9% (83) 0.06
Platelet aggregation inhibitor 53%  (26) 2.2% (10) 0.22 2.4% (11) 2.2% (120) 0.02
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Before After

Dabigatran Standardized mean Dabigatran Standardized mean
Warfarin (n = 488) Warfarin (n = 463)

(n = 465) difference (n =463) difference
Antiarrhythmic 332% (162) 348%  (162) 0.03 33.0%  (153)  35.0% (162) 0.04
ARB or ACEI 408%  (199) 372%  (173) 0.07 365%  (169)  37.4% (173) 0.01
NSAIDs 23.8% (116) 18.1% (84) 0.15 192%  (89)  18.1% (84) 0.02
Beta-blocker 40.0%  (195) 37.4%  (174) 0.05 352%  (163)  37.6% (174) 0.02
Calcium channel blocker 451%  (220) 404%  (188) 0.09 408%  (189)  40.6% (188) 0.04
Steroids 115%  (56) 7.7% (36) 0.14 8.2% (38) 7.8% (36) 0.01
Lipid-lowering agent 240% (117) 19.4% (90) 0.12 201%  (93)  19.4% (90) 0.06
Insulin 5.9%  (29) 1.7% (8) 0.32 1.7% (8) 1.7% (8) 0.08
Other antidiabetic drugs 102%  (50) 9.0% (42) 0.04 8.9% (41) 9.1% (42) 0.03
PPI or H2B 32.8%  (160) 34.4%  (160) 0.03 317%  (147)  34.1% (158) 0.01
Cardiac glycoside 17.6%  (86) 12.0% (56) 0.17 134%  (62)  12.1% (56) 0.05
Diuretic 23.0% (112) 11.6% (54) 0.35 102%  (47)  11.7% (54) 0.08

N3

TNT 7 U ROREMAANIIE Z X T 7 IKGRIZICIRE U725t Nearest neighbor caliper ~ » > Z{EIC L 5 R O
BEERETT,

Abbreviations: ACEI, angiotensin converting enzyme inhibitor; ARB, angiotensin receptor blocker; CHADS,, congestive heart failure, hypertension,

age 75 years or older, diabetes mellitus, and stroke; H2B, histamine H; receptor blocker; NSAIDs, nonsteroidal anti-inflammatory drugs; PPI, proton-

pump inhibitor; SD, standard deviation
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= Anticoagulants
'% 7- |:|‘."'.farfarin
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Figure 8 @2 =2 7 43
(N7 7Y ARBANHEEZ F T b T o ARBBIC LT RETHER)
IN7 7 ) UBOBEMAANKRZ 2 EH b7 VAGRRICIRE LT, 2Ea ¥

ATy 7 ARSI LD BT /AL LB L7l X =27 D504 2w

Table 11 MZEHF/EHHEEREDO NNV — R (VA7 7 ) VA AN B ZZEH M T
BB LT BEHER)

Adjusted
HR [95%Cl]
Stabilized IPTW 0.54 [0.26-1.12]
Nearest neighbor caliper ~ » F > 7% 0.60 [0.26-1.34]

ONT 7 ) CHOBEMHAANEMEZ Z EH T CAKGERICIRE LIZBRo, A/

BEMEERIED NP — RHERT,
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1-3-5 H ifn. D FEJE ==
HILOFIELIL T L7 7 U U BET 147 (14%), X EH FT VBT 35 (8%) TH Y,
Stabilized IPTW £ & 2 F% a1 HR 1% 0.84 (95%Cl:0.57-1.22) , ## 4% 1% 0.91 (95%Cl :

0.60-1.39) Toh o7,

1-3-6 W77 — TR
YT TN T LA S PR SRR D FIESE KX ORIEE| & & Table 12 (27 L7z,
EOV T N—FI12BNTH, L7770 EEEN T ATBWTINAET 2

PEIERRIETEIE R A MK > 72,

Table 12 ¥ 7 Z N —7 = L DINZE /25 M ERERIESS

i INS FEHNT v
BEH AU AU NS BEER ANV ML ARV MG
18~64 1% 890 48 (5%) 400 11 (3%)
65~74 i 181 17 (9%) 65 1 (2%)
CHADS; 2217 1 LAF 539 29 (5%) 254 8 (3%)
CHADS; 2 =17 2 DI k- 532 36 (7%) 211 4 (2%)
B 0 73 8 (11%) 17 0 (0%)
NS R L 998 57 (6%) 448 12 (3%)
TAEY UPEHB 239 19 (8%) 31 0 (0%)
TAEY PR L 832 46 (6%) 434 12 (3%)
RIRINGEABY 208 23 (11%) 87 6 (7%)
NI RINGEAZR L 863 42 (5%) 378 6 (2%)
TIFFu RS 51 5 (10%) 18 1 (6%)
TIAFr PR L 1020 60 (6%) 447 11 (2%)

YT IN—=TDOEERZ R E L IR e T IR IERAE R 2 B Y | A~
v MG ERH LR E ™Y,

YT N—T7 T IO RIESE L OREEIS % Table 13 IR L=, EDH 7 7L
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—7IZBNTH, YT 7 U0 b ZET R T U ACB O THIESREG ME - 72,
£, TALY URRTANULOGHB DS 2 LICKY | il OFEBEIS IO A7
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VL0 ZEH bT DS IMEER AR EIRE O RIERDEN 2 & 2 HET DR
LlE Bl

o, V7 N —THEIRHILICET D MFHI BT, Y7 7 U AR L THE
HRTUBNED LD RAERIIE DD o 7oz B O 2 7R L& INk$ % LB A
LN INT 7 ) IR EEN N T U ERBIIRETT 52 2B ET HMRICITED
AYIREoY

KREDOMENT I L O FEHEPIERRT OB D b 18~T74 DAty M FE ke
JEMRY 227 NVAF BETIE, VA7 7 VX0 F N NI U2 RICHRRTAHZ L%

HELES 5,
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H2E TIT . T VT ROBEF I EE EERIERENHIZROE
BT HAFTF U TR

2-1  f&E

PR TlE. NVAF BB 2 Ul EFREOF MR >V T, THEERR]) (28610
L N7 T ERTOTHTOINT 7 U LR LTI ET N7 ONROFRE D)
COWVWTHEER R+ TH D Z &b ~7z, £z, H 1 FEICBW T, 18~74 5% D NVAF
BEICBTIDUNLT 7 VL ZEH T OEIRHM&AT - 7o T Frlc i Mg
FEQOFRIELRN TN T 7 ) X0 X ET T O PMEWFERN G DaLTc, a0
AT ZE DFIERIZEI U TIIAFEZENRE STV D 803 RO MEZERRIER D AFHEZEIZ
BI L CHAREIC S R ST AT RIIIFAE Le v, E7e, ERRICBIT 27 7Y vk
LT NT DR MHFERRIEIT AT DM RIT—F L Ty /gy 32.585961.6368.69 7 o7, fek B
ERAET DL L BICANEEORPNETOLERD S,

FEFIRIZIEITH DOAC L UNLT 7 U BRI LIZAZ T U S ARN OiES
TR O AT 2B HEFERE  0.97 (0.84-1.13) ° TH V|, EEEKIZI T DOAC
EUNT 7 ) AZEIT RV ERERMAT STV D, L L, TROHDAXT Y R
BWTT U7 NExtge b Le EEROFEROMAANZIT D72 < NFERBE I TV
HEIEEZRVIREETH D,

5 2 BCIIM RS R H VIR SE K OV R ZERRIEIC DWW T, A X T F Y v ADFE

ZHWT, HR DS M OAFEIZ L A BV OW TS 21T o7,

2-2  Hik

2-2-1 FRERHRMG & AH A A

SCHMRSRIL 3 DDT —H _X—ATHELT L7z, 201947 A 19 H F TOHH D PubMed
F £ O EBM Reviews, =5 RMERS 2R U7, BER FHREIS O TR LR S [
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fEEIC K DB E 232 IRE Lic, MRTGE & £ OB R % Table 14 [TR L7z, A5
DOFEFRGERNIILA T O@Y Th 5, HE (Patient) 1L NVAF & L L. 5% (Exposure)
IXEEH b T oS L Lz, il (Comparison) (U7 7 U oG L Lic, 7D b A
L (Outcome) 1IMzER/REPEZERIE D L IZRHPEEBRIEDO HR & L1z, 70 KA
DT FA =V = NRA » MIWAET R HEERIED HR THY, 7—%V—AD
ERZ, 7T, ETOTESTHZ L E LI, EATICE D KR OB ST H M
ERIEICOVWTH HREZRAT 22L& LT,

KD A ZT F U AOMAANIENEL LT, BIEMETHLZ L E25MLE L,
Elo T FE L L TEEE RICEA L THREFEZ AV TGREL TW 2D A% &
WHZEE Lz, FMFICEET HHEEONL DOPBFR LT —4 Y — A& L7258 T
b DG RMMAFZEM CEE L TRV, IO Y — 207 —2 b EEN
TWARWRY | RIS R DRV OOREEDI, £1-, TT AT 27 FOIHAH
SNTHFFERRABADHIIE b RS LT, SREIC OV TR, 3455 LT H ARG Tl &
NI a5 & Lz,

1RAZ Y —=2 7 TiX, Table 14 (/R LB RUC L 0 i S 72 ST 7 7 2 b
77 FbLLIIZ A MU XY ERIREMICEET 2NENE 2 DO 21T 72, 21k
A7V == FTIERELE MR L U, Mg ERES L XS EZERIED HR
WZOWTHEEINTODEIETH Lz, ZOAR7 U —=2 Z2O0W T 2 4 OWF5EE
PHEICEHE L, BVEWN T 2 PR L o TR SN D, £720X 3 A H OIS

FIZE-oTRIE LT,
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Table 14 #FE%RE R

Search term

Number of articles

MEDLINE

" Concept] OR "apixaban"[TIAB] OR
"edoxaban"[Supplementary Concept] OR "edoxaban"[TIAB]
OR "new oral anticoagulant"[TIAB] OR "novel oral
anticoagulant"[TIAB] OR "direct oral anticoagulant"[TIAB]
OR "NOAC"[TIAB] OR "DOAC"[TIAB])

CENTRAL

(atrial fibrillation.sh. or atrial fibrillation.ab. or atrial
fibrillation.ti.) AND (warfarin.sh. or warfarin.ab. or
warfarin.ti.) AND (dabigatran.sh. or dabigatran.ab. or
dabigatran.ti.or rivaroxaban.sh. or rivaroxaban.ab. or

1 rivaroxaban.ti. or apixaban.sh. or apixaban.ab. or apixaban.ti.
or edoxaban.sh. or edoxaban.ab. or edoxaban.ti. or new oral
anticoagulant.ti. or new oral anticoagulant.ab. or novel oral
anticoagulant.ti. or novel oral anticoagulant.ab. or direct oral
anticoagulant.ti. or direct oral anticoagulant.ab. or NOAC.ti.
or NOAC.ab. or DOAC.ti. or DOAC.ab.)

= 2 v RS

#1  LEARENTH

#2  Warfarin/TH or Warfarin/TA

” "Dabigatran Etexilate"/TH or Dabigatran/TH or "Dabigatran
Etexilate"/TA or Dabigatran/TA

#4  Rivaroxaban/TH or Rivaroxaban/TA

#5  Apixaban/TH or Apixaban/TA

#6 Edoxaban/TH or Edoxaban/TA

#7  #3 or #4 or #5 or #6

#3  #1and #2 and #7

(“atrial fibrillation"[MeSH Terms] OR "atrial
fibrillation"[TIAB]) AND ("warfarin"[MeSH Terms] OR
"warfarin"[TIAB]) AND ("dabigatran”“[MeSH Terms] OR
"dabigatran”[TIAB] OR "rivaroxaban"[MeSH Terms] OR
"rivaroxaban"[TIAB] OR "apixaban"[Supplementary
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2466

855

31052
13489

2314

1964
1412
1544
4342

970



Search term Number of articles

#9  EER O PUEEEERITA or FTHLE 0 HTEEEETA 841
#10  #7 or #9 4679
#11  #1 and #2 and #10 1029

PubMed, Ovid, [EZHRHMEREZ 53R 9 D BRI L 72 Bsg IR & SR R 2R,

2-2-2 AT AY AT OFFf

WHROFER o T2 NTE S BRI, RiRE (AT R) LT U LRRE (E
R) BB, RMRETH LA T AL, BRETLT U I LOBEKRERS DD
K E72D, AT AZEFRENA T AREINANAL T A, BIFAANAL T A AERNAT A
SHENARNAT ARERHO  AZT TV ATIEIONA T A R7 Gl A58 2 &
AT O MER DD, AT AV 27 PMETHIE TEOEWIZE] AT AU 27 535@1)
ML TEDIRWFTE ] S 7 AU 27 A ThIUE "EORI i) &7 5,
NA T A Y A7 OFHMiE Risk of Bias Assessment tool for Non-randomized Studies™ % H
WTAT 272, ZOFEERIE, LT OFEEICIHA 230000 TV D, BN ORULIE D7),
TR ATKEEIDE N IFT STV 270, BEBEOREITEEN, 70 b LRI OE
BACIZEE) )N, RoERIRT 7 NI AT —Z OB FNTEGI D, T 7 N b L ORI
G170, BFSEZ L ICA B TS 7 AU A ZF il L 72, 2 TOEIRIMENA T A Y A
ST 2HB RN T ZY 27 DOWJE, =D Th@ENAT AU AZITEET 55
BIELENAA T AY AT DM NENSA T AV R7 ERPANAL T AY A7 BNRIET D56
RETAWAANL T AU 27 OGFEIIARY AL T 2 Y 27 OWFFE &Rl L7z,

INRASA T ZNTHIRAA T R & BIETI, BODIFERSE R O5E &IOS R OGS
TRARINXTEINRRD -0, ARSNIHREED D & LOFER LoEE S e <
ROLBRThH D, AENAT ADRREMEIL, 7 7 37wy MFiliEz I CREG L

7oo 77 7 uy ML, Grading of Recommendations Assessment,  Development
60



and Evaluation A7 AZEHIN TS, ZOVAT AIVATYT 4 v/ L Ea—
RBIFENA RTA BT DT ET U ADEEER T LEFRICET 2 HEEZ 71—
TAVTTDHVATLATHY, BEENFIETHDL S, AT, 77377y b
DI DN THER ZRFMG 21T o 72, 7 7 b7 |1y NI HR, #iEfic
HR OO ERZ AR LI 7 my FLcb D TH D, RO T4 X
INRENEEBERAEI NS KR BRFAA T APFHELRWGRIFILE > D (T 7
VHNV) F i ST LT R R EARFROIR A R T, AR T AOFII TR E |-
10 WEL EOBFERE EN TV DHEIIT O XETh S0, 10 UL T OBEEIEFEM L
Nz kbl L,

2-2-3 HEatfENT

BEERZTHE LT HR & 95%Cl OfEZ FWVT, 3 HR LR A FHR LT,
T LICERDRET NV EHNT, HR 266 Uiz, XHEHR (X In (HR) & L C&t
B, T (BECI-FEECD 1392 L LTt LTe, AXTFUTADT U b
LOBEISHF FENEIIEENRET NV EERNRETNAND D, AT DL TOMHE
DOREFPFE U TH D LIRETE 2HEIITHMEDRET NV EERA L. HETH2TO
IO RHEM S B2 5 L UE TE DHAITIIEEHRE T LA RINT 5 0, AT,
B DE 2 RER, T—F Y —AOfEE GO0, BERITERL LEZZ2 65,
Lo T, ZEHREET AR HYTH D,

WM ORR OIS D& 2R T REMEOMIE L& TIT o7, LI &IT=7 7
YOMEHE QML HMEZF & 100%E R LD TH D, Likat &L, 0~25%% 7
EPEDME S 25~50%7% TRVEMERSTPAEEE ), 50~75%% TSEMED MV, 75%~100%
o TREMENIEFICE ) EFHET D 0, ABFJETIE 50%LL EThILE, TREM &
VLML, BEMORERERO OIS T I — T AT 5 2L & LT,

FEEHIEHTIZ 1 Review manager 5.3 & U 7z,
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2-3  fER

3ODT =&YV —Ab 4350 OO S, N RUH—FI2LY 4 5D
RSNz Hav, EEAZBRLS & 3191 MO LIRA T V—= T O LT, %
D%, 2IRA Y V== T DORGINTI2 > T= DI 257 RO LERTH > 72, RO LG
DAV, AL O A AN FEEIZ A ET D SCERIE 17 R TH - 7= (Figure 9), & kD

ZEHIE Table 15 1R L7-,

‘5 Records identified through database
*@’ searching (n=4350) Additional records
55 - MEDLINE via PubMed (n=2466) identified through
g + CENTRAL via Ovid (n=855) other sources (n=4)
el -+ ICHUSHI (n=1029)
y y <
[ Records after duplicates removed (n=3791)
= J
=
T
2 3 ~ ~
(W]
()] _ Records excluded
[ Records screened (n=257) J > (n=3534)
. h v
N 3
‘s -~ ~ '
. Full-text articles
Fu|I-te:ltige:i;)tinlti:lss(sisle%sed for » excluded (n=240)
- not met PI(E)CO
._4:-_" ~ J .
o
= p
w ' ™
Studies include in qualitative
synthesis (n=17)
pm— \. j
§ Studies include in quantitative synthesis (meta-analysis) (n=17)
= - Asian (n=7)
§ - Non-Asian (n=10)

Figure 9 CEREIR 7 o —
RN > THERR L2 BRI L D S e SUiR e~ R —F i L i s

T2SCHERICBIL T, LIRAZ V== T 2IRA T U —= 0 T a4To IR 2R T,
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Table 15 ERRSCEROFEHA

First author,

L Data source period Country  Patients Outcomes Method Warfarin Dabigatran
year of publication
US Centers for Stroke/Systemic  1:1
. Medicare & 2013- aged = 65 embolism, Propensity
Amin A, 2019% o ) USA . 18131 18131
Medicaid Services 2015 Systemic score
ears
(CMS) Y embolism matching
Inverse
. . probability
the Taiwan National 2013 .
Ischemic of
Health In-surance (2/1)- . .
Chan YH, 2016% Taiwan Stroke/Systemic  treatment 5251 5921
Research Database 2013 ] .
embolism weightsof
(NHIRD) (12/31) .
propensity
scores
The
inverse
The Taiwan National 2012 . probability
Ischemic
Health In-surance (6/1)- ) ) of
Chan YH, 20198 Taiwan Stroke/Systemic 19761 22371
Research Database 2017 ) treatment
embolism )
(NHIRD) (12/31) weights of
propensity
scores
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First author,

L Data source period Country  Patients Outcomes Method Warfarin Dabigatran
year of publication
The Korean 2015 CHA2DS2- . .
] Ischemic Propensity
National Health (7/1)- VASC .
Cho MS, 20198 ) Korea stroke/systemic  score 10409 12593
Insurance Service 2016 . o
score =2 embolism weighting
Database (12/31)
The US Centersfor
Medicare &
Medicaid Services
(CMS) database and
three commercial
claims databases in
the United States: Stroke/Systemic )
. 2013- . Propensity
] ] thelMS PharMetrics aged = 80 embolism,
Deitelzweig S, 2019% USA ] score 49801 6741
Plus Database Systemic )
. (9/30) years . matching
(“PharMetrics™), embolism

theOptum
Clinformatics Data
Mart (“Optum”),
andthe Humana
Research Database
(“Humana™)
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First author,

L Data source period Country Outcomes Method Warfarin Dabigatran
year of publication
Stroke/Systemic .
The US Department  2012- . Propensity
embolism,
Gupta K, 2019%° of Defense (DOD) 2015 USA ) score 9255 4312
Systemic .
data (11/30) . matching
embolism
2011 )
. Propensity
. . (3/14)- Stroke/systemic
Koretsune Y, 2019%*°  Medical Data Vision Japan . score 13115 5146
2016 embolism .
matching
(5/30)
Claims data from the 2012 . .
] Acrterial Propensity
. National Health (6/1)- . .
Lai CL, 2018° Taiwan aged = 85 embolism or score 1497 1489
Insurance (NHI) 2015 . )
. . thrombosis matching
program in Taiwan (3/31)
Three Danish 2009
nationwide datasets:  (8/1)-
the Danish Civil 2010 1:2
Registration syst (6/30) Systemi jy Coo0(2009- 2239(150mg)
egistration system; : stemic ropensi mg),
Larsen TB, 2013* g ) y ) Denmark y ) Prop Y 2010) g
the National Patient 2011 embolism score 9289 2739(110mg)
Register; and the (8/1)- matching
Danish National 2012
Prescription Registry  (6/30)



First author,

L Data source period Country  Patients Outcomes Method Warfarin Dabigatran
year of publication
Three Danish The
nationwide datasets: inverse
the Danish Civil ] probability
) ] 2011- Ischemic
Registration system; ) of
Larsen TB, 2016 ) ) 2015 Denmark stroke/systemic 35436 12701
the National Patient . treatment
. (11/30) embolism .
Register; and the weights of
Danish National propensity
Prescription Registry scores
The Department of
Neurology and 11
. New-onset .
Cardiology,Chonnam 2012- South . propensity
Lee KH, 20178 ) . stroke/systemic 990 844
National University 2013 Korea . score
] ] embolism )
Hospital, Gwangju, matching
South Korea
The US Centers for
Medicare and ]
. . Stroke/systemic  1:1
Medicaid Services 2013- ] .
) . embolism, propensity
Lip GYH, 20186 Medicare dataand 4 2015 USA . 126650 27571
. . Systemic score
commercial claims (9/30) ] )
embolism matching

databases in the
United States: the
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First author,
year of publication

Data source period Country  Patients

Outcomes

Method Warfarin

Dabigatran

Nielsen PB, 201762

Truven MarketScan
Commercial Claims
and Encounter
and Medicare
Supplemental and
Coordination of
Benefits Database
(MarketScan), the
IMS PharMetrics
Plus Database
(PharMetrics), the
Optum Clinformatics
Data Mart (Optum),
and the Humana
Research Database
(Humana)

Three nationwide
2011

(8/1)-
2016
(2/28)

administrative
databases:the Danish Denmark
national prescription

registry, the Danish
67

Ischemic
stroke/systemic
embolism

The
inverse
probability 38893
of

treatment

8875



First author,

L Data source period Country  Patients Outcomes Method Warfarin Dabigatran
year of publication
civil registration weights of
system, and the propensity
Danish national scores
patient register
The
inverse
2004 Stroke/systemic  probability
. Japan Medical Data Aged <75 embolism, of
Ohshima A, 2019 2014 Japan . 1071 465
Center years Systemic treatment
(2/28) . .
embolism weights of
propensity
scores
Two commercial
health insur-ance CHA2DS2- . 1:1
2010 Stroke/embolism, ]
databases VASCc . propensity
Seeger JD, 2015° (10/1)- USA Systemic 50288 23543
(MarketScan, Truven . score
] ] 2012 score =1 embolism )
and Clinformatics, matching
Optum)
) ) . Full
A Swedish national ~ 2013- Stroke/systemic .
Sjalander S, 2018% ) ) Sweden ) optinal 37174 6574
quality registry 2015 embolism )
matching
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First author,

L Data source period Country  Patients Outcomes Method Warfarin Dabigatran
year of publication
Adaministrative 2010 11
claims data from (10/2)- Stroke/systemic  propensity
Yao X, 2016°% USA . 85869 16795
OptumLabs Data 2015 embolism score
Warehouse (OLDW)  (6/30) matching

AWIED BECE BT D30k (17 8) O E LRI,
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Table 16 /34 72 U 2 7 OFAh

2N Dk TN L jsv/jiz? lfiii; WEDASAT AR
EN ARG ZEOWE  MMOERHIL —x = ZE il
Outcome/Study (Selection (Confounding (Measurement (Blinding of " ] (Assessment of
of variables) of exposure)  outcome (Incomplete ~ (Selective risk of bias across
outcome outcome
participants) assessments) ) study)
data) reporting)
Any stroke/Systemic embolism
Amin A, 2019 Low Low Low Low High Low High
Chan YH, 2016 Low Low Low Low Low Low Low
Chan YH, 2019 Low Low Low Low Low Low Low
Cho MS, 2019 Low Low Low Low Low Low Low
Deitelzweig S, 2019 Low Low Low Low High Low High
Gupta K, 2019 Low Low Low Low High Low High
Koretsune Y, 2019 Low Low Low Low High High High
Larsen TB, 2016 Low Low Low Low Low Low Low
Lee KH, 2017 Low Low Low Low High High High
Lip GYH, 2018 Low Low Low Low High Low High
Nielsen PB, 2017 Low Low Low Low Low Low Low
Ohshima A, 2019 High Low Low Low High Low High
Seeger JD, 2015 Low Low Low Low High Low High
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Outcome/Study

Sjélander S, 2018
Yao X, 2016
Systemic embolism
Amin A, 2019
Deitelzweig S, 2019
Gupta K, 2019

Lai CL, 2018
Larsen TB, 2013
Lip GYH, 2018
Ohshima A, 2019
Seeger JD, 2015

L REERT BROT .
BN O TR T g TEOSAT A
iy, " L S 7 . =
N AHEAEL ZEEOWE Mo/ e " Zaai
(Selection (Confounding (Measurement (Blinding of - . (Assessment of
) (Incomplete  (Selective )
of variables) of exposure)  outcome risk of bias across
. outcome outcome
participants) assessments) ) study)
data) reporting)
Low Low Low Low Unclear Unclear Unclear
Low Low Low Low High Low High
Low Low Low Low High Low High
Low Low Low Low High Low High
Low Low Low Low High Low High
Low Low Low Low Low Low Low
Low Low Low Low Low Low High
Low Low Low Low High Low High
High Low Low Low High Low High
Low Low Low Low High Low High

M AR By MEIERRE . R MEZERRIEZENENDOA X ML TAA TR Y A7 il Lo R 21T
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2-3-1 A T AU R 7 O

JibdAe T [ By PEZERRSEIZ B U CERAR L 72BFZE 15 D O B b AR ASA T A Y 27
IMERMNAT AV RZ L MEARPANSL T AV R LFHIL, REVEIEREICE LT
AR ULTZMFIE 8 DO B, L WREBLNANA T AV RT | TEEGNANAT AV A7 L3 L
7= (Table 16),

2-3-2 AR B R ZERRE

MAICHWZAFZEE, AR, ®E, 8BZATh 2R T2, KEH6H, T ~—7 2
W, AU —T 2 1M Tho7, Nationwide D7 —H X—RZfEH L7-AFED 14 #i,
RBER—ADIIEN 1 | CThHoT=, FTREFHIUNL T 7 U B 502094 N, X4
N7 B 172583 A ThH o T2,

TNT7 VOB L TH EH T URETIE, MRS EERIEORK A S
HR (LLF. pHR) % 0.82 (95%Cl : 0.75-0.89) T V. #EHIAEERENED bz,
¥7-. 7Y7 TIEpHR : 0.71 (95%CI : 0.63-0.80), FE7 27 Tl pHR : 0.87 (95%CI :
0.81-0.94) Tholz, TIT LIET VTIZHENT B%CIIFEL->TE LT, ZKAEHD
FREIZHBW TS p=0.005 TH Y | #HEtHIICAETH -7 (Figure 10),

F I REMRHE I, &I (1,=837%), 77 (1,=5%) ., T V7 (1,=6%) THY
THICBWTHRERTB OO oTc, Lo, 7V7, ETVTHOETIE
,=87.5% TH V., BEMNHEO bz, "ENAAT ZFHETIE, 77 2% 7 Yy b0
FERFREITRTIISGERD SN oty L, 7VT7, ET VT TT7 7o my

IR 235 X o iciigg sz (Figure 11),
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Study or Subgroup

log[Hazard Ratio]

Hazard Ratio
SE Weight IV, Random, 95% CI

Hazard Ratio
IV, Random, 95% CI

1.1.1 Asia

Chan YH, 2016
Chan YH, 2018
Cho MS, 2019
Koretsune ¥, 2019
Lee KH, 2017
Ohshima A, 2019
Subtotal (95% CI)

-0.4463
-0.2614
-0.2744
-0.734
-0.2107
-0.734

01363 66% 0.64 [0.49,0.84]
01358 66% 0.77 [0.59,1.00]
0072 128% 0.76 [0.66, 0.88]
0275 21% 0.48[0.28, 0.82]
04241 0.6% 0.81 [0.29, 2.26]
03328 1.5% 0.48[0.25, 0.92]
30.3% 0.71 [0.63, 0.80]

Heterogeneity: Tau®= 0.00; Chi*= 526, df=5(P=038), F=5%
Testfor overall effect: Z= 5645 (P = 0.00001)

1.1.2 Non-Asia
Amin A, 2018

Deitelzweig 5, 20149

Gupta k, 2019
Larsen TB, 2016
Lip GYH, 2018
Mielsen PB, 2017
SeegerJD, 2015
Sjalander 5, 2018
Yao ¥, 2016
Subtotal (95% CI)

-0.1278
-0.2614
-0.3857

0.147
-0.2231
-0.1165
-0.1393
-0.1625
-0.0202

01024 8.3% 0.88[0.72,1.08]
01273 7.2% 0.77 [0.60, 0.94]
02338 28% 0.68[0.43,1.08]
01396 6.4% 1.17[0.89,1.54]
00828 11.4% 0.80[0.68, 0.94]
00738 126% 0.8a[0.77,1.03]
01566  5.4% 0.87 [0.64,1.18]
01214 76% 0.84[0.67,1.08]
01287 7.0% 0.93 [0.76, 1.26]

69.7% 0.87 [0.81, 0.94]

Heterogeneity: Tau®= 0.00; Chi*= 854, df=8 (P =0.38), F= 6%

Testfor overall effect: Z£= 3.50 (P = 0.0005)

Total {95% Cl)

100.0% 0.82 [0.75, 0.89]

Heterogeneity: Tau®=0.01; Chi®= 2230, df=14 (P = 0.07); F= 37%
Testfor overall effect: Z=4.78 (P = 0.00001)
Testfor suboroun differences: Chi®= 8.00. df=1 (P = 0.005). F=87.5%

—.—

ol Hil I

*

0.z

05
Favours [Dabigatran] Favours [Warfarin]

Figure 10 {22/ 2 MERIEDO A X TV U AFER

TIT T OT T —

5V —=Ax L TEBEORE Sle Y — R & 2RO~

— KltE2 74 VA R Ty bEEBITRT,

0

0.2t

04+

_SE{log[Hazard Ratio])

o%}%;OQ
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0.z
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O Asia

0.5
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Hazard R alti u]
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<> Non-Asia

Figure 11 fXZEF/EHHERFED 7 7 ANV T 1y b

Jibd A 1 A By VEFERRSE D~ — RELS o S U723k (15 ) 12D\ T,

AT T LIETOTICH#HIE L C T T ay R ELTRT,
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2-3-3 Y MIEIRSE

HAEICHWERIX, BR, BB, To~—27ZNZEN1HMT D, KENLSHTH-
770 8 3T Nationwide DF —Z X—ZA &l LI2HiETho7-, FI-2BEHIT
TNLT7 7 ) URE265982 N, A EH N UREBLM91 N Th o7,

INT 7 Vo L e T O MHERIED pHR 1X 0.78 (95%CI : 0.55-
1.10) TH Y (Figure 12), HEHHIAEREITRO N7, F 2 BEMEFAR TIL,
L=8%Td v, BEMITRO LN oTc, BRAA T AFHIITHREL RV 3. FFh
TX7polz, £lo, TVTOMERIZ2HOLNEENTEL T, ANFEIZLDY T 71—

TREATII R TE 2o 72,

Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Amin A, 2018 -0.4463 05221 107% 0.64[0.23,1.78] e
Deitelzweig 5, 2018 -01744 0E183  T78% 0.84[0.25, 2.82]
Gupta k, 2018 -0.5978 04699 91% 0.85[0.18, 1.68]
Lai CL, 2018 -0.3567 04323 151% 0.70[0.30,1.63] — 1
Larsen TB, 2013 0 06873 Gd% 1.00[0.26, 3.89]
Lip GYH, 2018 -0.2485 03805 19.0% 0.78[0.37,1.64] . E—
Chshima A, 2018 -1.2378 045432 8948% 0.29[0.10,0.84]
SeegerJD, 2014 0.4121 035803 22.0% 1.81 [0.76, 3.00] I L E—
Total (95% CI) 100.0% 0.78 [0.55,1.10] -
it 2 = - == - - R = Il Il 1 } } }
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