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WBC 14,600 /pl T-P 4.0 g/d
RBC 266 7/l Na 138 mEq/
K 4.0 mEqg/
Hb 98 g/dl T-BiIl 0.6 mgjld
Hct 28.8% AST 32 U/
PIt 27.4 75 /ul LDH 166 U/
ALP 118 U/
BERE Cre 0.91 mg/d
PT-INR 1.27 BUN 39 mg/d

APTT 27 sec




NV ES G

(CERRNRIR =T U

u
|

=z

e

LL

D BIEBZRD. NRRER(CLE

DIXNC E=NRIR CHEE LT




Clinical Question

LEHE) & ZEMBIERDERS C i

Atriél Fibrillation: AF Coronary Artery Disease: CAD

MURXINWHDima(C. BEREITHL
BOEZITDE(L0IEEIZ S DN ?

nkEs




EBMMDE

Stepl.zERIDENL
Step2.im X DR
Step3.im X DOHEFIFYISLR
Step4 . JEEHIA\DE/
Step5.1-4DREL




Stepl. #EIDETL

P : AF+ZTECAD &

I : FredEEE or Huom/ MR

C : JuRtEER and uon/) VREE
O : FEICENRLD
el (CBAU TO5ER]




EBMMDE

Stepl.zEEIDETL
Step2.im X DIRZRE
Step3.5m X DOHEHIBYISER
Step4 . JEEHIA\DE/
Step5.1-4DREL




Step2.im X DIRZR

« EBM resources®ES v RICHI> THRZR

From evidence to evidence-based resources

Hierarchy of evidence ? EBM resources
: A - Level of processing
For primary studies To search for answers

Different hierarchy of designs
Guidelines @

for each type of question:
decision analyses i Summaries

ﬁ and guidelines

Systemic reviews

{?

[Differenﬁal diagnosis] O > Primary studies

1. Randomized trial
Therapy 2. Observational study
and harm | 3, Unsystemic
observation study

synopses and
systematic reviews

{Diag:nosis) [pmgnosis]

and clinical queries

9
UpToDate,Evidence-based medicine Figures: Hierachy of evidence(&#&i#522019/12/30)
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l < (UpToDate,Dynamed,Review, HRIZ etc)
HARSA>

Summaries
and guidelines

OIRITDLHA RSA >
SATRTAVILEI— | ] — =7
ACPZv —FILOS TR E PYYU —Z R

Preappraised researc

synopses and

systematic reviews

‘ — Rk

(RCT, Od/R— BgE, o — XU —X.etc)
Nonpreappraised researc
> and clinical queries
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,\v:&z;la: Hl/\ 306, 527, 528, 928)

SIEREREN A RS> (2
MmUY X IMNEWLEREZEH I DACSEE TIEAT

R | IEFUZ
95K (ZaV)V

018 FiETR) HAERSBZF=

> MEBEMERZHNS

DOACICHIR TR EEB12H ABOO0OE BT L) LR |

DOAC=NOAC : Novel Oral AntiCoaglants

L. 124 8 uﬁﬁdbrﬁuﬁﬁ(‘_ab\t(i.:.&n L
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453

ESC/EACTS - AHA

Eur Heart J 2019;40:87-165
Circulation 2018;138:527-36
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Antiplatelet Therapy for Stable Coronary Artery Disease in
Atrial Fibrillation Patients Taking an Oral Anticoagulant

\ I W A Nationwide Cohort Study
A J / n L. mb s, MD, PhD; Gunnar H. Gislason, MD, PhD; Gregory Y.H. Lip, MD;
Jen Fl d L jerri i

MD, PhD; Jonas Bjerring Olesen, MD, PhD; Anders P. Mikkelsen, MB;
Rikke S(é MD PhD; Lars Kgber, MD, DMSc; Christian Torp-Pedersen, MD, DMSc;
Morten Lock Hansen, MD, PhD

2002-2011£E(CAS > A TiIThbN/=ad/R— b Circ 1 2014; 129:1577-85.
B
P: AFGHDLEZECADES IDEMEZEDOFRSE. EEIEERESL

E: J—J71> BEERRU
[HR1.12 95%CI:0.94-1. 34/HR1 53 95%CI:0.93-2.52]

[HR1.50 959%CI:1.23-1.82/HR1.84 95%CI:1.13-3.06]
O : DEMEZEDFEE. LT, Hm'J XY

- RCTTIERVNZDFREID é%ﬂ%ﬁ’%%t‘%tmmm
BTN A X DI FI L —> 3> DR&HENRLKBLS —DaEEHEETEC ‘aFm\




UpToDate®

Up To Date C(&L - - -

Coronary artery disease patients requiring combined anticoagulant and antiplatelet therapy

After 12 months
- NOACHEE! or NOAC+IIM/IMRE (F & BICU—-XFT)IL
c SBRBITEFT O ANFENS

we think that either NOAC monotherapy or NOAC plus a single antiplatelet agent

(either aspirin or clopidogrel) is a reasonable strategy after one year. We would like to see
additional evidence to support the use of NOAC monotherapy before we make a broad
recommendation for its use. (2019/12/26E=#%MER
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Summaries
and guidelines
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Preappraised researcn | o
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Meta-Analysis of Oral Anticoagulant Monotherapy as
an Antithrombotic Strategy in Patients With Stable
Coronary Artery Disease and Nonvalvular Atrial

Fibrillation

Am J Cardiol. 2019 ;124(6):879-885.

- BBEMNSHTIZ. 4DDL A NI —A3T - 2 DDRIEEI/R— b« 1 DDRCT
Zmeta analyze UT=iAZS

P: AF&HODRECADEE, I/E : OAC+iM/MEEE, C: OACE. O : DMEANR> b
fEER
- SR TEREBMIZE(ZIRU[HR=1.09; 95%CI:0.92-1.29]

EBHMAARY MU TR FHNEEERE> TR L
[HR=1.61; 95%CI:1.38-1.87]
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- ZHBEFOZEIBE TSR ;
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Create RSS Create alert Advanced

- Pubmed [Stable coronary artery disease atrial fibrillation
antithrombotic or anticoagule] T#&Xz

—144FHIT
—"randomized controlled trial” ¢V —
—>3{4HIT : OAC-ALONE & AFIRE (1t z&ontrial)

The NEW ENGLAND JOURNAL of MEDICINE

Circulation

“ ORIGINAL ARTICLE ”

ORIGINALRESEARCHARTICLE @

Antithrombotic Therapy for Atrial

Open-Label Randomized Trial Comparing Oral Anticoagulation Fibrillation with Stable Coronary Disease

Wlt_h ar_ld ywthout Single Antiplatelet Therapy in Patients With Satoshi Yasuda, M.D.. Ph.D.. Koichi Kaikita, M.D.. Ph.D..

Atrial Fibrillation and Stable Coronary Artery Disease Beyond Masaharu Akao, M.D. Ph.D., Junya Ahko' M.D., Ph‘D.,TctsuhyaMatobah.M.D.. Ph.D,,
- Masa akamura, M.D., Ph.D., Katsumi Miya i, M.D., Ph.D.

1 Year After coronary Stent Implantatlon NthuOhrx:a Haglwa;ra, M.VD., Ph.ID., :(Sazuo Kizﬁ:rca, MD i’h.D., '

Atsushi Hirayama, M.D., Ph.D., Kunihiko Matsui, M.D., M.P.H., 20
and Hisao Ogawa, M.D., Ph.D., for the AFIRE Investigators*
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fasR

o F(ICEBIMNRT> MERE UEBOIVIMREFR (CIRIih o e, ELVD
B TTH A @D (CenrollCE9 (CRERICEHFEMNRIE=NE

o MENAETEEFD MHLADIESERA(CEAUTIIEmTITDCEILITET
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Antithrombotic Therapy for Atrial Fibrillation with
Stable Coronary Disease
N Engl J Med. 2019 Dec 19;381(25):2481
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Antithrombotic Therapy for Atrial
Fibrillation with Stable Coronary Disease
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Masaharu Akao, M.D., Ph.D., Junya Ako, M.D., Ph.D., Tetsuya Matoba, M.D., Ph.D.,
Masato Nakamura, M.D., Ph.D., Katsumi Miyauchi, M.D., Ph.D.,
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Back ground®

NOACHZ R [CHEATE3ERTFIE
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» AF(EAZERDU X T% 518
o iZERDIREID25%(FAFIC KD

Harison’s Principles of Internal Medicine 20t p1746

« PAEYUZ(FAFRE(CH T DMEZERFIHINREZ L <. VKA

BZNT3D  Ann Intern Med 2003:139:1018-33.
: NOAC(JVKA(ZH:E?&bﬁ%%i@ﬂﬁzﬁm%%?ﬂ%%ﬁ U5

. \V|tam|n K antagonist : V
HINA RS ST

N Engl J Med 2011;15;365:981-92, N Engl J Med 2009;361:1139-1151 , N Engl J Med 2011;365:883-91.

24




Back ground®

jzic - - T%%T\\LTLJ )R ETRD
I/ MREEPTUREE R Z TR < UTZ0)
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Circ 1 2013,;77:934-43. Circ J 2011,;75:1328-33. J Cardiol 2011,;58:116-23.

« FUEEEEE S Fuin/)ViREEDcombination therapy (3FUsEESE & HEE U 2/EF2E
Hn) X2 HMENNT B circ 1 2019;139:775-86.

o HARNEFCRA EEE U DAMEZEN R O DIRERMAEZEDOFELE(CEA L TCHE
WIE, FKTZ. NOAC - VKAERFR DI N> hHEZ0)

J Atheroscler Thromb 2007 ;14(6):278-86, Circ J 2015;79: 432-8. Clin Cardiol 2017; 40(2): 126-131.
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Intervention & Comparison
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B304E  IESEAER
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o 2236 ANNS A MEESNSEIRI(C113(D BT
38 N)E150A(DBFETE69A) Hidrop out

« 1005 A &E968 AR T 177)L5EX

mITTHE#T : 1107 Avs1108 A
Drop out rate:7%(2080.A/2236\)

XIETC & R <

*enrollhEPTHIE &> /2K

— Combination therapy CHETEHMNE K. Data
SAFety Monitoring BoardM SO IEZEIE S
11, 2018.9FL CdenrollZ2018.7& CcCCcHIEU/Z
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20 Wehdrew from the taal but
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I 958 Completed trul

followuwp

Figure 1. Enrcllment, Randomization, and Follow-up.
Patients were randeenly assigned in a 1:1 ratio to n eawemoﬂoﬂmap with rivaraxaban or combination therapy with

ban plus an anti

let agent (either aspirin or a P2Y); inhibitor). Randomization was pefotmedafm ad-

n
jstmmf the followin, gf ctors with the use of a mmimam algosithme age, sex, history of percutaneous coro-

ary intervention, history of stroke, ¢

omitant heart failure, hypertension, and diabetes melitus
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Resllilts@) Fﬂgﬂaﬂﬁ (:j(%fd: = (7R

= 16 3

[ ——
Vi w\ - /lj_{ Table 1. Characteristics of the Patients at Baseline (Modified Intention-to-Treat Population).*
R ban Monotherapy Combination Therapy

Characteristic (N=1107) (N=1108)
Age —yr 743183 744482
; *%'I‘E <75 yr— no. (%) 525 (47.4) 527 (47.6)
=75 yr — no. (%) 582 (52.6) 581 (52.4)
N7 i/_j Vm wl —7A S Male sex — no. (%) 875 (79.0) 876 (79.1)
> -1 *— J:—Iil'lj " Body-mass index 24.543.7 24.543.7
Current smoker — no. (%) 146 (13.2) 146 (13.2)
74;%(74. 3:':8 . 3 VS 74.4:I:8 .4) Diabetes — no. (%) 461 (41.6) 466 (42.1)
Previous stroke — no. (%) 148 (13.4) 175 (15.8)

> % ,l\i . g,l\i _ 8 O . 2 O Previous myocardial infarction — no. (%) 384 (34.7) 393 (35.5)
. - . Previous PCl — no. (%) 781 (70.6) 783 (70.7)
Type of stent — no. /total no. (%)
> PCI : 1 5 64 A ( 7 O . 6 O/O ) Drug-eluting 500/723 (69.2) 477/721 (66.2)

Bare-metal 171/723 (23.7) 171/721 (23.7)
CA BG 2 5 2 A 1 1 4 0/ Both types 19/723 (2.6) 36/721 (5.0)
( . 0] ) Unknown 33723 (4.6) 37/721 (5.1)
Previous CABG — no. (3%) 125 (11.3) 127 (11.5)
> CHADSZO)E] %1@ : 2 Type of atrial fibrillation — no. (%)

Paroxysmal 596 (53.8) 580 (52.3)
CHADZSZ_VASCO) (| %1@ . 4 Persistent 164 (14.8) 175 (15.8)
u Permanent 347 (31.3) 353 (31.9)

Creatinine clearance
H AS B L E D 0) I:] %4@ : 2 Mean — ml/min 62.8+25.7 61.7+24.0

o Distribution — no./total no. (%)
> J 7 Z t |J \/ . 7 78* 7 O 2 O/O <30 ml/min 54/1053 (5.1) 60/1039 (5.8)
. . 30 to <50 ml/min 300/1053 (28.5) 2931039 (28.2)
—— =50 ml/min 699/1053 (66.4) 686/1039 (66.0)
=3 : 297 A (29.8%
PZY 1 2 BH  — | = [ [ 0

* Plus—minus values are means +SD. There were no significant differences between the two groups in the characteristics
listed. CABG denotes coronary-artery bypass grafting, and PCl percutaneous coronary intervention.

T The body-mass index is the weight in kilograms divided by the square of the height in meters. Data are missing for 75
patients in the monotherapy group and 86 patients in the combination-therapy group. 42
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Table S2. Additional Baseline Characteristics of Patients in the AFIRE Study.*

Characteristic Rivaroxaban  Combination
Monotherapy Therapy
(N=1107) (N=1108)

Characteristic Rivaroxaban  Combination Charactaristc ety | Ty
Monotherapy Therapy (N=1107) (N=1108)
(N=1107) (N=1108) mu‘ m; s
Type of DES in patients receving only
Weight - (kg) mean + standard deviation' 64.4212.6 64.3:12.7 e g - o Actal . (%) TISO(184)  TTHIT(16.)
Padraxe! ekang 200500 (4.0) 270477 (5.7)
Height — (cm) mean + standard deviation® 161.949.0 161.749.3 Zotarolmus ekang 20500 (4.6) 241477 (5.0)
Secads T
Comorbidities — no. (%) Unknoan 1500 (26) 121477 (2.5)
Hypertension 947 (85.5) 944 (85.2) V- bombesangens  VE0(162) 78417 (157)
Rnyzllipidemla ;g; Eég?; ;g; Egg; (:‘Em *:;d) = . Rt na. (%) 7119 (36.8) 13736 (36.1)
na : . ehang 3 -
Heart failure 389 (35.1) 399 (36.0) oot sk Tonen  wean
Hepatic function abnormal 29 (2.6) 12(1.1) sm :nno 5:}!;’9 (‘2:-33)3 2?:::5;)
Bleeding diathesis 19 (1.7) 13(1.2) = suting - :
onar ano(08  eos(6r)
M Hitory of ke e .
1 terriiory (multiple termiones allowed) - no. Aotal no. (%)

Ischemic stroke 140 (12.6) 161 (14.5) Right aosunery srtery

Hemorrhagic stroke 14 (1.3) 18 (1.6) e 12781 169) 125783 (16.0)
Transient ischemic attack 29 (2.6) 19(1.7) Distal ‘;;%: 2;45';’1 106783 {;’;)
Myocardial infarction 384 (34.7) 393 (35.5) Atnioverricular node beanch 20781(37) 311783 (4.0)
Systamic embolism o8 700 L S e e Eme

E . P
Deep vein thrombosis 7(06) 7(0.6) Ma_ oo 10 seomsian
Pulmonary embolism 4(04) 4(0.4) Diagonal branch 1 20781(38) 21783 (2.7)
agonal 6781 (46) 441783 (5.5
P oricetiorosts sblsarer 61(5.5) 63(5.7) Leh e ey wmibs e
eros erans X .

Chronic arterial occlusive disease 7(08) 11(1.0) Gl st sach oyl e PR AN
Other ischemic diseases 102(9.2) 89 (8.0) . tarsd 116781 (14.7)  127/783 (16.2)
Past bleeding complications 29 (2.8) 30(2.7) Posteriar bearch el g';’; %{:g;

3""‘ UTB1(0.1)  ATEa(0.5)
Drinking — no. (%) nknawn 0781 (38) 17783 (22)
No 523 (472) 534 (48.2) Previous infervention other han PCI - no. (%)
Less than 8 units/week 372 (3386) 363 (32.8) ﬁ::ﬂ.w ’:n rectom e 4004) 4(04)
More than 8 unitsiweek 212(19.2) 211 (19.0) Omers i shiution thersey el 33‘5‘3

Using of antiaertyythmic drug - no. (%)
Rhythm control 235(21.3) 242 (21.8)
Rate control 439(39.7) 428 (38.6)

Using of administration of non-steroldal anti-inflammatory
drugs (exchudng single use) - no. (%) 21(1.9) 24(22)

Prior history of antithrombotic drug - ro. (%)
lant

RF

1(C

CEkDIRUNE

BARERERESRL

Warfarn 148(134) 1®1(127)
Dabigatran 53 (4.8) 74 (6.7)
Rivaraxaban 622 (61.6) 668 (50.3)
Apoaban 108 (9.8) 127 (11.5)
Edaxaban 0@27) 31(28)
Ohers 4(04) 2(02)
No B2(7.4) 65(5.9)
Antgpiateiet
Aspunn 600 (54.2) 656 (59.2)
P2Y1s 294 (26.6) 300 (27.1)
Clopsdogrel 249 (22.5) 268 (24.2)
Tickopidine 14(1.3) 6 (0.5)
Prasugred 30(2.7) 28 (2.5)
Ticagrelor 1{0.1) 0(0.0)
Others 53(4.8) 41(37)
Cllostazol 16(1.4) 11(1.0)
Ethyt lcosapentate 28(2.5) 2422
Berageost 3(0.3) 202
Sarpogrelate 4(04) 4(04)
Others 4(0.4) 3(03)
No 258(23.3) 189 (18.0)
Use of proton pump inhibitors - no. (%) 663 (59.9) 654 (52.6)
HAS.8LED score - medan 2 2
0-no. (%) 17 (1.5) 7 (0.6)
1« no. (%) 207 (18.7) 186 (16.8)
2-no. (%) 562 (50.8) 583 (52.6)
3 - no. (%) 244 (22.0) 245 (22.5)
4 < no. (%) 36(3.3) ar@Ey)
5 no. (%) 3(0.3) 4(04)
CHADS: score ~ medan 2 2
0-no. (%) 3(0.3) 2(02)
1= no. (%) 230 (20.8) 241 (21.8)
2-no. (%) 404 (36.5) aTe(34.1)
3-no. (%) 272(246) 275 (24.8)
4 - no. (%) 122(11.9) 141(127)
5= no. (%) 59 (5.3) 50 (4.5)
6~ no. (%) 7 (0.6) 21(1.9)
Characteristic Rivaroxaban  Combination
Monotherapy
(N=1107) (N=1108)
CHADS - VASe score — median 4 4
0~ no. (%) 1(0.1) 0(00)
1~ no. (%) 31(28) 36(32)
2« no. (%) 122(11.0) 140 (12.6)
3-no. (%) 275(24.8) 260 (21.5)
4-no. (%) 2089 (27.9) 257 (232)
5 - no. (%) 198(17.9) 221(19.9)
6~ no. (%) 117 (10.6) 132(11.9)
7= no. (%) 45(4.1) 49 (4.4)
8« no. (%) B80.7) 13(1.2)
9« no. (%) 140.1) 0(00)

Mmmwmmmmmn characteristics bsied, with
hepatic function; use of biolimus-chaing sients n

pmmmmoh“p'ms&y m:xsmmmmmmnm
mmmm:n&swm prior history of aspirin, no peior history of ansplatelet

Duh“msnigmt"p:lnmsntmmmwymnw57po-mnmacmunmm
therapy arm.

* Data are missing for 72 patients in the menctherapy arm and 84 patients in the combination
therapy arm.

BMS, bare-metal stent; DES, drug-eluting stent; PCl, percutanecus coronary



ReS u ItS@ A Primary Efficacy End Poinié

Primary outcome O o

90 P<0.001 for noninferiority

50 IRBUANIME = JANETE N 11 AY /I E

70+

60 Rivaroxaban
FERFMEFO MDA o 7 0O 5 A
5 S S

e

Cumulative Incidence of Event (%)

10

4.14%/ N4E vs 5.75% / NEE o
(HR:0.72 95%CI 0.55-0.95 P<0.001 o+ B B4 &
LT —21.46)>FFE B (MITTE) | wo.atrisk

Combination 1108 1057 962 754 499 292 80
therapy

* PPARAT C BREIEKICIELS SR/ sensitivity analysiSTER| Mamany 0 % 7 s 388
BT Z DMEF T (CEE USRI ZITUIESER

*ém@mﬁ&%&zu&(;@@m STl % 4T B S5= U (P=0.02)
. EBHICEHEESNEBDTIZED S =
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Results@®
Primary outcome

FEZELEFINDA

1.62%/ AN vs 2.76%/ ANEE
(HR:0.59 95%CI 0.39-0.89 P=0.01)
AR (mITTRERAT)

B Primary Safety End Point

100+ 18: Hazard ratio, 0.59 (95% Cl, 0.39-0.89)
< 90 g.| P=0.01 for superiority
*§' g ] i =l ation therapy
L
70
s 5
§ 60 4
§ 50— ;: Rivaroxaban
Lé 40 14 [ | =
.g 30+ 0 T T T T T 1
© 0 6 12 18 24 30 36
'E 20
s 10
V)
0 i | I I I 1
0 6 12 18 24 30 36
Months
No. at Risk
Combination 1099 1055 962 750 506 294 80
therapy
Rivaroxaban 1099 1074 994 786 526 312 89
monotherapy
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Results®

Secondary outcome

7
Table 2. Primary and Secondary Efficacy and Safety End Points.*

Rivaroxaban
Monotherapy
End Point (N=1107)
Secondary efficacy end points
Cardiovascular events
Ischemic stroke 21 (0.96)
Hemorrhagic stroke 4 (0.18)
Myocardial infarction 13 (0.59)
Unstable angina requiring revascularization 13 (0.59)
Systemic embolism 2 (0.09)
Death 41 (1.85)
Cardiovascular 26 (1.17)
Noncardiovascular 15 (0.68)
Ischemic cardiovascular events or deathi: 114 (5.37)
Net adverse clinical events§ 84 (3.90)
Secondary safety end points
Any bleeding 146 (7.22)
Nonmajor bleeding 121 (5.89)

o HAMMERNEAR, BET.
=A(CU R TR

« 2RBEMMEANRT MEBERICURDIR

Combination
Therapy
(N=1108)

28 (1.31)
13 (0.60)
8 (0.37)
18 (0.84)
1 (0.05)
73 (3.37)
43 (1.99)
30 (1.39)
141 (6.77)
131 (6.28)

238 (12.72)
198 (10.31)

Hazard Ratio
(95% Cl)

0.73 (0.42-1.29)
0.30 (0.10-0.92)
1.60 (0.67-3.87)
0.71 (0.35-1.44)
1.97 (0.18-21.73)
0.55 (0.38-0.81)
0.59 (0.36-0.96)
0.49 (0.27-0.92)
0.80 (0.62-1.02)
0.62 (0.47-0.82)

0.58 (0.47-0.71)
0.58 (0.46-0.72)

P

DINEFET. IBLMEIET.

Valuey

i R A 2=

SR (S
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- Minimization(C&EDEEZ S > ML

- open labelTH D, #ERICEET DAY FAACEREE - BJ
Ow H—71R EDERIDIHS (CDULTODEEEH 2 < Performance
biashH'd B E]EE4

- BRRNDZEAETIED AT THDEFEE. EF. AIREDEHE,
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- MITTETZATIR D T EWVWVDEEEICIRD TLBN., ERIIARKDE
LR CTOMITTEAT(ZITHON TRV

>

& Drop out U2 BEDIZH Tnon adherencefDH TETINRNET
HBDN. KARTEE ROYI PO MEANA R I AO—2NTHS
9 (=loss to follow-up). 3ZIEDFZEDUIEEEZEBTE TR

& /=, loss to follow-upDEIENZWNGE(C(ET D M HLZEREE
TJAO—HREEEDCcomplete data analysis + REDF&EIT
S ENHEREINBIMNZDEEEHH RN

50



AR EZHE -@:EIR/ (17 X

@iER/I 177 X

- AF ROCKET K D CHADS2MDHSUYENME < (2 vs 3)EAEDERE
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» AFIRE & OAC-ALONE®DLEER

Age

Male

DM

Current smoker
BMI

Previous stroke

Previous MI

base line®Dz=

OAC-ALONE
OAC alone OAC+APT
74.9+0.4 75.2+0.4
85.5% 85%
44.2% 39.9%
7.9% 6.7%
24.3+£3.4 24.4+£3.4
16.0% 14.2%
37.5% 39.6%

(2013/11/5~2016/12/28=#J3%)

FLEDLEER

AFIRE
U){—0OFY/){> alone U)—OFH/)(>+APT
74.3+£8.3 74.4+£8.2
79% 79%
41.6% 42.1%

13.2% 13.2%
24.5+3.7 24.5+3.7
13.4% 14.2%

34.7% 35.5%

(2015/2/23~2017/9/30=$924E )

ZHO DR\ eeoszns),



AFIRE &~ OAC-ALONE®DLEER

FEMmES
=27
DINERHESE
DADEEE

i I P4 A 24

ISTH -~ b

OAC-ALONE AFIRE

U)—0OFH5)> U)—0OF85I)>

OAC alone(344) OAC+APT(346) alone(1107) +APT(1108)
54(6.4%/4F) 2 47(s.5%/%E) 89(4.14%/AE) < 121(5.75%/A%)
40(4.6%/F) > 31(3.5%/4E) 41(1.85%/A5E) < 73(3.37%/ A4E)
20(2.3%/%F) > 17(1.9%/4) 26(1.17%/AEE) < 43(1.99%/A&)
8(0.93%/4F) 4(0.46%/4F) 13(0.59%/ A5F) 8(0.37%/ AF)
12(1.4%/4F) 12(1.4%/4) 21(0.96%/ A£E) 28(1.31%/ AE)
27(3.2%/4E) 36(4.3%/4E) 35(1.62%/ A4E) 58(2.76%/ A£E)

- AR FE DX HRRFDFER (FLE D TULVZ(CBREND 59 OAC

'I-

ERlEFOEEFMmIA

I, LMEFREEIE TERD T

tEEIDFEERE D I
*}OAC-ALONE & AFIRET (IIMITHENNE IR AT ER ORELAIME

HiBoIa

x

M IE

(CLCTULD

55



BROIERBEHNTIEEHRZER
- OAC-ALONERHZE & LEB U THEE (FX202 L\ (7% vs 1%)

 Open label(C k& Performance /\-J7 X, Information/\-J7 X
WS AH AT —DRIEEEIEEE TSR

* OAC-ALONERRZFE TIEOACDH(CVKADGEFIN3 /472 LEHTH D
TOHEDBASND
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Step4 . JEFIA\DIE/E

MRBEEREFRDOERS LLUTWLED

¥WEkEE & TR CDBaseline®HER

76/%(74)FBMHE(#I80%). CHADS,:2(2),CHA,DS,-VASC:4(4),HAS-
BLI%D(:B()Z) ( 0) 2:2(2),CHA;DS, (4)

« 2FRIICDEST#8MDPCIHE T4 (%370%)
e ZORI)\—0OFH)\ > EFREU > TIESNTLE
S>EREEEND UE VIR IRaEAR (TR0,

HFX TDInclusion/Exclusion
Inclusion criteriazim/= U. Exclusion criteriaZzim/z =780\,
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Step4 . EFIA\DIE/E
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Step5.1-4DRE L

* Stepl FBDEINL
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* Step?2 X DIRZR
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