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Table 3. Rates of Bleeding Events.*

Rivaroxaban Warfarin Hazard Ratio
Variable (N=7111) (N=7125) (95% ClI)f P Valuej
Events Event Rate Events Event Rate
no./100 no./100
no. (%) patient-yr no. (%) patient-yr
Principal safety end point: major and nonmajor 1475 (20.7) 14.9 1449 (20.3) 14.5 1.03 (0.96-1.11) 0.44
clinically relevant bleeding§
Major bleeding s
~ —
Any 395 (5.6) 3.6 386 (5.4) 3.4 1.04 (0.90-1.20) 0.58 . j( Il:l:ll .[III. |J 2 /_ ] (j: I ’) |/ ] 7 |J _/ t ||:|| %
Decrease in hemoglobin =2 g/dI 305 (4.3) 2.8 254 (3.6) 2.3 1.22 (1.03-1.44) 0.02 /
. =
Transfusion 183 (2.6) 16 149 (2.1) 13 1.25 (1.01-1.55) 0.04 i&ﬁE E’J H:I' _ml uHE=s Pt_l H:I' _ml (j:
Critical bleeding9] 91 (1.3) 038 133 (1.9) 1.2 0.69 (0.53-0.91) 0.007 . ~ [ —
Fatal bleeding 27 (0.4) 0.2 55 (0.8) 0.5 0.50 (0.31-0.79) 0.003 . %*@JIE O)%EE >§( ( 3: f 7 ) l/ 7 J7 IJ 4 (L
-1 N
Intracranial hemorrhage 55 (0.8) 0.5 84 (1.2) 0.7 0.67 (0.47-0.93) 0.02 2IN o~
7= N -
Nonmajor chmically relevant bleeding TS e 118 T ey 114 104 (0.06-1.13) 038 =5 L )Td\b\ D t_(HR:O_79, 959, CI 0_66—0,96)
Table 2. Primary End Point of Stroke or Systemic Embolism.*
Hazard Ratio
Study Population Rivaroxaban Warfarin (95% Cl)7 P Value
No.of No.of Event No.of No.of Event —_
Patients Events Rate Patients Events Rate Noninferiority Superiority %OAC:ﬁ HE a 5 (L_ ' ] 2 B
no./100 no./100 O ( = b“ é % =
patient-yr patient-yr D ACO) 35 ) \ )
Per-protocol, as-treated 6958 188 1.7 7004 241 22 0.79 (0.66-0.96) <0.001
population::
Safety, as-treated population 7061 189 1.7 7082 243 2.2 0.79 (0.65-0.95) 0.02
Intention-to-treat population§ 7081 269 28]} 7090 306 2.4 0.88 (0.75-1.03) <0.001 0.12
During treatment 188 1.7 240 2.2 0.79 (0.66-0.96) 0.02
After discontinuation 81 4.7 66 43 1.10 (0.79-1.52) 0.58

N Engl J Med 2011;365:883-91
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ATLAS ACS2-TIMI51 Trial
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End Point Rivaroxaban
2.5mg 5mg
Twice Daily Twice Daily Combined
(N=5114) (N=5115) (N=10,229)
Efficacy
number (percent)
Death from cardiovascular causes, myocardial in- 313 (9.1) 313 (8.8) 626 (8.9)
farction, or stroke — primary end point
Death from cardiovascular causes 94 (2.7) 132 (4.0) 226 (3.3)
Myocardial infarction 205 (6.1) 179 (4.9) 384 (5.5)
Stroke
Any 46 (1.4) 54 (1.7) 100 (1.6)
Ischemic 30 (1.0) 35 (0.9) 65 (0.9)
Death from any cause, myocardial infarction, or 320 (9.3) 321 (9.1) 641 (9.2)
stroke — secondary end point
Death from any cause 103 (2.9) 142 (4.4) 245 (3.7)
Stent thrombosis 47 (2.2) 51 (2.3) 98 (2.3)
(N=5115) (N=5110) (N=10,225)
Safety
TIMI major bleeding not associated with CABG 65 (1.8) 82 (2.4) 147 (2.1)
TIMI minor bleeding 32 (0.9) 49 (1.6) 81 (1.3)
TIMI bleeding requiring medical attention 492 (12.9) 637 (16.2) 1129 (14.5)
Intracranial hemorrhage 14 (0.4) 18 (0.7) 32 (0.6)
Fatal bleeding 6 (0.1) 15 (0.4) 21 (0.3)

Placebo
(N=5113)

376 (10.7)

143 (4.1)
229 (6.6)

41 (1.2
34 (1.0)
386 (11.0)

153 (4.5)
72 (2.9)
(N=5125)

19 (0.6)
20 (0.5)
282 (7.5)
5(0.2)
9(0.2)

Rivaroxaban 2.5 mg Twice Daily
vs. Placebo

Hazard Ratio
(95% C1)

0.84 (0.72-0.97)

0.66 (0.51-0.86)
0.90 (0.75-1.09)

1.13 (0.74-1.73)
0.89 (0.55-1.45)
0.83 (0.72-0.97)

0.68 (0.53-0.87)
0.65 (0.45-0.94)

3.46 (2.08-5.77)
1.62 (0.92-2.82)
1.79 (1.55-2.07)
2.83 (1.02-7.86)
0.67 (0.24-1.89)

P Value
miTT ITT
0.02 0.007
0.002 0.005
0.27 0.09
0.56 0.47
0.64 0.82
0.02 0.004
0.002 0.004
0.02 0.02

<0.001
0.09

<0.001
0.04
0.45
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Rivaroxaban 5 mg Twice Daily

vs. Placebo

Hazard Ratio
(95% Cl)

0.85 (0.73-0.98)

0.94 (0.75-1.20)
0.79 (0.65-0.97)

1.34 (0.90-2.02)
1.05 (0.65-1.68)
0.84 (0.73-0.98)

0.95 (0.76-1.19)
0.73 (0.51-1.04)

4.47 (2.71-7.36)
2.52 (1.50-4.24)
2.39 (2.08-2.75)

3.74 (1.39-10.07)

1.72 (0.75-3.92)
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Rivaroxaban Combined

vs. Placebo
P Value Hazard Ratio P Value
(95% Cl)
miTT ImT miTT ITT
0.03 001 [ 0384(0.74-096) 0.008  0.002
0.63 0.57 0.80 (0.65-0.99) 0.04 0.05
0.02 0.008 0.85 (0.72-1.00) 0.047 0.01
0.15 0.11 1.24 (0.86-1.78) 0.25 0.19
0.84 0.72 0.97 (0.64-1.47) 0.89 0.94
002 002 084 (0.74-0.95) 0006  0.002
0.66 0.89 0.81 (0.66-1.00) 0.04 0.08
008 004  069(0.51-0.93) 0.02 0.008
<0.001 3.96 (2.46-6.38)  <0.001
<0.001 2.07 (1.27-3.37) 0.003
<0.001 2.09 (1.83-2.38) <0.001
0.005 3.28 (1.28-8.42) 0.009
0.20 | 1.19 (0.54-2.59)  0.66

5L

%35 D

N Engl J Med 2012;366:9-19



CCECDERCHD

« A RZA4>2TIlE.
—EHARIDTriple therapyZ#E L TL\BHN
VKA EDOACDIEWCDWTIIHFICER UL TULVRLY
« ITEFEDAT T MDD TWVDZ &L
VKA+20OE RJLJLICKBDual therapyh Triple
therapy(C% SiRUEIEEEN D D
DOACIIVKAKX D BHIMY R V=R =E B

3 Fal rul UN
DOACZHU\/ZTriple therapy DA (LT TUVELY

MY X TZRS I Tehies. DOACZZO Triple therapy
£ U < [EDual therapy®D(ESHKWVDTIEIIRUH ?



EBMMD=EK 5steps

Stepl  #FBEDENL
Step2  FAEXDIRZRE

Step3 WX OHLLFIFIISIR
Step4  EHIANDIEFR

Step5  Stepl-4DREEL



=m > DPICO

Patient : AfDH BPCIEDESE

Intervention : U)\—0O0FH) >S5S A

Control :JIL D 7V >z =0 Triple therapy
Outcome BT AR MMEIRDH

Trial : Randomized Control Trial

PIONEER AF-PCI Trial



Inclusion criteria

« 18FLLE
« 257> MEBEMSPCIETH DT &
» FEEDEESBMIZEIHIZIADELEN DD &
1. 1ENRCI2FELER, AILT—LEBE, R—ZA—H—
5L < ZZDMDER CRIFS NIz, FVEE - I -
K EDIER AT
2. 1ELLERICI2E5E0LER, ALY —DER, R—AA—h—
51 < (Z DD CIRIR SN RARNE - FNE - KD
FEABEIEAT 5 S B, PCIRIOD3 . ARIOACHR

 THDBE. BIRLTOB ST TRIEARNS
1847 AMLE)E U< FFERERETHRMICAREE
BoleEM. BUL [FBIELTNBED

« EREDG D EEDERES, HCGR Y —=> IRl
CThdlE




Exclusion criteria

1. FURERENZERERDIEDIHE
B0EUAICEEN 4 - BRARR (CEAIR
HIMh'Hp diEE. HMZEERNHDIHEE
[Mm/)\R< 973 /uL
SREAHMOBIEN S D
1245 AUAICERARM (CEXRIRE{EE I
BIEN DD
VKARARF T(IRVDICPT-INRDIEEE LD
ERELUTLD
ZOfHImY X0 Z & T DR FNHD

2. Wz2EFRE U (EITIAOBIEN B D

. FAHANKFCORERES 3 v IE UL IRIDEY
K%ﬂﬁ?b‘@%

4. CrCL<30mL/min

5. FEESL < (IAFHEET X NTREN S
%AS\TD‘IE.\%TIEQDS%J;U:\ ALTAOIESTE
WEU)JLE S H R B2 |)

6. EEREOEM(Hb<10g/dL)
7. HIVERREN S S

. 6 AURICENE UL [ET7IILI—-ILRED
II:‘J VAN SR

34’IL/U:\

S FRMN127BUUNTH S

1 0. 30BLAICAFHICLEIR, EREIME
DEN DB
1 1. PCIFHHICRT> MIEZSED
FIREN®SD. A7 > MnXF> bDYREE
1 2. PCLHIEBEHNELEZE T UL TULRLY -
CABGZFELTL\B

1 3. VKA, ZXEU>. P2Y12BR=EE(EH

DEZIEB N H D

1 4. o¥EMEDOAfTCH D (BRIREOY —
fhZEre. BER)

1 5. AfOMICHUSEEIR A Z WE &3 DIRER
N D (EERAAIRIE. i+, DVT.
A, AZEAMMIE)

1 6. CYP3A4PHEEHAHDMEEZEEICKD
BEEZITTLD

17. U)\—0OxF9)> 27U )LF—3
BEMENSD D

1 8. NSAIDsT4EMU FiBEITDHEN

. HRE U S (HRFLF
. EHEOEMEEEN DD
. MFRAIDERAEE L < (ZZDZHRIE

NN~ St
—= O WO N



Intervention&Comparison
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XARELTO® 15 mg qd*
Clopidogrel 75 mg qd'

= 1,6, or 12 months —f

XARELTO?® 2.5 mg bid
Clopidogrel 75 mg qd”
Aspirin 75-100 mg qd*

Aspirin 75-100 mg qd

I 1,6, or 12 months —

VKA (target INR 2.0-3.0)
Clopidogrel 75 mg qd'

VKA (target INR 2.0-3.0)
Aspirin 75-100 mg qd Aspirin 75-100 mg qd

End of
treatment
12 months

E WOEST

Like

XARELTO* 15mg QD ATLAS 2
Like

Triple
Therapy

- S—AIRELTHS
72 EILAARIC, PT-
INR=E2.5&10725
Randomize

- DAPTOOHAR &
IIRERDIERRES > S
IMEDRITRE U
JIL—TDO@BIC
1:1:1ERBKDEID
fF0F




Outcome

- 2% (Safety endpoint)
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2236 Patients were screened for eligibility

112 Did not meet eligibility criteria

2124 Were enrolled in the trial
338 Were in 1-mo DAPT stratum
737 Were in 6-mo DAPT stratum
1049 Were in 12-mo DAPT stratum

'

|

F 47—
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2124 \EA AN =M.
DAPT14 HH'338A.
DAPT64 HMN737 A

DAPT124 H'1049 A

709 Were assigned to group 1

'

709 Were assigned to group 2
109 Were in 1-mo DAPT stratum
248 Were in 6-mo DAPT stratum
352 Were in 12-mo DAPT stratum

706 Were assigned to group 3
115 Were in 1-mo DAPT stratum
246 Were in 6-mo DAPT stratum
345 Were in 12-mo DAPT stratum

|

|

696 Received =1 dose of the trial drugs

706 Received =1 dose of the trial drugs
108 Were in 1-mo DAPT stratum
248 Were in 6-mo DAPT stratum
350 Were in 12-mo DAPT stratum

697 Received =1 dose of the trial drugs
113 Were in 1-mo DAPT stratum
243 Were in 6-mo DAPT stratum
341 Were in 12.mo DAPT stratum

696 Were included in the primary
safety analysis

694 Were included in the secondary
efficacy analysis

706 Were included in the primary
safety analysis

704 Were included in the secondary
efficacy analysis

697 Were included in the primary
safety analysis

695 Were included in the secondary
efficacy analysis
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146 Discontinued the trial
20 Died
3 Withdrew consent
123 Had other reasons

149 Discontinued the trial
22 Died
3 Withdrew consent
124 Had other reasons

205 Discontinued the trial
22 Died
3 Withdrew consent
180 Had other reasons
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Primary safety endpoint: 2%
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