Journal club
ll)‘%%ﬂ]ﬁ’]&é‘# L/t'.'.
PCIZEH(CX I SNOAC



AHDsH

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Prevention of Bleeding in Patients
with Atrial Fibrillation Undergoing PCI

C. Michael Gibson, M.D., Roxana Mehran, M.D., Christoph Bode, M.D.,
Jonathan Halperin, M.D., Freek W. Verheugt, M.D., Peter Wildgoose, Ph.D.,
Mary Birmingham, Pharm.D., Juliana lanus, Ph.D., Paul Burton, M.D., Ph.D.,

Martin van Eickels, M.D., Serge Korjian, M.D., Yazan Daaboul, M.D.,
Gregory Y.H. Lip, M.D., Marc Cohen, M.D., Steen Husted, M.D.,
Eric D. Peterson, M.D., M.P.H., and Keith A. Fox, M.B., Ch.B.



48 =
H =2

==

e PCIICCRT> MERERZIESE. —THAM
2FEFEDIIN/IMNE (DAPT) ABEZI1TD.

- EiyRE (SO EMMEN (Af) 2B 9 dGA.
DAPT(Jm&‘E SR Z I X 23R HAEE=
1TOH. HIMUXRIHW LRI B8,
PDI(C< L\c_c‘:15%77b\




B

=
T~

2 Asplrln Clopidogrel, Warfarin#EH&E1HHE &

HiinYJ R % @4 U J=Observational Cohort

FUMARRRDENMEZ D (FEHMM D) XD (BN
4% (C Clopidogrel & WarfarinD2&I = EHT 5 &

R OENN

Lancet 2009;374:1967-74

& AFEE CTPCIZE{T = /2426540 prospective study

WarfarinzZ il X 7= 1.
SHES BV E= e =1y aN

L

1

(.

DIME-T/RN> b

URXDEEFTD

J Am Coll Cardiol 2008:; 51:818-25



Risk of bleeding in patients with acute myocardial infarction \
treated with different combinations of aspirin, clopidogrel,

and vitamin K antagonists in Denmark: a retrospective

analysis of nationwide registry data

Rikke Serensen, Morten L Hansen, Steen Z Abildstrom, Anders Hvelplund, Charlotte Andersson, Casper Jargensen, Jan K Madsen, Peter R Hansen,
Lars Keber, Christian Torp-Pedersen, Gunnar H Gislason
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Propensity score

Stratified for bleedingt Stratified for aspirin plus clopidogrelt
Aspirin alone Reference Reference
Clopidogrel alone 1-29 (1.15-1-40) 1.32 (1.10-1.58)
Vitamin K antagonist alone 1.23 (0-94-1.61) 1.22 (0-93-1-60)
Aspirin plus dopidogrel 1-42 (1-24-1.63) 1.47 (1.28-1.69)
Aspinn plus vitamin K antagonist 1.83 (1.51-2.22) 1.82 (1.50-2.20)

Vitamin K antagonist plus dopidogrel  3-41 (2.35-4.95)

3-51(2-42-5-09)

Triple therapy 3-86 (2.94-5.07)

4.05 (3-08-5-34)
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Anticoagulant and Antiplatelet

Therapy Use in 426 Patients With

Atrial Rbrillation Undergoing Percutaneous
Coronary Intervention and Stent Implantation

Implications for Bleeding Risk and Prognosis

Juan M. Ruiz-Nodar, MD, PaD * Francisco Marin, MD, PuED. i1 Jos¢ Antonio Hurtado, MD,j{
José Valencia, MD, PuD * Eduardo Pmar, MD, PuD,ii Javier Pineda, MD, PuD *

Juan Ramoé6n Gimeno, MD, PuD .71 Francisco Sogorb, MD, PED * Mariano Valdes, MD, PuD .7
Gregory Y. H. Lip, MD, FACC, FESC§

Alicante, Muraa, and Madrid, Spain; and Birmingham, United Kingdom
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IV B Baseline Characteristics of the Study Population

Whole Cohort Chronic Paroxysmal
n = 426 n = 256 (60.1%) n = 170 (39.9%) p Value

Men, n (%) 70.9 69.0 73.7 0.31
Age (yrs) 715+ 85 72385 700 £ 85 <0.01
Medical history

Diabetes (%) 40.2 415 382 0.49

Hypertension (%) 74.5 75.4 73 0.58

Previous heart failure (%) 26.7 324 17.4 <0.01

Previous stroke or thromboembolism (%) 15.9 18 12.4 0.14

Renal failure 149 128 214 0.39
Number of embolic factors 25*11 271 1911 <0.01
Any embolic factor 95.8 96.9 923 0.21
CHADS, risk score 2 (1-3) 2(2-3) 2(1-2) <0.01
Previous ischemic events (%) 43.7 451 40.3 0.29
Treatment on admission (%)

Previous aspirin 36.2 315 436 0.01

Previous clopidogrel 13.8 13.4 145 0.77

Previous oral anticoagulation 50.1 69.2 16.0 <0.01
Indication of the catheterization procedure (%) 0.22

Acute STEMI 201 16.4 25.7

Acute NSTEMI 63.8 66.1 60.5

Stable angina and/or ischemia 16.1 17.5 138




IV B Baseline Characteristics of the Study Population

Whole Cohort Chronic Paroxysmal
n = 426 n = 256 (60.1%) n = 170 (39.9%) p Value
Men, n (%) 70.9 e—d—1
Age (yrs) 715+ 85 * |:|J7J<JW
Medical history — _I_
=] ,
Diabetes (%) 40.2

~
Hypertension (%) 74.5 [L,\;i O)EE'ij
Previous heart failure (%) 26.7 W/ |_ \Vi—— /3\5
Previous stroke or thromboembolism (%) 15.9 H X H %*EE@EE‘

Renal failure 14.9 EX q
Number of embolic factors 25+11
Any embolic factor 95.8

CHAI-}SE r-isk scn.re 2;;-:} 6 0/0 b\‘ 1 DJ/X |

Previous ischemic events (%)

Treatment on admission (%) OO/OLXJ:b ZDLXJ:O)

Previous aspirin 36.2

Previous clopidogrel 13.8 H“I*E% IJ Xg @ D
Previous oral anticoagulation 50.1
Indication of the catheterization procedure (%) 0.22
Acute STEMI 201 16.4 25.7
Acute NSTEMI 63.8 66.1 60.5

Stable angina and/or ischemia 16.1 17.5 138




-1 R Antithrombotic Regimen Adopted in AF Patients at Discharge

Whole Cohort Chronic Paroxysmal
n =426 n = 256 n =170 p Value
Coumarin + aspirin + clopidogrel (%) 213 (50) 143 (55.8) 70 (41.3)
Aspirin + clopidogrel (%) 174 (40.8) 90 (35.2) 84 (49.5)
Coumarin + aspirin (%) 8(1.9) 6(2.3) 2(1.2)
Coumarin + clopidogrel (%) 16 (3.7) 13(5.1) 3(1.7)
Coumarin monotherapy (%) 5(1.2) 2(0.8) 3(1.7)
Aspirin monotherapy (%) 5(1.2) 0 5(2.9)
Clopidogrel monotherapy (%) 5(1.2) 2(0.8) 3(1.7)

=0.01

The p value is for the comparison of the chronic AF versus paroxysmal AF groups (Fisher test p < 0.01).
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Table 5 Events During Follow-Up
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Whole Cohort Anticoagulated Not Anticoagulated

n=373 n =195 n=178 p Value
Major bleeding (%) 12.3 14.9 9.0 0.19
Minor bleeding (%) 11.0 126 9.0 0.32
Embolism (%) 4.2 17 6.9 0.02
Death (%) 22.6 178 27.8 0.02
Acute myocardial infarction (%) 84 6.5 10.4 0.14
Target vessel revascularization (%) 7.0 T1 8.4 0.3
Target vessel failure (%) 9.2 9.2 16.7 <0.01
Revascularization of other lesions (%) 7.1 5.9 8.5 0.25
Subacute or late thrombaosis (%) 1.2 1.2 1.3 0.65
MACE (%) EE,HMMEALANYBM 32.3 26.5 38.7 0.01
MAE (%) 36.6 318 41.9 0.03

The p value represents the comparison of the anticoagulated and nonanticoagulated groups.
MACE = major adverse cardiovascular events: MAE = major adverse events.
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Major bleeding (%) 12.3 14.9 9.0 0.19
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MACE (%) EE,HMMEALANYBM 32.3 26.5 38.7 0.01
MAE (%) 36.6 318 41.9 0.03

The p value represents the comparison of the anticoagulated and nonanticoagulated groups.
MACE = major adverse cardiovascular events: MAE = major adverse events.
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oral anticoagulant therapy and undergoing percutaneous -
coronary intervention: an open-label, randomised,

controlled trial
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Double therapy Triple therapy Double therapy Triple therapy
(n=279) (n=284) (n=279) (n=284)
Clinical baseline characteristics (Continued from previous column)
Mean (SD) age (years) 703 (7-0) 69.5 (8-0) Indication for oral anticoagulation
Sex {maleffe male} 214 WI}EFEE [23%) 734 {32%}1.'5,[' [15%} Atrial fibrillation/atnal flutter 164/236 I:EIQ':F‘E:I 162/234 {Elg'}{::l-
Risk Factors Mechanical valve 24/236 (10%) 25/234 (11%)
_ aneurysm, pulmonary
Diabetes 68 (24%) 72(25%) embolus, PAD, EF <30%)
Hypertension 193 (69%) 193 (68%) Acute coronary syndrome at baseline
Hypercholesterolaemia 191 (68%) 205 (72%) Yes 69 (25%) 86 (30%)
Current smioker 60 (22%) 42 [15%) Ejection fraction
Family history of CAD 116 (42%) 122 (43%) Mean (5D} at baseline (%) 46 (15) 47 (13)
History of myocardial 96 (34%) 100 (35%) EF <30% 40/190 (21%) 37/206 (18%)
infarction
History of heart failure 71(25%) 70 (25%) Values are n (%) unless stated otherwise. Categories do not add up to 100% for all
. variables owing to missing values. BMI=body-mass index. CAD=coronary artery
History of stroke 43 (18%) 50 (18%) disease. PCl=percutaneous coronary intervention. CABG=coronary artery bypass
History of PCI 86 (31%) 101 (36%) graft. AF=atrial fibrillation. ACE-inhibitor-angiotensin-comverting-enzyme
History of CABG 56 (20%) 74 (26%) inhibit{:r._ﬁ.F!E: anginterTsin-ll-recepfur F:Incl:er_ I?PI:pmtun-Flump inhibitor.
) ) _ PAD=peripheral artery disease. EF=ejection fraction. * n=163 in the double-
H'5t':‘f}’ of gastrointestinal 14 (5%) 14 (5%) therapy group and n=161 in the triple-therapy group.
bleeding
History of renal failure 51(18%) 48 (17%) Table 1: Clinical characteristics and treatments at baseline

CHADS, score at baseline for AF patients®
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Double therapy  Triple therapy Hazard ratio (95%Cl) pvalue

(n-279) (n=284)
Any bleeding event 54 (19-4%) 126 (44-4%) 0-36 (0-26-0-50) <0-0001
TIMI bleeding
Major 9 (3-2%) 16 (5-6%) 0-56 (0-25-1.27) 0-159
Major and minor 39 (14-0%) 89 (31-3%) 0-40(0-27-0-58) =0-0001
GUSTO bleeding
Severe 4 (1-4) 10 (3-5%) 0-40 (0-12-1.27) 0-119
Severe and moderate 15 (5-4%) 35 (12-3%) 0-42 (0-23-0.76) 0-003
BARC bleeding
3 18 (6-5%) 36 (12.7%) 0-49 (0-28-0-86) 0-011
3c 3 (11%) 3 (11%) 1-00 (0-20-4-90) 0-996
3h 6 (2-2%) 14 (5-0%) 0-43 (0-17-1-10) 0-074
3a 0 (3-2%) 19 (67%) 0-47 (0-21-1-00) 0-054-
2 23 (B-2%) 59 (20-8%) 0-36 (0-23-0-59) =0-0001
243 40 (14:3%) 90 (31.7%) 0-40 (0-28-0.58) <0-0001
1 18 (6-5%) 45 (15-8%) 0-38 (0-22-0-66) 0-0004
Any blood transfusion 11 (3-9%) 27 (9-5%) 0-39* (0-17-0-84) 0011

Percentages are calculated from the Kaplan-Meier curve. TIMI= Thromboly sis in Myocardial Infarction criteria.
GUSTO=Global Utilization of Streptokinase and Tissue Plasminogen Activator for Occluded Coronary Arteries aiteria.
BARC=Bleeding Academic Research Consortium criteria. *Odds ratio.

Table 3: Results for the primary endpoint at 1year
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Double therapy Triple therapy Hazard ratio (95% Cl) pvalue

(n=297) (n=284)
Combined secondary endpoint 31(11-1%) 50 (17 -6%) 0-60 (0-38-0.94) 0-025 N ’;’._‘l' W —
Death ILJ\ E{f\/ I\(L_
All-cause 7{2.5%) 18(63%) 0-39 (0-16-0-93) 0027 —
Cardiac 3(1:1%) 7(25%)  043(011-166) 0-207 F*ﬁ L/ t ( j: EJ_.I E¥ FEﬁ T“
Non-cardiac 4(1-4%) 11(3-9%) 036 (0-11-1-13) 0-069
Myocardial infarction ﬁ =z %r\ b
Any 9(3-2%) 13 (4-6%) 0-69 (0-29-1.60) 0-382 E d\
STEMI 1(0-4%) 3(11%) 0-34 (0-04-325) 0325
Non-STEMI 8(2-9%) 10(3-5%) 079 (0-31-2.01) 0-625

Target-vessel revascularisation

PClor CABG 20 (7-2%) 19(67%)  105(056-197) 0876 T IJ ;( ; @1& |
pcl - B

17 (6-1%) 16 (5-6%) 1-06 (0-54-2-10) 0-869

CABG 3(11%) 3(11%) 1-00 (0-20-4-90) 0-998 -_— -b \ t
Stroke (L— t -|J Td\ j

Any 3(11%) 8(2.8%) 0-37 (0-10-1-40) 0128 LI

Ischaemic 2(D:7%) 8(2-8%) 0-25 (0-05-1.17) 0-056 §E S —|—, > -lJ 1‘&% |

Haemorrhagic 1({0-4%) 0 MNA 0321
Disabling 2(07%) 2(07%) 0-99 (0-14-6.99) 0-988
Mon-disabling 1({0-4%) 7(2:5%) 0-14 (0-02-116) 0034
Stent thrombosis
Any 4{1.-4%) 9{3-2%) 0-44 (0-14-1.44) 0-165
Definite 1({0-4%) 3(11%) 033 (003-322) 0-319
Probable 0 2(07%) NA 0-161
Possible 3(1-1%) 4(1-4%) 075 (0-17-3.30) 0708

Percentages are calculated from the Kaplan- Meier curve. STEMI=5T-elevation myodardial infarction. PCl=percutaneous
coronary intervention. CABG=coronary artery bypass graft. MA=not applicable.

Table 5: Secondary and safety endpoints at 1year
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Rivaroxaban in Patients with a Recent
Acute Coronary Syndrome

Jessica L. Mega, M.D., M.P.H., Eugene Braunwald, M.D., Stephen D. Wiviott, M.D., Jean-Pierre Bassand, M.D.,
Deepak L. Bhatt, M.D., M.P.H., Christoph Bode, M.D., Paul Burton, M.D., Ph.D., Marc Cohen, M.D.,
Nancy Cook-Bruns, M.D., Keith A.A. Fox, M.B., Ch.B., Shinya Goto, M.D., Sabina A. Murphy, M.P.H.,

Alexei N. Plotnikov, M.D., David Schneider, M.D., Xiang Sun, Ph.D., Freek W.A. Verheugt, M.D.,
and C. Michael Gibson, M.D., for the ATLAS ACS 2-TIMI 51 Investigators*

N Engl J Med 2012;366:9-19
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ATLAS ACS2-TIMI 51 trial
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Table 2. Kaplan—-Meier Estimates and Hazard Ratios for Efficacy and Safety End Points.*

Rivaroxaban&f(&
1RI> RRA> bD
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HR 0.84 ;

95%Cl 0.74-0.96,
p=0.008,

p=0.002 (ITT)

2.5mg 1H2EET(E
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5mg 1H2[EBF T(EL\T
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Placebo
End Point Rivaroxaban (N=5113)
2.5mg Smg
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) 376 (10.7)
farction, or stroke — primary end point
Death from cardiovascular causes 94 (2.7) 132 (4.0) 226 (3.3) 143 (4.1)
Myocardial infarction 205 (6.1) 179 (4.9) 384 (5.5) 229 (6.6)
Stroke
Any 46 (1.4) 54 (1.7) 100 (1.6) 41(1.2)
Ischemic 30 (1.0) 35 (0.9) 65 (0.9) 4(1.0)
Death from any cause, myocardial infarction, or 320 (9.3) 321 (9.1) 641 (9.2) 386 (11.0)
stroke — secondary end point
Death from any cause 103 (2.9) 142 (4.4) 245 (3.7) 153 (4.5)
Stent thrombosis 47 (2.2) 51 (2.3) 98 (2.3) 72 (2.9)
(N=5115) (N="5110) (N=10,225) (N=5125)
Safety
TIMI majorbleedinﬁ not associated with CABG 65 (1.8) 2 (2.4) 147 (2.1) 19 (0.6)
TIMI minor bleeding 32 (0.9) 49 (1.6) 81 (1.3) 20 (0.5)
TIMI bleeding requiring medical attention 492 (12.9) 637 (16.2) 1129 (14.5) 282 (7.5)
Intracranial hemorrhage 14 (0.4) 8 (0.7) 32 (0.6) 5(0.2)
Fatal bleeding 6 (0.1) 5 (0.4) 21 (0.3) 9(0.2)

* Event rates are reported as Kaplan—Meier estimates through 24 months and so are not presented as numerical percentages.
Data for efficacy end points correspond to the modified intention-to-treat (mITT) analysis with P values presented for both

mITT and ITT analyses. Before the unblinding of study results, 184 patients were excluded from the efficacy analysis be-

cause of violations in Good Clinical Practice guidelines at three sites. Myocardial infarction and stroke categories include fa-
tal and nonfatal events. Stroke includes ischemic, hemorrhagic, and stroke of uncertain cause. Stent thrombosis (definite,
probable, or possible) analyses were conducted among patients who had received a stent prior to randomization. Data for
safety end points correspond to the safety analysis. TIMI denotes Thrombolysis in Myocardial Infarction.
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Recommendations for combination therapy with oral anticoagulants and antiplatelets

Recommendations Class®* | Level® Ref€

After elective coronary stenting for stable coronary artery disease in AF patients at risk of stroke, combination triple
therapy with aspirin, clopidogrel and an oral anticoagulant should be considered for | month to prevent recurrent coronary lla
and cerebral ischaemic events.

522,524

After an ACS with stent implantation in AF patients at risk of stroke, combination triple therapy with aspirin, clopidogrel and la 520
an oral anticoagulant should be considered for 1-6 months to prevent recurrent coronary and cerebral ischaemic events.

After an ACS without stent implantation in AF patients at risk of stroke, dual treatment with an oral anticoagulant and aspirin

or clopidogrel should be considered for up to 12 months to prevent recurrent coronary and cerebral ischaemic events. lia

The duration of combination antithrombotic therapy, especially triple therapy, should be kept to a limited period, balancing la 520
the estimated risk of recurrent caronary events and bleeding.

Dual therapy with any oral anticoagulant plus clopidogrel 75 mg/day may be considered as an alternative to initial triple m 524 525

therapy in selected patients.

ACS = acute coronary syndromes; AF = atrial fibrillation; OAC = oral anticoagulant.
*Class of recommendation.

®Level of evidence.

“Reference(s) supporting recommendations.
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[ AF patient in need of OAC after an ACS ]

|
v v

Bleeding risk low

compared to risk for ACS
or stent thrombosis
Time from ACS l
Y Triple therapy? (11aB) [N
| month =

3 month Triple therapy* (11aB)
montns = ...

12 months =

lifelong OAC monotherapy© (IB) OAC monotherapy*© (IB)

v

B oac [ Aspirin 75-100 mg daily [l Clopidogrel 75 mg daily

ACS = acute coronary syndrome; AF = atrial fibrillation; OAC = oral anticoagulation (using vitamin K antagonists or non-vitamin K antagonist oral anticoagulants);
PCI = percutaneous coronary intervention.

*Dual therapy with OAC and aspirin or clopidogrel may be considered in selected patients, especially those not receiving a stent or patients at a longer time from the index event.
*OAC plus single antiplatelet.

“Dual therapy with OAC and an antiplatelet agent (aspirin or clopidogrel) may be considered in patients at high risk of coronary events.
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(RR0.88 95%CI0.73-0.91 p<0.0001)

HH I 1 A 22 HR AY5 1 Yol 2

(RR0.49 95%CI0.38-0.64 p<0.0001)

FET-ZAN10% 520
(RR0.90 95%CI10.85-0.95 p=0.0003)
5"'1I:*’*"*tlj£tu75\25fyoié7m

(RR1.25 95%CI11.01-1.55 p=0.043)

Lancet. 2014 Mar 15;383(9921):955-62.
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Trial population

Inclusion criteria
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Trial population

Exclusion criteria
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Treatment
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Treatment

» Groupl : WOEST trial([CFEU U= L= A >

rivaroxaban 15 mg/day &
(CCr 30-50 ml/minT(£10 mg/day)

P2Y 12 PHEE*Z 127 H BINAR

e aspirin (FEEXIRIEDY O35 2405 E R
FCIE5EN. S LMMBRICHIE
 clopidogrel 75 mg/day

ticagrelor 90 mg*2/day
prasugrel 10 mg/day (Bxcoszs83.75 mg/day)




Treatment

« Group2 : ATLASACS2(CFEMBILTEL = A

rivaroxaban 2.5 mg *2/day &DAPT%Z
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» DAPT1,6mBEIDEEELI. DAPTHETHE
rivaroxaban 15 mg/day &
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% 5% D OEREI N Al
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, N\ R Clopidogrel 75 mg qd’ ! Like
A |
* 21.00 patients N - 1,6, or 12 months — !
with NVAF <72 D - !
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& No prior hours AARE. LTO :.5 mg b1+d XARELTO® 15mg QD | ATLAS 2
prp| O f==P>|  Clopidogrel 75 mg qd iy | .
stroke/TIA After Asoirin 75100 me adt Aspirin 75-100mg qd  J! Like
¢ PCI with stent | sheath M - = |
ral |
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I
\ J \Y 2.0-3. .
E KA (target INR 2.0-3.0) | v s (target INR 2.0-3.0) | Triple
_]_' Clopidogrel 75 mg ad Aspirin 75-100mg qd
Aspirin 75-100 mg qd P B 84 ! Therapy
End of
treatment
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End points

* Primary safety end point :
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TIMI BB AE

- Xl : Major bleeding
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End points

« Secondary end point .
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End points

» Exploratory end points :

ISTH (International Society on Thrombosis and

Haemostasis) Criteria (C KD AMMOFEEK

GUSTO (Global Utilization of Streptokinase and Tissue
Plasminogen Factor for Occluded Coronary Arteries)

criteria (CTEZRNDAHMOFEERK
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Statistical analysis
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Statistical analysis

Sample size determination
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Result



Stratification, Randomization,

and Follow-u

2236 Patients were screened for eligibility

P

Y

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

|

Y

|

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




Stratification, Randomization,

v

v

and Follow-up

v

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 1I-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

|

|

|

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




Baseline Characteristics

Group 1 Group 2 Group 3

Characteristic (N=709) (N=709) (N =706)
Age —yr 70.419.1 70.049.1 69.9+8.7
=65 Yr of age — no. (%) 523 (73.8) 516 (72.8) 526 (74.5)
=75 Yr of age — no. (%) 254 (35.8) 245 (34.6) 230 (32.6)
Female sex — no. (%) 181 (25.5) 174 (24.5) 15% (26.6)
Race or ethnic group — no. (%) 1

White 662 (93.4) 671 (94.6) G64 (34.1)

Black 7 (L0} 1 (0.4) 1 {0.1)

Asian 25 (3.5) 28 (3.9) 13 (4.7)

American Indian or Alaska Native 1{0.1) 0 0

Other or unknown 14 (2.0) 7 (1.0) 8 (L1)
Current smoker — no. (%) 37 (5.2) 56 (7.9) 48 (6.8)
Creatinine clearance — ml/ming 7831313 77.5+31.8 80.7+30.0
Creatinine clearance of 30 to <60 ml/min — no.| 194 /674 (28.8) 196/680 (28.8) 175/668 (26.2)

total no. (%)%
Creatinine clearance of <30 ml/min — no. total 8/674 (1.2 7 /660 (1.1) 2/668 (0.3)
no. (#)§

P2 inhibitor at baseline — no. (%)

Clopidogrel 660 (93.1) 664 (93.7) 680 (96.3)

Prasugrel 12 (1.7) 11 (1.6) 5 {0.7)

Ticagrelor 37 (5.2) 34 (4.8) 21 (3.0)



Baseline Characteristics

Type of index event — no./total no. (%:5)§
M5STEMI
STEMI
Unstable angina
Type of stent — no.jtotal no. (%)
Drug-eluting stent
Bare-metal stent
Drug-eluting and bare-metal stents
Type of atrial fibrillation — no.ftotal no. (%&)
Parsistent
Permanent
Parcatysmal
CHA;D5;-VASC score — no. (%)Y
0

R LA B e R

Group 1
(N=709)

130/701 (18.5)
86/701 (12.3)
145/701 (20.7)

464709 (65.4)
231/709 (32.6)
14/709 (2.0)

146708 (20.6)
262708 (37.0)
300/ 708 (42.4)

11 (1.6)
66 (9.3)
112 (15.8)
125 (17.6)
138 (19.5)
140 (19.7)
93 (13.1)
24 (3.4)

Group 2
(N=709)

129/703 (18.3)
97/703 (13.8)

148703 (21.1)

471705 (66.8)
220/705 (31.2)
14/705 (2.0)

146709 (20.6)
238709 (33.6)
325/709 (45.8)

10 (1.4)
65 (9.2)
93 (13.1)

122 (17.2)

153 (21.6)

163 (23.0)
85 (12.0)
18 (2.5)

Group 3
(N=706)
123/691 (17.8)

74/691 (10.7)
164/691 (23.7)

468704 (66.5)
224704 (31.8)
12/704 (1.7)

149705 (21.1)
243705 (34.5)
313/705 (44.4)

7 (1.0)
44 (6.2)
96 (13.6)

148 (21.0)

174 (24.6)

125 (17.7)
91 (12.9)
21 (3.0)



Type of index event — no.ftotal no. (%:)§

M5STEMI
STEMI

Unstable angina
Type of stent — no.jtotal no. (%)
Drug-eluting stent
Bare-metal stent
Drug-eluting and bare-metal stents
Type of atrial fibrillation — no.ftotal no. (%&)

Persistent
Parmanent
Parcatysmal

CHA;D5;-VASC score — no. (%)Y

0

R LA B e R

Group 1
(N=709)

130/701 (18.5)
86/701 (12.3)

145/701 (20.7)

464709 (65.4)
231/709 (32.6)
14/709 (2.0)

146708 (20.6)
262708 (37.0)
300/ 708 (42.4)

11 01 £

Group 2
(N=709)

129/703 (18.3)
97/703 (13.8)

148703 (21.1)

471705 (66.8)
220/705 (31.2)
14/705 (2.0)

146709 (20.6)
238709 (33.6)
325/709 (45.8)

1001 40

Baseline Characteristics

Group 3
(N=706)

123/691 (17.8)
74/691 (10.7)

164/691 (23.7)

468704 (66.5)
224704 (31.8)
12/704 (1.7)

149705 (21.1)
243705 (34.5)
313/705 (44.4)

7 (1.0)

MBI [CHARRBREEFRBRD DO/

44 (6.2)
96 (13.6)

125 (17.6)

138 (19.5)

140 (19.7)
93 (13.1)
24 (3.4)

122 (17.2)

153 (21.6)

163 (23.0)
85 (12.0)
18 (2.5)

148 (21.0)
174 (24.6)
125 (17.7)
91 (12.9)
21 (3.0)



TIR

Time In the therapeutic range

Figure S4

Percentage of time in therapeutic INR range (ITTR) by region

Time in Therapeutic INE. Range (TTE) by Eegion; Safety Analyziz Set

INRHYETELE2.0-3.0(C
&> D 1=BAE] (£65.0%

INR =3.2

INR =3.0to=3
INR=20to=3
INE =18to
INR = 1.8

' 1l
B2 b
[==]N i

19 10.0 . 103 e il
37 13
- 41
4 45 14
4.4
6.6 LER]
§5.0 §0.7 4
Q0 i1 L]
25 22 o
104
159
17 158 105 131 142
All Bemions Morth Amenca  Latin Amsenica West Europe East Ewrope Asia Pacific
(N =651) (N =607 MN=43) MN=23T) = 276) (N=35)

E|\ottak(C KD
SE=RU

AN




IEF[EITTODLER:

Primary Safety End ‘

TEEQLL“ELE Inddence of the Primary Sakty End Pointand Its Components, with Stratifi cation According to Intended Duration of DAFT.*

Cohort and End Point

All partid pan s — no.
Cl mucallx s.uigdi cant I:vlea:lmg

Major bleeding
Minar bleeding

Bleeding requinng madical attention

Group 1 Group 2 f;udp; Group 3 Group 1 vs. Group 3 Group 2 vs. Group 3 Groups 1 and 2vs. Group 3
Mo, of Partid pants with Events Hazard Ratio Hazard Ratic Haard Ratio
iKaplan—-Meer Event Rate) 5% Cl) PY¥alue (95% CI) PW¥alue 95 Cl) PY¥alue
696 Tm L4 6ay
107 (16.8) 117 (1800 226 (17.4) 167 (2671 059 {047-076) <0001 063 (050-080) <0001 061 (050-075 <0001
14 (21} 12 1.9) 26 (2.0 20 (3.3) 066 [0.33-1.31) 0.23 0.57 (0.28-116) 011 0.61 0.34-1.09) 0.09
7.1 Til1) 14 (1.1} 13 {22 051 [0.20-1.28) 0.14 0.50 (0.20-1.26) 013 0.51 0.24-].08) 0.07
93 {l4.6) 102 158y 195152y 139{22e) 06l 047-0.80) =0001 067 (0.52-086) 0002 064 [0.51-080) <0001

Groupl * 2[EGroup3& LU T
BECHImY X HMEL




Bleeding Events according to Bleeding Classifications

Group 1 vs. Group 3

Group 2 vs. Group 3

Combined vs.

Group 1 Group 2 Combined Group 3 | Rivaroxaban plus P2Yy; Inhibitor | Rivaroxaban plus DAPT Group 3
(N=696) (N=T06) (N=1402) (IN=697) vs. VKA plus DAPT vs. VKA plus DAPT T
p-value p-value p-value
Total Fatal Bleeds 2(0.3) 2(03) 4(03) 6(0.9) 0.288 0176 0.092
TIMI Classification
Owverall Clinically Significant Bleeding 109(15.7) | 117(16.6) 226 (16.1) 167 (24.0) =0.001 <0.001 =0.001
TIMI Major Bleeding 14 (2.0) 12(L.7 26(1.9) 20(2.9) 0.300 0.142 0.135
TIMI Minor Bleeding 7(1.0) 7(1.0) 14 (1.0) 13(1.9) 0.178 0.168 0.097
Bleeding Requiring Medical Attention 93 (13.4) 102 (14.5) 195 (13.9) 130 (19.9) 0.001 0.006 =0.001
Insignificant Bleeding 126 (18.1) | 152 (21.5) 278 (10 8) 167 (24.0) 0.007 0.278 0.029
ISTH Classification
Major Bleeding 27(3.9) 25(3.3) 52(3.7) 48 (6.9) 0.013 0.005 0.001
Hemoglobin Drop* 21 (3.0) 19(2.7) 40(2.9) 34 (4.9) 0.075 0.032 0.018
Transfusiont 15(22) 13(1.8) 28(2.0) 15(2.2) 0.997 0.677 0.813
Critical Organ Bleeding? 6(0.9) 5(0.7) 11 (0.8) 11{1.6) 0.224 0.125 0.093
Death 2{0.3) 2{0.3) 4(0.3) 50(0.7) 0.452 0.285 0.167
Clinically Relevant Non-major Bleeding 90 (12.9) 97 (13.7) 187 (13.3) 130 (18.7) 0.003 0.013 0.001
Minimal Bleeding 123 (17.7) | 151 (21.4) 274 (19.5) 163 (23 4) 0.008 0362 0.041
GUSTO Classification
Severe 7(L0) 10(14) 17(1.2) 20(2.9) 0.012 0.060 0.007
Moderate 13(1.9) 10(14) 23 (1.6) 2(1.3) 0.388 0.839 0.530
| Mild 103 (27.7) | 214 (30.3) 407 (20.0) 255 (36.6) =(.001 0.013 =0.001
BARC Classification
Type 0 9(1.3) 14 (2.0 23(1.6) 10(1.4) 0.820 0428 0.721
Type 1 125 (18.0) | 153(21.7) 278 (19.8) 167 (24.0) 0.006 0.307 0.029
Type 2 92 (13.2) 91 (12.9) 183 (13.1) 126 (18.1) 0.013 0.007 0.002
Type 3a 8(1.2) 7(1.0) 15(1.1) 12 (1.7) 0.369 0237 0212
Type 3b 13(1.9) 16(2.3) 2002.1) 26(3.7) 0.035 0.108 0.025
Type 3c 2(0.3) 5(0.7) 7(0.5) 4 {0.6) 0.687 =(.000 0.760
Type 4 000 0{0.0) 0{0.0) 0{0.0) - - -
Type 5a 1(0.1) 0(0.0) 0(0.0) 1(0.1) ={.099 0.497 554
Type 5b 1(0.1) 2(03) 3{(02) 7(1.0) 0.070 0.106 0.019




Primary Safety End

A Primary Safety End Point
100+ 304
Hazard ratio for group 1 vs. group 3, Group 3
0.59 (95% CI, 0.47-0.76) 75
P=0.001
80+
% Hazard ratio for group 2 vs. group 3, 204 Group 2
o 0.63 (95% CI, 0.50-0.80)
: —
EE P<0.001 -
s & 60 Group 1
o
€3 10
g=
2 8 5
Q _
2 :E 40
3 t%n 0 T T T | T T
E 0 30 &0 90 180 270 360
v
204
P _?
0 T T | T | T
0 30 60 90 130 270 3e0
Day
Mo. at Risk
Group 1 606 623 606 585 543 510 323
Group 2 706 636 600 379 543 509 409

Group 3 697 593 535 521 461 476 320



SEFEITTODLEB

‘Secondary Efficacy End ‘

T EQ tutjlathre Incidence of Secondary Efficacy End Points, with Stratification According to Intended Duration of DAPT.=

Cohort and End Point Group 1 Group 2 Group 3

Group 1 vs. Group 3

Group 2 vs. Group 3

Mo. of Participants with Events Hazard Ratio Hazard Ratio
{Kaplan—Meier Event Rate) (95% Cl) PValue [95% Cl) PValue
All participants — no. G044 704 £95
Major adverse cardiovascular event 41 [EB.5) 36 (5.6) 16 (6.0) 1.08 (0.650-1.68) 0.75 0.93 (0.59-1.48) 076
Deeath from cardiovascular causes 15(24) 14(22 11{l9) 120(050-280) 052  119(054-262) 066
Myocardial infarction 19(3.0) 17(27) 21{3.5) OB6(0.46-159) 062 075 (0.40-142) 037
Stroke 8(13)  10(L5)  7(L2) 107{0.30-296) 089  135(052-358 053
Stent thrombosis 5 (0.8) & (0.9) 4(07) 120(0.32-445 079 144 (040-500) 057
Major adverse cardiovascular event or 4] (B.5) i6 (5.6) 16 (6.0) 1.0& (D.69-1.58) 0.75 0.93 (0.59-1.48) 076

stent thrombaosis

| IEA AR NMIFIZRIIFESE




Secondary Efficacy End

Point

B Secondary Efficacy End Point

No. at Risk
Group 1
Group 2
Group 3

Cumulative Incidence ofa Major Adverse

Cardiovascular Event (%)

100+ .
Group 1 |—I
Hazard ratio for group 1 vs. group 3,
1.08 (95% Cl, 0.69-1.68) Group 3
P=0.75
80 6
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Group 2 Group 3 Group 2 vs. Group 3
(N=709) (N =706)
Paricipants assignedto DAPT for 1 mo 108 113 Hazard Ratio
—na (95% CI) PValue
Clinically significantHeading 19 {19.4) 27 [25.7) 068 (0.38-1.23) 020
Major bleeding 1{L1) 5 >.0) 0,19 {0.02-166) 010
Minor bleeding 1(L.2) 2 j2.0) 048 (0.04-527) 054
Bleeding requiring medical attention 18 (18.4) 21 (20.4) 0.85 (0.45-1.59) 0.60
Pafticipants assigned to DAPT for & mo 248 243
—na
Clinically significant bleeding 39 (17.5) 6& 31.2) 0.51 {0.34-075) <0.001
Major bleeding 7(3.3) 9 4.4) 0.74 {0.28-200)  0.56
Minar bleeding 1{0.5) B (2.9) 0.16 {0.02-132)  0.05
Bleeding requiring medical attention 32 (14.3) 56 (26.0) 0.51 {0,33-0.79) 0.002
Participants assignedto DAPT for 12 mo 350 34l
—na
Clinically significant bleeding 59 (17.9) 72 [23.9) 0.74 (0.52-1.04)  0.08
Major bleeding 4 (1.3} B 2.1) 0.60 {0.17-214)  0.43
Minar bleeding 5 (L.5) 5 (1.8 0.91 {0.26-3.14) 0.8
Bleeding requiring medicalattention 52 (159 B2 (20,95 0,75 (0.52-11085 .13
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Group2  Group 3 Group 2 vs. Group 3
N ) (N=704) (N=695) Hazard Ratio

ParhcupTT::ssugned to DAPT for 1 mo 108 112 i'é_?j %C1) ¥k

Major adverse cardiovascular event & (5.8) 5 (5.2} 1.17 (0.36-3.54) 079
Death from cardiovasoular causes 2(2.1) 2{2.2) 0.96 {0.13-6.80) 0.a7
Myocardial infarction 3 (2.9) 1(L.1) 2.03 (0.30-28.16) 0.33
Stroke 2(1.9) 3 (3.1) 0.65 (0.11-3.91) 064

Stent thrombosis 2(1.9) 1(1.1) 1.97 (0.18-21.74) 057

Major adverse cardiovascular event or & (5.9) 5 (5.2} 1.17 (0.36-3.54) 0.79

stent thrombosis

Participants assigned to DAPT for & mo 248 243

— N

Major adverse cardiovascular event 16 (7.0) o (4.3} 1.72 {0.76-3.88) 019
Dreath from cardiovascular causes & [2.8) 4 (1.9) 1.45 (0.41-5.12) 057
Myocardial infarction 7 (3.0) & (2.9) 1.13 (0.38-3.37) 0.82
Stroke & (2.7) 0 0.02

Stent thrombosis 4 (L.7) 1 (0.4) 1.91 (0.44-35.02) 0.19

Major adverse cardiovascular event or 16 (7.0) 0(4.3) 1.72 (0.76-3.40) 019

stent thrombosis

Participants assigned to DAPT for 12 mo 348 340

— .

Major adverse cardiovascular event 14 (4.5) 227 4) 0.57 (0.20-1.11) 0.10
Death from cardiovascular causes & (1.9) 5 (1.7} 1.08 (0.33-3.55) 029
Myocardial infarction 7 (2.3) 14 (4.8) 0.44 (0.18-1.10) 007
Stroke 2 (0.6) 4 (1.3) 0.46 (0.08-251) 036

Stent thrombosis 4] 2 [D.8) .10

Major adverse cardiovascular event or 14 (4.5) 227 4) 057 (0.20-1.11) 010

stent thrombosis
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Group2 Group 3 Group 2 vs. Group 3
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Myocardial infarction 3 2.9) 1{1.1) 2.93 (0.30-28.18) .33
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Major adverse cardiovascular event 16 (F.0) O (4.3) 172 (0.76—3.88) 019
Dreath from cardiovascular causes & [2.8) 4 (1.9) 1.45 (0.41-5.12) 57
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