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Patient Characteristics in Phase 111 Trials

ROCKETAF'  ARISTOTLE! ENGAGE AR  RELY‘S
(n=14,264) (n=18,201) (n=21,105)  (n=18,113)

Mean CHADS,-Score

CHF*
Hypertension
Age 275 years
Diabetes mellitus

Prior stroke or TIA#

Moderate renal
impairment

Specific dose studied =
prospectively

LVEF <40%; "Data include patients with systemic embalism

AF Patients studied in ROCKET AF had higher risk of stroke
than patients in other phase |l trials with novel OACs.




O The prevalence of NVAF increases with age and is a major cause of disability

O STABLE ANTI-COAGULATION IS DIFFICULT:

COMORBIDITIHN




Efficacy and Safety of Rivaroxaban Compared With
Warfarin Among Elderly Patients With Nonvalvular Atrial
Fibrillation in the Rivaroxaban Once Daily, Oral, Direct
Factor Xa Inhibition Compared With Vitamin K Antagonism
for Prevention of Stroke and Embolism Trial in Atrial

Fibrillation (ROCKET AF)

Jonathan L. Halperin, MD; Graeme 1. Hankey, MD: Damiel M. Wojdyla, MS;
Jonathan P. Piccinmi, MD, MHS; Yuliva Lokhnygina, PhD:; Manesh R. Patel, MD:;
Gilnter Breithardt, MD: Damiel E. Singer, MD: Richard C, Becker, MDD, Wermer Hacke, ML
John . Paolini, MD; Chrnstopher C. Nessel, MD; Kenneth W. Muahafley, MID;

Robert M. Cahil, MD: Keith A A, Fox, MB, ChB; on behalf of the ROCKET AF

Steerning Committee and Investigators (Circulation, 2014:130:138-146.)

ROCKET AF: Age Distribution

Age = T3 yoars
M= G164 (43%)

ROCKET AF trial provides
the largest prosp. experience
involving high-risk elderly
pts with AF using OAC

Age > B0 years
N = 2585

NMumbar of patients




ROCKET AF: Polifarmacy

Objective: to examine the prevalence of polypharmacy and the impact of concomitant medications on
iIschemic and hemaorrhagic events.

64 %

were taking
‘ = 5 medications
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INTERACTION between NOACs and CV drugs
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Amiodarone Limited + 12-60% "Minor" effects | No data +40%
competition Caution if
with P-gp GFR<50
ml/min

with P-gp

Diltiazem Competition No effects "Minor" effects | + 40% No data
with P-gp Caution if GFR
Slight CYP3A4 15-50 mli/min
inhibition

Dronedarone Competition +70-100% No data: No data: +85%
with P-gp USE: 75 mg twice caution caution Reduce dose
CYP3A4 daily If GFR 30-50 by 50%
inhibition mifmin

with P-gp caution
Verapamil Competition + 12-180% "Minor" effects | No data + 53%
with P-gp Reduce dose Caution if GFR
Slight CYP3A4 15-50 ml/min
inhibition i

Atorvastatin Competition :
with P-gp No effects
CYP3A4
inhibition




Srroke and Systemic Embolism
Intention-toTreat Analysis
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4 RIVAROXABAN AS EFFECTIVE AS WARFARIN
d MORE CLINICALLY RELEVANT NONMAJOR BLEEDING
O LESS RISK OF INTRACRANIAL BLEEDING

Avoidance of ischemic stroke, severe bleeding
(including ICH), and all cause mortality.

THE BENEFIT OF RIVAROXABAN IS
MORE PRONOUNCED IN ELEDERLY PTS
AS ARESULT OF PREVENTION OF

NON HEMORRHAGIC STROKE

Figure 4. Net clinkcal benelit of fvaroxaban comparad with

warfarin in older and YORING e palienis.




Efficacy and Safety of Rivaroxaban in Patients With
Heart Failure and Nonvalvular Atrial Fibrillation

Insights From ROCKET AF

Sean van J'.'l'iu]'run_ MD, MSc: Anne S. }-ln:lll-ﬁ.:u:ip, MS: Manesh R. Patel, MD: Richard C. Becker, MD:
Giinter Breithardt, MD: Werner Hacke, MD; Jonathan L. Halperin, MD; Graeme J. Hankey, MD;
Christopher C. Nessel, MD; Daniel E. Singer, MD; Scott D. Berkowitz, MD:; Robert M. Califf, MD;

Keith A.A. Fox, MD; Kenneth W. Mahaffey, MD (Cire Heart Eail. 2013:6:T40-747.)

O AF occurs in 12% to 41% of pts with HF
O AF prevalence correlates with HF severity
O HF is a recognized risk for reduced TTR

O Pts receiving warfarin may be predisposed
to reduced efficacy and increased bleeding.




ROCKET AF: Heart failure

HF = 9.033 (64%)

Mean CHADS.-score = 3,7

CHADS,-score = 3 = 93%

G’% CrCl 30-50 mli/min = 35%

@ Mean age = 72 years
w




Mo HF - warfarias
—— HF - warfarin
=== Na HF - rivaroxaban
= HF = rivaroxaban

¢ 9033 (63.7%) patients had HF or
reduced LVEF

¢ Similar rates of stroke/SE in AF
patients with or without HF

Rate of stroke of systemi embolism

¢ Similar efficacy and safety of
varoxaban compared with warfarin
in AF patients with and without HF

results consistent with overall trizl i
I3} 1] 48]

Bays from randemization

" With HF Without HF g
& He;.uﬂ:; "J|;_‘:ui‘:"‘||[ Lse of (“elyoar) [(Yehyaar)

rmvaroxaban as an effective Riva, Wwf Riva Warl
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stroke prevention in patients
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ROCKET AF: Moderate renal impairment
@% CrCl 30-49 ml/min = 2.950 (20,7%)

Mean age =79 years

CHADS,-score 2 3=91%

@ Mean CHADS,-score = 3,7

Fax KA &l 8 Euwf Haart J. 200 1:32{19) 2387 -2354




ROCKET AF: Moderate renal impairment - efficacy

Primary efficacy endpoint: stroke and SE

HR 0.86
(95% Cl 0.63-1.17)

3.44

m Warfarin
B Rivaroxaban

HR 0.89
(95% CI 0.73-1.08)

2.16

2.95

1.92
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Crcl (ml/min)

Consistent efficacy of rivaroxaban vs. warfarin in NVAF patients with moderate
renal impairment

intent-io-ireal population
Fox KA #1 al. Eur Feart J. 20113218 2387=-2 104




ROCKET AF: Moderate renal impairment - safety

HR 0.55
(95% CI 0.30-1.100)
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Critical organ
bleeding

Safely on-treatmend population
Fax KA ot 8l Eur Hean J. 201 1:32) 181236872354

HR 0.81
(95% C1 0.41-1.60)

0.9

B Warfarin
B Rivaroxaban 15 mg OD

HR 0.39
(95% C10.15-0.99)

0.7

Fatal bleeding
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Specific renal dose studied to
support safety

Froportion of patients with
moderate renal impairment

with

Number of patients studied

v

X

20%

110 mg BD:
6015

Number of patients studied
with low dose with moderate
renal impairment

Number of patients studied
with low dose with moderate
renal impairment —as a
proportion of all patients
studied with the NOAC

19.6%*




Efficacy and safety of rivaroxaban in patients ()<
with diabetes and nonvalvular atrial fibrillation:

The Rivaroxaban Once-daily, Oral, Direct Factor Xa
Inhibition Compared with Vitamin K Antagonism

for Prevention of Stroke and Embolism Trial in
Atrial Fibrillation (ROCKET AF Trial)

Sameer Bansilal, MDD, " Fachary Bloomgarden, MDD, ® Jonathan L. Halperin, M3, * Anne 5. Hellkamp, MS, o
Yuliva Lokhnygina, PhD, " Manesh R. Patel, MD, " Richard C. Becker, MDD, © Giinter Breithardt, MD, ¥ Wermer Hacke, MD, ©
Crravenne |, I‘[LII'II'EI.".I.'., ?'-‘ll],' [fllri.-u.tl:lplll.'r i MNesscl, MDD, R Danidel E. Simger, MILI, h Scoit 1. Berkowiee, MID

O DM associated with a 35% increase in the incidence of AF (ARIC Study)
O Greater risk in pts with elevated levels of glycated hemoglobin

O DM pts with AF had an 8-fold greater risk of stroke (UKPDS)




ROCKET AF
Diabetes Mellitus (MD) — patients characteristics

@ MD = 5.695 (40%)

Mean age = 71 years

@ Mean CHADS,-score = 3,7

@ CHADS,-score 5-6 = 23%

G% CrCl 30-50 mi/min = 32%

Bansilal S et al. Am Heat J 2015,170:675-682




With Diabetes Mellitus (DM)

Results 1 Primary endpoint: Stroke/SE
# 5,635 patients (39.9%) had DM 0051 ... Warf. with DM 2 21550

5 a il
¢ Similar rates of efficacy and safety oad = Riva with DM 5 1.77%1yr
: . : = Warf. without DM * 1.59%/yr
outcomes for patients with and — Riva. without DM ‘
without DM

Conclusion

HR (95% ClI) riva. vs. warf..
With DM: 0.74 (0.54-1.01)

120 240 360 480 600 720 840
Days from randomization

Cumulative event rate

¢ Results support the use of
rivaroxaban as an effective
alternative to warfarin for stroke
prevention in patients with AF,
with or without DM

With DM Without DM p-
(%elyear) (%lyear)  value

Riva. Warf. Riva. Warf. Unt)
Major/NMCR bleeding 14.9 154 150 140 0.16
Maijor bleeding 38 39 35 32 042

Bansilal S et al. Am Heat J 2015;170:675-682




ROCKET AF
Prior Stroke or TIA— patients characteristics

@ Prior Stroke or TIA = 6.796 (55%)

Mean age = 75 years

@ Mean CHADS,-score = 3

Hankey GJ el al. Lancet Neurol. 2012;11(4):315-322




ROCKET AF: Rivaroxaban in AF Patients

With Prior Stroke or TIA

]

Results

7,468 patients (52%) had prior
stroke/TIA
Prior stroke/TIA was associated

with higher stroke rates and lower
major bleeding rates

Efficacy and safety results were
consistent with those in patients
without prior stroke/TIA and with
overall ROCKET AF population

|

Primary endpoint: Stroke/SE

771 = Warf, with prior stroke/TIA
v Riva, with prior stroke/TIA i 2:96%lyr
— Warf. without prior stroke/TIA st BT 2.79%Nyr
= Riva. without prior stroke/TIA ...

e 1.88%/yr

1.44%/yr

HR (95% CI) riva. vs warf.:

With prior stroke: 0.94 (0.77-1.16);
Without-prior-stroke—6-77 (0.58-1.01)

Cumulative event rate (%)

12 18 24 30
Months since randomization

Conclusion

# Results support the use of
rivaroxaban as an effective
alternative to warfarin for both
primary and secondary stroke
prevention in AF

With prior Without prior p-
stroke/TIA stroke/TIA  value

(%lyear) (%elyear) (int.)
Riva. Warf. Riva. Warf.

Major/NMCR bleeding 13.31 13.97 16.69 15.19 0.08

Major bleeding 313 322 410 368 0.36

Hankey GJ et al. Lancet Neurol. 2012;11(4):315-322




THE FUTURE

PIONEER
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PIONGERS, Patients With Atrial Fibrillation Undergoing
Coronary Stent Placement: PIONEER AF-PCI o

treatment
12 months

% A XARELTO® 15 mg qd* ' WOEST
Clopidogrel 75 mg qd' :
+ 2100 patients Like

with WAF = 1,6, or 12 months -
+ Coronary Pre randomization MD Choice

stenﬁﬂg

| Cinpidogrul?ﬁmg d
strﬂkaiTlA. Aspirin 75-100 mg :d*
Gl bleeding,

Hb<10, - 16ori2months
Cl‘Gl"@ﬂ Pre randomization MD Choice

1 SOC Triple
Therapy

Vﬂhﬁ(tarmt INR 2.0-3.0)
Aspirin 75-100 mg qd

Primary endpoint: TIMI major + minor + bleeding requiring medical attention
Semndary endpﬂint: CV death, MI, al"ld SterE (lschemic, Hemorrhagic, or Uncertain Origin)

Rivaroxaban dosed at 10 mg once dally In patients with CrCl of 30 to <50 mL/min.
tAlternative P2Y 5 Inhibitors: 10 mg once-dally prasugrel or 90 mg twice-dally ticagrelor.
tLow-dose aspirin (75-100 mg/d). A Open label VKA




PIONEERS, Rivaroxaban plus DAPT or P2Y,, reduces
clinically relevant bleeding compared with

standard therapy

Riva + P2Y,, v. VKA + DAPT

HR=0.59 (95% CI: 0.47-0.76)
p <0.000013

ARR=0.9

NNT=11

Riva + DAPT v. VKA + DAPT

HR=0.63 (95% CI: 0.50-0.80)
p <0.00018

ARR=8.7

NNT=12

VKA + DAPT
26.7%

Riva + DAPT 18.0%

" t68%

o
Riva + P2Y,,
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Mo. at Risk
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Group 2
Group 3




PIONEERS. Similar incidence of MACE with rivaroxaban

compared with standard therapy

6.5%
Riva +P2Y,,

Riva + P2Y,, v. VKA + DAPT e 6.0%

HR=1.08 (95% CI: 0.69-1.68) VKA + DAPT _-

p=0.750 . ' 5.6%
— Riva + DAPT

Riva + DAPT v. VKA + DAPT
HR=0.93 (95% CI: 0.59-1.48)
p=0.765
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No. at Risk

Group | 694 GdA%
Group 2 704 (2,
Group 3 695 635




The NEW ENGLAND
JOURNAL o MEDICINE

Prevention of Bleeding in Patients with Atrial Fibrillation
Undergoing PCI

DAPT duration was:

o 1 monthin 16%, /l/%f}:%x
%

o 6 months in 35%,

o and 12 months in 49%.
Clopidogrel was the P2Y ,, inhibitor used in 95% of patients, with
ticagrelor (Brilique; AstraZeneca) and prasugrel (Efient; Daiichi
Sankyo) used in the rest.

The time in therapeutic range for warfarin-treated patients was 65%.




PIONGER &

AF-FCI

Recurrent hospitalisation or death

Sﬂ i m
Riva 15mg + P2Y,, vs. VKA + DAPT

HR: 0.79 (95% CI: 0.66 = 0.94), p = 0.008

ARR: 7.0% VKA + DAPT
1 NNT: 15

Riva 2.5mg + DAPT vs. VKA + DAPT
HR: 0.75 (95% CI: 0.62 - 0.90), p = 0.002

i r'\RR: ".Hjun »
NNT: 10 Riva 2.5mg + DAPT

Riva I5mg + P2Y,
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180 270
No. at Risk Time in Days

Riva 2.5mg + DAPT 706 607 570 548 493
VKA 4+ DAPT 697 592 540 490 472




O DAPT DURATION IN THE WARFARIN ARM WAS STILL
12 MONTHS IN 49% OF PATIENTS

4 LACK OF AWOEST-LIKE WARFARIN ARM

d NO FORMAL TESTING OF THE NON-INFERIORITY OF
THE RIVAROXABAN-BASED REGIMENS




Prior ischemic events
B Within 1 year before baseline (n=6150)
B More than 1 year before baseline {n=15740)

[[] Stable atherosclerosis without prior ischemic events (n=15264)

[]Risk factors only (n=8073)
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All-Cause CV Death Nonfatal Mi Nonfatal CV Death, MI, CV Death,
Mortality Stroke or Stroke MI, Stroke, or
Rehospitalization

TAMA. 20703040120 1350-1357




Approval Number: L.IT.MA.09.2017 2889

A Dual Pathway Approach Targeting Chronic Patients with
CAD or PAD was Investigated in COMPASS

Objective: To determine the efficacy and safety of rivaroxaban, vascular dose of rivaroxaban plus
aspirin or aspirin alone for reducing the risk of Ml, stroke and cardiovascular death in CAD or PAD

Rivaroxaban 2.5 mg bid + Aspirin 100 mg od 3 .
N=27,395 oy

Population: i washout
Chronic - Rivaroxaban 5.0 mg bid period .

CAD (91%) ]
PAD (27%) | [EEEN

30-day run-in,
aspirin 100 mg

Aspirin 100 mg od

Final Final
Factorial design [ Average follow-up: 23 months at follow-up washout

+ pantoprazole* early termination of study visit period visit

Antithrombotic investigations® were stopped 1 year ahead of expectations in Feb 2017 due to
overwhelming efficacy in the rivaroxaban 2.5 mg bid + aspirin arm

*Palients who were nol receiving a proton pump inhibitor (PPI) were randomized to pantoprazole or placebo (partial factorial design); the PPI
pantoprazole component of the study is continuing; data will be communicated once complete

1. Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118;

2. Bosch J ef al. Can J Gardliol 2017;33(8):1027-1035 COMPASS 5




OCONIPASS sk Baseline Characteristics

Rivaroxaban plus Aspirin  Rivaroxaban Alone Aspirin Alone
Characteristic (N=9152) (N=9117) (N=9126)

Age—yr 68.3+7.9 68.2+7.9 68.2+8.0
Female sex— no. (%) 2059 (22.5) 1972 (21.6) 1989 (21.3)
Body-mass index} 28.3+4.8 28.3+4.6 28.44.7
Blood pressure— mm Hg

Systolic 13617 136+18 136+18

Diastolic 77z10 78£10 78:10
Cholesterol — mmol/liter 4.2:1.1 42:1.1 4.2:1.1
Tobacco use— no. (%) 1944 (21.2) 1951 (21.4) 1972 (21.6)

Hypertension — no. (%) 6907 (75.5) 6848 (75.1) 6877 (75.4)
Diabetes — no. (%) 3448 (37.7) 3419 (37.5) 3474 (38.1)
Previous stroke — no. (%) 351 (3.3) 346 (3.3) 335 (3.7)

Previous myocardial infarction — no. (%) 5654 (61.8) 5653 (62.0) 5721 (62.7)
Heart failure — no. (%) 1963 (21.4) 1960 (21.5) 1979 (21.7)

Coronary artery disease — no. (%) 8313 (90.3) 8250 (90.5) 8261 (90.5)
Peripheral arterial disease — no. (%) 2492 (27.2) 2474 (21.1) 2504 (27.4)
Estimated GFR— no. (%)
<30 ml/min 77(0.8) 80 (0.9) 86 (0.9)
30 to <60 mi/min 1977 (21.6) 2028 (22.2) 2028 (22.2)
260 ml/min 7094 (77.5) 7005 (76.3) 7012 (76.3)




COMPASS & Efficacy Outcomes

Table 2. Efficacy Chitcomes,®

Riwaroxaban Rxaroxaban ALpirin
plus Aspirin Alone Alone Rivaroxaban plus Aspirin ve. Rivaroxaban Alone vs.
M =9152) (M=2117) (M =9T2E) hspirin Alone Aspirin Alone

Hazard Ratsa Hazard Ratio
(9% I} P alise (259 L) P value

e rre iyl

Primary osutcome: ©V death, stroke, (4. 1) i 406 (5.4) 0.76 [0.86-0.86) : 0.0 (0, 79-1.0%) 012

of o ardial infarction
5 B X
WECOMNALTY DUECOMmes

Ischemmic stroke, myecardial : iE Ti4.4 450 [4.9)
nfarction, ALl of death

from CHD

|5 ChimiC ":':'-'l:"'. oy aCardil

mfarction, ALl or OV death
Beath from any cause HERE [4.0 ] 4 7 Mo T 084
Other outicomes|
CW death | {2.1) 1.7 'E 186 (0. 78
Mon-CV death (1.7 Il (1.9 ] 0.87 1.08 z 028 [0.79
Death frem CHD ne (0.9 (1.4} Iy, 0.73 L 1.08 [0.85%
Stroked if 6 713 158 076 2 i 082 (068

Ischarmic or uncertain type BE (0.7 1 1.0 L 51 ) . 1 0BT [D.53

'—ll'-llll"hq.:-- ' | x ] o 1 R LN 49 | 2 M3

Myncardial infarction 78 (1.9] (2.0 (2.2 6 (0.70-1 0.89 (0,73

Heart faillure 187 (2 151 (2.19 TrRFN i 0.55 (081
Vencus thiomboembalism 25 (0.3 6 (D47 ] i | O.RE (056
Hospitalization

Far OV causes 130% (14.2) 1317 [14.4) L1304 (1535 ; 1.0} 054 {0,E7=]

For non-CY causes 17001 (18.6) 1649 [1&.1] Le24q (17.8) . -1.] 0.1 L.G2 (0.9%-




Apnroval Number: LIT.MA.09.2017.2889

Dual Pathway Inhibition with Rivaroxaban Vascular Dose
2.5 mg bid + Aspirin Reduced CV Death, Stroke and M|

10

Aspirin 100mg od
Rivaroxaban 5mg bid

Rivaroxaban 2.5mg bid + Aspirin 100mg od

s
@
Q
c
@
2
o
£
o
2
L.
3
&
3
L&

MACE* HR (95% CI) p-value
Aspirin 100mg OD : - -
Rivaroxaban 5mg BID 0.90 (0.79-1.03) 0.12

Rivaroxaban 2.5mg BID +
0 Aspirin 100 mg OD ; 0.76 (0.66-0.86) <0.001

Number at risk Year

Aspirin 100mg od 9126

Riva 5mg bid o117

Riva 2.5mg bid +

Aspirin 100mg od  ° 192
*Rates as at mean follow up of 23 months

Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118




COMPASS & Subgroup Analysis
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Anproval Number: LITMA.09.2017.2889

Bleeding Rates Increased but Low with Rivaroxaban 2.5 mg bid + Aspirin Versus
Aspirin Alone, with No Differences Seen in Fatal and Intracranial Bleeding

Rivaroxaban
Rates at mean follow-up of 2.5 mg bid +
23 months aspirin 100 mg
N=9152
Modified major ISTH bleeding 288 (3.1%) 255 (2.8%) 170 (1.9%)
Fatal 15 (0.2%) 14 (0.2%) 10 (0.1%)
Non-fatal ICH* 21(0.2%) 32(0.4%) 19 (0.2%)
Non-fatal other critical organ* 42 (0.5%) 45 (0.5%) 29 (0.3%)

Rivaroxaban 2.5 mg bid + Rivaroxaban 5 mg bid vs
Rates at mean follow-up of aspirin 100 mg aspirin 100 mg

£Rmosthe vs aspirin 100 mg
HR (95% CI) p-value HR (95% CI) p-value

Modified ISTH major bleeding 1.70 (1.40-2.05) <0.001 1.51 (1.25-1.84)
Fatal 1.49 (0.67-3.33) 0.32 1.40 (0.62-3.15)
Non-fatal ICH* | 1.10 (0.59-2.04) | 0.77 . 169(0.96-2.98)
Non-fatal other critical organ® 1.43 (0.89-2.29) 0.14 1.57 (0.98-2.50)

The use of the standard ISTH major bleeding definition
would have led to approximately one third fewer major bleeding events
than with the use of the modified ISTH definition

Each event is counted in the most severe hierarchical category (fatal; critical organ bleeding; bleeding into surgical site requiring
re-operation; bleeding leading to hospitalization) only. For each outcome, the first event experienced per patient is considered. Subsequant avents
of the same type are not shown. Therefore subcategories do not necessarily sum up to overall category. *Symptomatic

Eikelboom JW et al. N Engl J Med 2017, DOI: 10.1056/NEJMoa1703118 wmm ¥*




Net Clinical Benefit: 20% RRR with Rivaroxaban
2.5 mg bid + Aspirin Versus Aspirin

¢ Definition: composite of CV death, stroke, M, fatal bleeding or
symptomatic bleeding into a critical organ

* In other words, net clinical benefit represented the composite of fatal
and non-fatal events of irreversible harm

Outcome Rivaroxaban Rivaroxaban 2.5 mg bid +
2.5 mg bid + aspirin 100 mg
aspirin vs aspirin 100 mg
100 mg
N=9152 HR (95% CI) p-value

Net clinical

i 431 (4.7%) 534 (5.9%)  0.80 (0.70-0.91) <0.001

Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118  Approval Number: L.IT.MA.09.2017.2889 COMPASS ¢



Trial design: Rivaroxaban for the prevention W) s
of major cardiovascular events after
transcatheter aortic valve replacement:

Rationale and design of the GALILEO study

Stephan Windecker, MD, ™" Jan Tijssen, PhD, ™° Gennaro Giustino, MD,” Ana H. C. Guimaries, PhD,

Roxana Mehran, MD, ® Marco Valgimigli, MD, PhD, *" Pascal Vranckx, MD, PhD, "" Robert C. Welsh, MD, ¥
Usman Baber, MD, ? Gerrit-Anne van Es, PhD, "° Peter Wildgoose, PhD, " Albert A. Volkl, PharmD BCPS, "

Ana Zazula, MD, ' Karen Thomitzek, MD,' Melanie Hemmrich, MD,' and George D. Dangas, MD, PhD “ Bern,
Switzerland; Rotterdam, Amsterdam, the Netberlands: NY, L'SA; Hassell, Befginny NJ, USA; Edmonton, Candeda; Sdo
Pauilo, Brazily and Berlin, Germany

Hi-u::kgruun:l Optimal anfithrombotic treatment after transcatheter aortic valve replacement [TAVR)] is unknown and

determined empirically. The direct foctor Xa inhibitor rivaroxoban moy poientially reduce TAVR-reloted thrombotic
complications and premature valve failure.

D'esign GALLEOD is an internafional, rondomized, opendabel, event-driven, phase lll irial in more than 1,520 paotients
without an indication for oral anficoagulation who underwent o successtul TAVR [ClinicalTrials.gov NCT025546203). Patients
are randomized [1:1 ratic], 1 to 7 days abler a successful TAVR, to either a rivaroxobon-bosed strategy or an anfiplatelet-
based strategy. In the experimental arm, subjects receive rivaroxaban (10 mg once daily [OD]] plus acetylsalicylic acid [ASA,
75-100 mg OD) for 90 days followed by rivaroxaban alone. In the control arm, subjects receive clopidogrel [75 mg OD| plus
ASA (os above) for PO days followed by ASA alone. In case new-onset atrial fibrillation occurs after randomization, full oral
anticoagulation will be implemented with maintenance of the original treatment assignment. The primary efficacy end point is
the composite of allcause death, sircke, myocardial infarction, symptomatic valve thrombosis, pulmonary embolism, deep
venous thrombosis, and sysiemic embolism. The primary sofety end point is the composite of life-threatening, disabling, and
major bleeding, according to the Volve Acodemic Research Consortium definitions.

Conclusions GAULEC will test the hypothesis that a rivaroxaban-based anfithrombotic sirategy reduces the risk of
thromboembolic complications post-TAVR with an occeptable risk of bleeding compared with the currently recommended
antiplatelet therapy-baosed strategy in subjects without need of chronic oral anticoagulation. [Am Heart ] 2017;184:81-7 )
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XANTUS: a real-world, prospective,
observational study of patients treated with
rivaroxaban for stroke prevention in atrial
fibrillation

A. John Camm'*, Pierre Amarenco?, Sylvia Haas’, Susanne Hess?, Paulus Kirchhof*#,
Silvia Kuhls”, Martin van Eickels®, and Alexander G.G. Turpie*, an behalf of the

KXANTUS Investigators

* Primary outcomes: major bleeding (ISTH definition), all-cause mortality,
any other adverse eventls

Data collection at initial
visit, hospital discharge

Rivaroxaban: (i applicable) and quarterly”
Population: treatment
Adult patients with NVAF duration and 1 year
recalving rivaroxaban for dose al
stroke/non-CNS SE prevention physiclan’s
discration

Prospective, single-arm, abservational, non-interventional phase |V study

statistical ﬁﬁﬂlyﬁiﬁs Were ﬁﬁﬁﬁl‘lp[:v& and ¢1p|'|:ll'ﬂlfl|"'_lf in natura Final visit:
1 year®




XANTUS: Baseline Demographics —
Distribution of Stroke Risk Factors
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XANTUS: Treatment-Emergent Thromboembolic
Events and All-Cause Death

Rivaroxaban (N=6784)

incidence Incidence rate,
propartion, n (%) S%lyear (85% CI)*

All-cause death 18 (1.7) 1.9 (1.6-2.3)

Thromboembolic events (stroke, SE, TIA,
and MI)

Stroke/SE 51 (0.8) 0.8 (0.6-1.1)
Stroke 43 (0.6) 0.7 (0.5-0.9)
Primary haemorrhagic 11 (0.2)
Primary ischaemic 32 (0.5)
SE 8 (0.1) 0.1 (0.1-0.3)
TIA 32 (0.5) 0.5(0.4-0.7)
M 27 (0.4) 0.4 (0.3-0.86)

108 (1.6) 1.8 (1.5-2.1)

XCNTUS




XANTUS: Treatment-Emergent Bleeding Events

Rivaroxaban (N=6784)

Incidence Incidence rate,
proportion, n (%) %lyear (95% CI)*

Major bleeding 128 (1.9) 2.1 (1.8-2.5)
Fatal 12 (0.2) 0.2 (0.1-0.3)
Critical organ bleeding 43 (0.6) 0.7 (0.5-0.9)

Intracranial haemorrhage 26 (0.4) 0.4 (0.3-0.6)
Mucosal bleeding® 60 (0.9) 1.0 (0.7-1.3)
Gastrointestinal 92 (0.8) 0.9 (0.6-1.1)

Haemoglobin decrease =2 g/dI* | 52 (0.8) 0.9 (0.6-1.1)

Transfusion of z2 units of packed RBCs
or whole blood*

Non-major bleeding events | 678 (12.9) 154 (14.4-16.5)

53 (0.8) 0.9 (0.6-1.1)

Pelients could experance mullipie blesding ewenls in different categones. "Events per 100 pabieni-yearns, "numbsers

are for majpr mucosal and gestroirtestinal bleed ng evants; frepresenting major bleeding mm
1. Camm AJ of al, Eur Heart J 20%5; doi: 10 1083iurhearfelva 86




XANTUS: Module Summary

¢ XANTUS is the first large, international prospective study to describe
rivaroxaban use in a broad patient population with NVAF

* Patients were at lower overall risk than in the phase |Il ROCKET AF trial

¢ Over 96% patients receiving rivaroxaban did not experience any of the
outcomes of stroke/SE, treatment-emergent major bleeding or all-cause death

¢ In XANTUS, rivaroxaban demonstrated low rates of stroke/SE and major
bleeding, including intracranial and Gl bleeding

* |ncidences of these outcomes generally increased with higher stroke risk scores

* Major bleeding was mostly treated conservatively; reversal agents were rarely used
¢ Treatment persistence and patient satisfaction were high

* 80% of patients remained on rivaroxaban

* 75% reported they were satisfied with their treatment at 1 year




Welcome to the present moment.
Here. Now. The only moment there
ever is.

- Cehhank Tolle










Dual antiplatelet therapy duration in patients ®
with indication for oral anticoagulation EE;EEMW

of Cardiology

Recommendations

It is recommended to administer periprocedurally aspirin and
clopidogrel in patients undergoing coronary stent implantation.

In patients treated with coronary stent implantation, triple therapy
with aspirin, clopidogrel and OAC should be considered for 1 month,
irrespective of the type of stent used.

Triple therapy with aspirin, clopidogrel and OAC for longer than

1 month and up to 6 months should be considered in patients with
high ischaemic risk due to ACS or other anatomical/procedural
characteristics, which outweigh the bleeding risk.

Dual therapy with clopidogrel 75 mg/day and OAC should be
considered as an alternative to 1-month triple antithrombotic
therapy in patients in whom the bleeding risk outweighs the
ischaemic risk.

www.escardio.org/guidelines 2017 E5C Fozused Updata on DAPT in Coronary Artary Diseasa, davalopad in collaboration with EACTS
(European Heart Journal 2017 - doii10.1093 /feurhaartjfehn419)




@ESC

Dual antiplatelet therapy duration in patients = ey
with indication for oral anticoagulation

When a NOAC is used in combination with aspirin and/or clopidogrel,
the lowest approved dose effective for stroke prevention tested in
AFib trials should be considered.

When rivaroxaban is used in combination with aspirin and/ or
clopidogrel, rivaroxaban 15 mg g.d. may be used instead of
rivaroxaban 20 mg g.d.

The use of ticagrelor or prasugrel is not recommended as part of
triple antithrombotic therapy with aspirin and OAC.

www.escardio.orgfguidelines 2017 ESC Focused Update on DAPT in Coronary Artery Disease, developed in collaboration with EACTS
{Europesn Heart Journal 2017 - doi:10.1093 feurheartj/ehxd19)




COMPASS Study: Rivaroxaban Shows Overwhelming
Efficacy and Meets Primary Endpoint Early

Phase lll COMPASS study with Bayer's Rivaroxaban in Patients
with Coronary or Peripheral Artery Disease Shows Overwhelming
Efficacy and Meets Primary Endpoint Early

Leverkusen, February 08, 2017, 04:35 p.m. CET

Bayer AG and its cooperation pariner Janssen Research & Development, LLC today
announced that the Phase lll tnal COMPASS evaluating the efficacy and safety of
rivaroxaban (Xarelto®) for the prevention of major adverse cardiac events (MACE)
including cardiovascular death, myocardial infarction and stroke in patients with coronary
artery disease (CAD) or penipheral artery disease (PAD) has met its pnmary endpoint
ahead of time. Following a planned interim analysis conducied by the independent Data
Menitoring Committee (DMC), the DMC recommended to stop the tnal early as the primary
MACE endpoint has reached its prespecified critenia for supenority. Cwing to the
magnitude of effect and the confirmation of the existing safety profile of rivaroxaban,
Bayer, Janssen and the Population Health Research Institute (PHRI) will offer rvaroxaban
{o study parficipants in an open-label extension tnal. The COMPASS study is the largest
clinical study of rivaroxaban to date

The Phase lll COMPASS study was conducted in collaboration with the PHRI and has
enrolled 27,402 patients from more than 600 sites across more than 30 countries
worldwide_ In the study, patients were randomized to receive either rivaroxaban 2.5 mg
twice daily in addition to aspinn 100 mg once daily, nvaroxaban 5 mg twice daily alone, or
aspinn 100 mg once daily alone.

A complete data analysis from this study is expected to be presented at an upcoming
medical meseting in 2017.




Apnroval Number: LIT.MA.09.2017.2889

Dual Pathway Inhibition with Rivaroxaban Vascular Dose
2.5 mg bid + Aspirin Reduced CV Death, Stroke and M|

10

Aspirin 100mg od
Rivaroxaban 5mg bid

Rivaroxaban 2.5mg bid + Aspirin 100mg od
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MACE* HR (95% CI) p-value
Aspirin 100mg OD : - -
Rivaroxaban 5mg BID 0.90 (0.79-1.03) 0.12

Rivaroxaban 2.5mg BID +
0 Aspirin 100 mg OD ; 0.76 (0.66-0.86) <0.001

Number at risk Year

Aspirin 100mg od 9126

Riva 5mg bid o117

Riva 2.5mg bid +

Aspirin 100mg od  ° 192
*Rates as at mean follow up of 23 months

Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118




Approval Number: LIT.MA.09.2017.2889

Dual Pathway Inhibition with Rivaroxaban 2.5 mg bid + Aspirin:
Significantly Reduced CV Events by 24% Versus Aspirin

Outcomes, n (%) Rivaroxaban Aspirin Rivaroxaban 2.5 mg bid +
2.5 mg bid + 100 mg aspirin 100 mg vs aspirin 100 mg
aspirin 100 mg N=9126
N=9152

HR (95% CI) p-value

CV death, stroke,
or Mi

CV death 160(1.7)  203(22)  0.78(0.64-0.96)

379 (4.1) 496 (5.4) 0.76 (0.66-0.86)

Stroke 83 (0.9) 142 (1.6) 0.58 (0.44-0.76)
M 178(19)  205(22)  0.86(0.70-1.05)

Rivaroxaban 5 mg bid vs
aspirin 100 mg

HR (95% CI) p-value

o Sk 448.4.9) 090 (0.79-1.03

CV death 195 (2.1) 0.96 (0.79-1.17)
Stroke 117 (1.3) 0.82 (0.65-1.05)
M 182 (2.0) 0.89 (0.73-1.08)

Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118




Anproval Number: LITMA.09.2017.2889

Bleeding Rates Increased but Low with Rivaroxaban 2.5 mg bid + Aspirin Versus
Aspirin Alone, with No Differences Seen in Fatal and Intracranial Bleeding

Rivaroxaban
Rates at mean follow-up of 2.5 mg bid +
23 months aspirin 100 mg
N=9152
Modified major ISTH bleeding 288 (3.1%) 255 (2.8%) 170 (1.9%)
Fatal 15 (0.2%) 14 (0.2%) 10 (0.1%)
Non-fatal ICH* 21(0.2%) 32(0.4%) 19 (0.2%)
Non-fatal other critical organ* 42 (0.5%) 45 (0.5%) 29 (0.3%)

Rivaroxaban 2.5 mg bid + Rivaroxaban 5 mg bid vs
Rates at mean follow-up of aspirin 100 mg aspirin 100 mg

£Rmosthe vs aspirin 100 mg
HR (95% CI) p-value HR (95% CI) p-value

Modified ISTH major bleeding 1.70 (1.40-2.05) <0.001 1.51 (1.25-1.84)
Fatal 1.49 (0.67-3.33) 0.32 1.40 (0.62-3.15)
Non-fatal ICH* | 1.10 (0.59-2.04) | 0.77 . 169(0.96-2.98)
Non-fatal other critical organ® 1.43 (0.89-2.29) 0.14 1.57 (0.98-2.50)

The use of the standard ISTH major bleeding definition
would have led to approximately one third fewer major bleeding events
than with the use of the modified ISTH definition

Each event is counted in the most severe hierarchical category (fatal; critical organ bleeding; bleeding into surgical site requiring
re-operation; bleeding leading to hospitalization) only. For each outcome, the first event experienced per patient is considered. Subsequant avents
of the same type are not shown. Therefore subcategories do not necessarily sum up to overall category. *Symptomatic

Eikelboom JW et al. N Engl J Med 2017, DOI: 10.1056/NEJMoa1703118 wmm ¥*




Net Clinical Benefit: 20% RRR with Rivaroxaban
2.5 mg bid + Aspirin Versus Aspirin

¢ Definition: composite of CV death, stroke, M, fatal bleeding or
symptomatic bleeding into a critical organ

* In other words, net clinical benefit represented the composite of fatal
and non-fatal events of irreversible harm

Outcome Rivaroxaban Rivaroxaban 2.5 mg bid +
2.5 mg bid + aspirin 100 mg
aspirin vs aspirin 100 mg
100 mg
N=9152 HR (95% CI) p-value

Net clinical

i 431 (4.7%) 534 (5.9%)  0.80 (0.70-0.91) <0.001

Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118  Approval Number: L.IT.MA.09.2017.2889 COMPASS ¢



Approval Number; LIT.MA.09.2017.2889

Dual Pathway Inhibition with Rivaroxaban 2.5 mg bid + Aspirin Significantly
Reduced MACE by 28% and MALE by 46% Versus Aspirin

Rivaroxaban Rivaroxaban
2.5 mg bid + aspirin 5 mg bid
vs. aspirin vs. aspirin

HR HR
@5%cl Pvale  gge gy pryalue

0.72 0.86
(0.57-0.90) (0.69-1.08)

R28) S0 BEN (059114 062119

0.54 0.93
(0.33-0.87) (0.61-1.40)

M 51(2.0) 56 (2.3) 67 (2.7) Eﬁ__s%_?&g;_ (u.s%-aj;m)

MALE 30 (1.2) 35 (1.4) 56 (2.2) (0_3”5'_5;34) 0005 42'5_3_96]

Major | _ ‘ 030 046
amputaton ~ °©2  8(03) ‘ 707 | (©0.11-080) 00 ‘(ﬂ.zﬂu‘l.uﬁ)

126 (5.1) 149 (6.0) 174 (6.9)

25 (1.0) 43 (1.7) 47 (1.9)

0.07

Rivaroxaban 2.5 mg bid + aspirin significantly reduced major amputation
by 70% versus aspirin

Anand SS ef al. ESC 2017, Abs 1157; Available at:

hitp:/fspo.escardio.orgfSessionDetails. aspx?eeviid=12208s5es51d=22247 &subSess|d=0;
Anand SS ef al. Lancet 2017;In Press




Approval Number: L.ITMA.09.2017.2889

Rivaroxaban Has Shown Improved Outcomes for Patients
with High Need for Increased Vascular Protection

In patients with chronic CAD or PAD, dual pathway inhibition with rivaroxaban
vascular dose 2.5 mg bid plus aspirin, versus aspirin alone:

¢ Significantly reduced the combined risk of stroke, CV death and MI
by 24%

¢ Demonstrated 42% reduction in stroke, 22% reduction in CV death, and 18%
reduction in all-cause mortality

¢ As expected, resulted in increased major bleeding, however bleeding rates
were low and notably, there was no significant increase in intracranial, critical
organ or fatal bleeding

¢ Showed a substantial improvement in net clinical benefit of 20%

Eikelboom JW et al. N Engl J Med 2017; DOI: 10.1056/NEJMoa1709118




Rivaroxaban Is Committed to Advancing
Thrombosis Management... Today and Tomorrow
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Risk-Benefit Profile of NOACs vs Warfarin
inthe Elderly

Stroke/Systemic
Thromboembolism, %/y Major Bleeding

Age</S5y Age>J5y Age <75y Age > 75y

RE-LY
Dabigatran 150 mg 14 2.1
Warfarin 2.1 3.0

ROCKET-AF
Rivaroxaban 2.3 r 5
Warfarin s 2.9 2.8

ARISTOTLE
Apixaban : 1.6 2.0
Warfarin : 2.2 28

ENGAGE-TIMI 48

Edoxaban -- higher dose ‘ 1.9 2.5
Warfarin : r 33

Turagam et al, Clin Interv Aging. 2015;10:1431-44




XANTUS: Study Objective and Design

¢ To collect real world data on adverse events in patients with NVAF
treated with rivaroxaban to determine the safety profile of rivaroxaban
across the broad range of patient risk profiles encountered in routine
clinical practice

« Primary outcomes: major bleeding (ISTH definition), all-cause mortality,
any other adverse events =3

Data collection at initial
™ ™ visit, hospital discharge
| (if applicable) and quarterly*

Rivaroxaban:
Population: treatment
Adult patients with NVAF duration and 1 year
recaiving rivaroxaban for dose at
stroke/non-CNS SE prevention physician's
discretion

\ i1

% i %

L“x ' W,
= = .

-

Prospective, single-arm, observational, non-interventional phase [V study
Statistical analyses were descriptive and exploratory in nature Final visit:

1 year®

*Cxact referral dates for follow-up visite not defined (every 3 monihs recommended): *for dvaroxcaban discontinuation =1 year, cbservailon pericd
ands 30 days afler sl dese, Obsarvaiional design means no inlederenc with diinlcal practcs was allowed mm

1. Camm A of &f, Vase Health Risk Mameg 2014, 10:425-434; 2, Camm AJ of &), Sur Heard J 2015 doi: 10,1093 /'eurheari/abw4 88




XANTUS: Treatment-Emergent Thromboembolic
Events and All-Cause Death

Rivaroxaban (N=6784)

incidence Incidence rate,
propartion, n (%) S%lyear (85% CI)*

All-cause death 18 (1.7) 1.9 (1.6-2.3)

Thromboembolic events (stroke, SE, TIA,
and MI)

Stroke/SE 51 (0.8) 0.8 (0.6-1.1)
Stroke 43 (0.6) 0.7 (0.5-0.9)
Primary haemorrhagic 11 (0.2)
Primary ischaemic 32 (0.5)
SE 8 (0.1) 0.1 (0.1-0.3)
TIA 32 (0.5) 0.5(0.4-0.7)
M 27 (0.4) 0.4 (0.3-0.86)

108 (1.6) 1.8 (1.5-2.1)

XCNTUS




XANTUS: Treatment-Emergent Bleeding Events

Rivaroxaban (N=6784)

Incidence Incidence rate,
proportion, n (%) %lyear (95% CI)*

Major bleeding 128 (1.9) 2.1 (1.8-2.5)
Fatal 12 (0.2) 0.2 (0.1-0.3)
Critical organ bleeding 43 (0.6) 0.7 (0.5-0.9)

Intracranial haemorrhage 26 (0.4) 0.4 (0.3-0.6)
Mucosal bleeding® 60 (0.9) 1.0 (0.7-1.3)
Gastrointestinal 92 (0.8) 0.9 (0.6-1.1)

Haemoglobin decrease =2 g/dI* | 52 (0.8) 0.9 (0.6-1.1)

Transfusion of z2 units of packed RBCs
or whole blood*

Non-major bleeding events | 678 (12.9) 154 (14.4-16.5)

53 (0.8) 0.9 (0.6-1.1)

Pelients could experance mullipie blesding ewenls in different categones. "Events per 100 pabieni-yearns, "numbsers

are for majpr mucosal and gestroirtestinal bleed ng evants; frepresenting major bleeding mm
1. Camm AJ of al, Eur Heart J 20%5; doi: 10 1083iurhearfelva 86




XANTUS: Module Summary

¢ XANTUS is the first large, international prospective study to describe
rivaroxaban use in a broad patient population with NVAF

* Patients were at lower overall risk than in the phase |Il ROCKET AF trial

¢ Over 96% patients receiving rivaroxaban did not experience any of the
outcomes of stroke/SE, treatment-emergent major bleeding or all-cause death

¢ In XANTUS, rivaroxaban demonstrated low rates of stroke/SE and major
bleeding, including intracranial and Gl bleeding

* |ncidences of these outcomes generally increased with higher stroke risk scores

* Major bleeding was mostly treated conservatively; reversal agents were rarely used
¢ Treatment persistence and patient satisfaction were high

* 80% of patients remained on rivaroxaban

* 75% reported they were satisfied with their treatment at 1 year




Rivaroxaban is the First & Currently Only NOAC to
Provide Data From a Dedicated RCT in AF-PCI

/Populatiun: -
patients with
paroxysmal,
persistent or
permanent
NVAF
undergoing

PCI (with stent

\placement] -

1,60r12
months

Rivaroxaban 2.5 mg BID*
plus DAPTS

Rivaroxaban 15 mg QD"
plus low-dose ASA

Y

VKA (INR 2.0-3.0)"
plus DAPTS

1 mo: 16%
6 mos: 35%

VKA plus low-dose ASA

TE), TS

DAPT duration
(1 or 6 months)

12 mos: 49%

End of treatment
(12 months)

*CrCl 3049 ml/min: 10 mg OD; first dose 72-86 hours after sheath removal; *clopidoarel (75 mg daily)
(alternative use of prasugrel or ticagrelor allowed, but capped at 15%); SASA (75-100 mg daily) plus clopidoarel (75 mg daily)
(alternative use of prasugre| or ticaarelor allowed, but capped at 15%); fifirst dose 12-72 hours after sheath removal

1. Janssen Scientific Affairs, LLC. 2016. https://clinicaltrials.gov/ct2/show/NCT01830543 [accessed 10 Oct 2016];
2. Gibson CM et al, Am Heart J 2015;169:472-478e5; 3. Gibson CM et al, New Enal J Med 2016;375:2423-2434




Both Rivaroxaban Strategies was Associated With
Significantly Improved Safety vs the VKA Strategy

Rivaroxaban 15 mg OD plus single antiplatelet vs VKA plus DAPT: HR=0.59; (95% CI| 0.47-0.78); p<0.001
Rivaroxaban 2.5 mg BID plus DAPT vs VKA plus DAPT: HR=0.63 (95% CI 0.50-0.80); p<0.001
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Efficacy was Comparable Between All Three
Treatment Strategies™

Rivaroxaban 15 mg OD plus single antiplatelet vs VKA plus DAPT: HR=1.08; (95% CI 0.69-1.68); p=0.75
Rivaroxaban 2.5 mg BID plus DAPT vs VKA plus DAPT: HR=0.93 (95% CI 0.59-1.48); p=0.76
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*Trial not powered to definitively demonstrate either superiority or non-inferiority for efficacy

Gibson CM et al, New Enal J Med endpoints

2016,375:2423-2434 The tested dosing regimens with rivaroxaban in PIONEER AF-PCI are currently not approved




Re-hospitalization Due to CV Events and Bleeding
Were Both Reduced with the Rivaroxaban Strategies

M Group 3 (VKA plus DAPT) 28.4%
Group 2 (Rivaroxaban 2.5 mg BID plus DAPT)

Group 1 (Rivaroxaban 15 mg OD 30 20/
plus single antiplatelet) : ' 20.3%
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Group 1 vs Group 3: Group 1 vs Group 3:

HR=0.68; (95% Cl 0.54-0.85); p<0.001 HR=0.61; (95% CI 0.41-0.90); p=0.012
ARR=8.1%; NNT=13 ARR=4.0%; NNT=25

>
HR=0.73 (95% CI 0.58-0.91); p=0.005 HR=0.51 (95% CI 0.34-0.77); p=0.001
ARR=8.1%; NNT=13 ARR=5.1%; NNT=20

The tested dosing regimens with rivaroxaban in
Gibson CM et al, Circulation 2016; pii: CIRCULATIONAHA,116.025783. [E ahead of print] PIONEER AF-PCI are currently not approved







COMPASS Design

Stable CAD or PAD
2,200 with a primary outcome event

Rivaroxaban 2.5 mg bid
+aspirin 100 mg od

Rivaroxaban 5 mg bid

Run-in

(aspirin) Aspirin 100 mg od

Expected follow-up
3-4 years
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