Un changgr‘nent de paradigme dans la
prise en«éﬁarge des patients atteints de

&
X
+“maladie athéroscléreuse
&006 QQ,b(\
o 6(@‘0
60@ &
& Pr Gilles LEMESLE &o&e‘
™
'\%@(L USIC et Centre HéEmodynamique, CHRU de Lille ée;’o'
P Institut Pasteur de Lille, UMR 1011 &@{@6@
Faculté de Médecine de I'Université de L\LU%O
<0
Q\».
ol
6\)
'Qf‘"
S
c)o(\ /
b’%‘& Institut
Université Ccl Pagteur

dEI_lLE (19\% dellllé Y CHU

[[[[[[ 4 I‘!Il !nserm LILLE

- -t B b ———————




R
.@\QQ
o("&
'Q;{Qw
.\006\
0606\
@@QK

<> o
& &

* Honoraires . &

S : . O
Amgest, Astra Zeneca, Bayer, Biopharma, Bristol Myers Sg@@ﬁob,

B%e‘?\;kinger Ingelheim, Daiichi Sankyo, Lilly, MSD, Nov%@fs,
Pfizer, Sanofi Aventis, Servier, The medicine compapy

&



&
Stable = linear curveé;é‘é
But the slope may stiI{I\\d@% high
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The reggjad\ual ischemic risk
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SHR 95% CI  p value
“Glirrent smoker 187 127-277 0.002
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LDL-cholesterol (per 10 mg/dL) 1.06 1.02—-1.11 0.007 5
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Prior coronary bypass 0.53 032-0.86 0.011 &
<O
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The ressadual ischemic risk
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Risk of th@o%omposne CV death, MI, Stroke

H|st@er of non-coronary vascular intervention
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All-cause death ll.‘] (1.59-286) =0.0001 1.55 {1.13-2.13) Q&Q’ 0.007
Cardiovascular death 153 (1.65-386) =0.0001 1.98 {I.I-I—i.@(\ 0.004
Mon cardiovaseular death B84 (122-278) 0.004 .26 (0.8 éf?ﬁ] 0.303
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The CLARIFY Ris Model for CV death and MlI
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"‘* &o P for HR Overall P-
%‘9 zéé\aictor Category HR (95% Cl) value*
*Qse @@QAge per 5 year increase 1.19 (1.15, 1.23) <0.0001
Q§ Diabetes Insulin dependent 1.88 (1.58, 2.25) <0.0001 -
X
. N
c\y’ ¢\®°" (referent non-diabetic) Not insulin dependent 1.30(1.14, 1.48) 0.0001 \Q}b
D 0 .\o
%@% Smoking status Current 1.67(1.39, 2.01) <0.0001 <0.0001 Qf}
.\\\' @
L (referent Never) Former 1.33(1.17, 1.51) <0.0001 .\e,\\
o c i il
~ urrent Angina Yes 1.32(1.17, 1.50) <0.0001 2
N "Qf(\
QO AF/Flutter Yes 1.54(1.31, 1.82) <0.0001 N
O D
6\\’ Myocardial Infarction Yes 1.29(1.13, 1.47) 0.0001 \)&o
—& O
\r Peripheral Arterial Disease Yes 1.26 (1.08, 1.48) 0.0029 L
12 gfariables &
PCI/CABG Yes 0.78 (0.69, 0.88) 0.00Q@
S
) qﬂssoc'ated Wlth Stroke Yes 1.51(1.23,1.84) Q'OOOI
(19'3’ the risk of CV Hospitalisation for CHF Yes 1.73 (1.46, 2.04) 6Q§<o 0001
Qv
d eath an d M | eGFR (ml/min per 1.73 m2) <30 2.73 (2.06, 3. 6;3: <0.0001 <0.0001
(referent 60-90) 30-44.99 1.53 (1. 2&0?37) <0.0001
45-59.99 1. 2:/2(/1%)9 1.48) 0.0022
>=90 C;ﬁo (0.94, 1.30) 0.24
O
LVEF < 48% Q}gb 1.85(1.54, 2.22) <0.0001 <0.0001
\
(referent [55 — 60])%) 48 -54.9% C)o(@ 1.35(1.11, 1.65) 0.0031
60 - 64.9% ‘;@Q 1.16 (0.95, 1.42) 0.15
>= 65% <b© 1.01(0.82, 1.24) 0.94
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Incidence cumulée du critere corgxblne mortalité cardiovasculaire et infarctus du
myocarde, par quintiles de dgﬁrlbutlon du score de risque dans la population
\\Q’CLARIFY (n = 15,770)
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Prévention de | @t‘herothrombose par les
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N= 3,630 post Ml patlgﬁts randomized to aspirin (160 mg daily), warfarin
(INR 2.8-4.2), waarfarm (INR 2.0-2.5) plus aspirin (75 mg daily)
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© for a mean of 4 years ©
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7 00@
: Type of A W W&
5 Bleeding | (n) () | &9
‘LE Cerebral 1 5 ‘\c\\o‘*\ 3
.qi‘ Warfarin 'e] 6 1&00 21
& L O plus aspirin &K}
o S 0 H S
S @g o Warfarin Other 1 | 07 4
s &
‘éb Aspirin Total %ﬂe’ 33 28
S Rate** | &17 | 062 | 0.62%
* D._I" I T ] 5 (y (y
1000 2000 3000 i 0 0
Days of Follow-up v\c)‘z‘ p<0.001

Warfarin plus aspirin reduces the rate Q?f adverse events with a

higher rate of majog bleedlng

©
5
Hurlen M et al. NEJM 2002
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ATLAS ACS 2

ﬁ{mﬂ  Rscent ACS: STEMI, NSTEMI, UA

;’:ﬁ i Stabilized 1-7 Days Post-index Event

Exclusions: increased bleeding risk, warfarin use, ICH,
prior stroke if on ASA + thienopyridine

ASA 75 to 100 mg/day

! | .

Rivaroxaban

2.5 mg BID
n=5,174

Placebo
n=5,176

PRIMARY ENDPOINTS:
EFFICACY: CV Death, MI, strOkE (Ischemis, Hemorrhagie, or Uncertain Origin)
- SAFETY: TIMI major bleeding not associated with CABG |

Event driven trial with 1,002 pcimary efficacy events
' Gibson M, et al. N Engl J Med 2005.
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PRIMARY EFFICACY ENDPOINT:
CV Death / Mi/ Stroke

2 Yr KM Estimate

8.9%

HR 0.84
] (0.74-0.96)
Rivaroxaban

(both doses) miTT p=0.008"™2422  STENT THROMBOS!S
ITT p = 0.002 ARC Definite / Probable / PGssible

‘ 2 Yr KM Estimate

ARR 1.8%

NNT = 56
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| | | [ | |
4 8 12 16 20 24
No. at Risk Months After Randomization
Placsbo 5113 4307 3470 2664 1831 1079 421
Rivaraxaban 10229 BS02 B753 51ar a554 2084 B3

HR and 85% confidence interval estimates from Cox model stratified by thienopyridine use are provided per mITT approach; Stratified log-rank p-values
ara provided for both mITT and ITT approaches.

HR 0.69

Rivaroxaban (0.51-0.93)

(both doses) miTT p = 0.016

/
ARC Definite/probable: HR=0.65, mITT p=0.017, ITT p=0.012

T I I
4 8 12 16 20 24
Months After Randomization

Estimated Cumulative Incidence (%)

ITT p=0.008

Gibson M, et al. N Engl J Med 2005.



LA 'EFFICACY ENDPOINTS:
Very Low Dose 2.5 mg BID

CV Lzeath / Ml | Stroke Cardiovascular Death All Cause Death
5% 5%
12%- UR0.84 Placebo HR0.66 Placebo HR 0.68

Rivaroxaban Rivaroxaban Rivaroxaban
2.5 mg BID 2.5 mg BID 2.5 mg BID
NNT =71 NNT =63

12 : 12 :
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Gibson M, et al. N Engl J Med 2005.
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TREATMENT-EMERGENT
FATAL BLEEDS AND ICH

p=N5 for Riva vs Placebo
p=N35 for Riva 5 vs Placebo
p=N3 for Riva 2.5 vs Placebo
p=0.044 for Riva 2.5 vs 5

p=0.009 for Riva vs Placebo

p= 0.005 Riva 5 vs Placebo
P=0.037 for Riva 2.5 vs Placebo
p=0.44 forRiva 2.5vs 5

0.7

m Placebo
m 2.5 mg Rivaroxaban
5.0 mg Rivaroxaba:

p=NS for all
comparisons

0.2
0.1 01

n=4 n=5
Fatal ICH

Gibson M, et al. N Engl J Med 2005.
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QQ@@ Rivaroxaban 2.5 mg bid+ @Q@&
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v Rivaroxaban 5 mg bid c.)\»@"‘Z’%Expected follow up
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&
CPQQ
‘b©q,b(
(19'\

Eikelboom J, et al. N Engl ] Med 2017



COMPASS
®°.>

O
&
Key inclusion criteria
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¢ PAD
¢ CAD with 21 of:

Aged >65 yegfs

Aged <6%‘years plus atherosclerosis in

>2 vasellar beds or >2 additional risk
\2\\

fagb‘brs

N
& Current smoker
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/\0°
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Diabetes mellitus

Renal dysfunction (eGFR
<60 ml/min)

Heart failure

Non-lacunar ischaemic stroke

>1 month ago

Eikelboom JW et al, N Engl J Med 2017;377:1319-1330

¢ Stroke £1 month or any haemorrhagic
or lacunar stroke

¢ Severe HF with known ejection N
fraction <30% or NYHA class Ill or IV\\QQ’
symptoms &Q}Q

¢ Need for DAPT, other non- agplrm
antiplatelet therapy, or O@f therapy
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COMPASS

n=27,395 patients with stable agbeerosclerotlc vascular disease (CAD or PAD)

CAD 90.6% @?J
Prior Ml 62%, 7.1 mean ye@‘rs since Prior Ml
PAD 27.3% &
*@’K
z—, = Rﬂfaroxaban + Aspirin vs_ Aspirin  HR: 0.76, 95% CI 0.66-0.86, P=<0.0001 8\@.
,,oé Rivaroxaban vs. Aspirin  HR: 0.90, 95% CI 0.79-1.03, P=0.12 ,\g\@}
& — —r Aspirin &
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©¥ =
>
N O
P S |
=
i
(=]
N , S
0. at Risk Year o
Rivaroxaban + Aspirin 9152 7904 . ,\@%912 658
Rivaroxaban 9117 7824 q/b? 3862 670
Aspirin 9126 7808 © 3860 669
N
q/Q

Eikelboom J, et al. N Engl ] Med 2017
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Primary andSecondary components
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\)@lggA A Rivaroxaban + Aspirin vs.
o be§9'152 N=9,126 Aspirin &
utcome {of N N HR @é*\&@
ST (%) (%) (95% CI) P
© 160 203 0.78 o
cvd ' 0
%gfh (1.7%) (2.2%) (0.64-0.96) ,\\@“@(2
© ov
& 83 142 0.58 &
b%&aoogtrOke (0'9%) (16%) (0.44'0.76) &C&gﬁ <0.0001
© -
<@ Ml 178 205 086 L
’ (1.9%) (2.2%) (0.70-1.05f &
IS
313 378 0.87
Mortalit ~ 0.01
y oY (3.4%) (4.1%) (05%1-0.96)
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Eikelboom J, et al. N Engl ] Med 2017



COMPASS--%
Mafor bleeding

@(’
@’Q@
\»)@
R+ A R A Rivaroxaban + Aspirin Rivaroxaban vs. é@
Nvf152 N=9,117 | N=9,126 vs. Aspirin Aspirin
Outcome el ©
& N (%) N (%) N (%) HR o HR &b
) o8 (95% Cl) (95% Cl) é@Q
. > 288 255 170 1.70 1. 51\\00
Major Bleding | (3 10, | (28%) | (1.9%) | (1.40-2.05) | <0000 | (1 25.9%a) | <0-0001
5 15 14 10 1.49 @f4o
o Fatal 02%) | (02%) | (01%) | (0.67-333) | 232 |@e2315 | O
o 21 32 19 1.10 s 1.69
P * &
Nonfatal ICH™ | (5 29%) | (0.4%) | (02%) | (059-2.08) | %7&% | (0.96-2.98)| ¥’
Non-fatal other 42 45 29 1.43 ,\%@\'14 1.57 0.06
critical organ* (0.5%) (0.5%) (0.3%) (0.89-2.29) @‘ ' (0.98-2.50) '
6\3
* symptomati &
symptomatic C,O‘@
‘b©q/b(
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Ne0t°‘°clln|cal benefit
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é“”& R+A A Rivaroxaban + Aspirin vs}\‘\
s N=9,152 | N=9,126 Aspirin o
Ouftcome &
X N (%) N (%) HR (95% éé&
6\3‘()é CI) “36\\00
Oﬂ | | fi O
ﬁrlm:: c-lfr;l::elra: rI:::ee:etdm 431 >34 0.80 y@Q 0.0005
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Proportion of patients (%)
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COMPASS Trigl'in CAD patients

n=24,824 patients with éﬁtable coronary artery disease (CAD)

HR: 0.74 fé‘\
p<0.0001

o
O,
2,

HR: 1.66
p<0.0001
HR: 0.86
p=0.15 3,2
24 :j) (())05061
2,0 ' 1,9
1,6
HR: 1.55
019 p=030
\ / 1 02
I b\
. 9
MACE CV death M Stroke Major Fatal ICH* All-cause
. X
bleeding & death
6\)

M Aspirin 100mg od

*Non-fatal symptomatic

Iva a+ asplrln mg o
Riva 2.5 nag‘cb d 100 mg od

®
Q'\
v Connolly SJ et al. Lancet 2018



COMPASS CA.[?@aﬁ'ial in the Real World
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Eligibility for the COMPASSoﬁlaI
Among 31,873 Evaluable, KREACH

Main Reasons for Being Excluded (%)

60
Registry Patlerlet‘s
® High bleeding risk -
51.8 @\
50 ® Oral anticoagulant treatme@t
= DAPT for ACS/PCI <<¢02 months
Q
40 ® Ischaemic strolé(@}% year
Excluded
29,9% Severe re@fallure
*Qe?ned as eGFR <15 ml/min
Eligible 30 &
52.9% 259
Non- 20
included
17,2%
10
2.2
0 ©
5

Darmon A et al. Eur Heart J. 2017



COMPASS  Triat'in PAD patients

N=7,740 patients with s{tﬁble peripheral artery disease (PAD)

p «s
Low-dose @ Rivaroxaban ~ Aspirinalone
fivaro alone (n=2504)
plus@?plrm (n=2474)
@ 2492}
History of PAD Q)@'

Previous aorta-femoral or lower extremgyonypass 668 (26-8) 703 (28-4) 674(26:9)

surgery, PTA of iliac, or mframgum@zﬁ‘tery

History of intermittent clau%aﬁon andABI<0-90 1142 (45-8) 1120 (453) 1140 (45-5)

orsubstantial periphe%aaterial stenosis 250%

Previous limb orfg& amputation 116 (4-7) 107 (43) 112 (4-5)
Symptomatlcgﬂiﬁ of lower extremities* 1409 (56-5) 1361 (55-0) 1359 (543)
Carotldéarfely diseaset 617 (24-8) 622 (25-1) 680(27-2)
ch@ﬂtomatlc PAD: 2026 (81-3) 1983 (80-1) 2039 (814)

SCAD and ABI <0-90§ 466 (187) 491(198) 465(18:6)

*Defined as intermittent claudication with ABI <0-90 or stenosis of 250%; or previous aorta-femoral or lower extremity
bypass surgery, percutaneous transluminal angioplasty of iliac or infrainguinal arteries, or limb or foot amputation for
arterial vascular disease. tDefined as previous carotid endarterectomy or stent or asymptomatic carotid artery stenosis
of 250%. {Symptomatic PAD is the sum of symptomatic PAD of lower extremities and carotid artery disease.
§Asymptomatic PAD of lower extremities.

rivaraxaban +aspirin ~ alone group

A B MALE
I I
Overall COMPASS -+ ——
Overall peripheral artery disease —— ——
Symptomatic peripheral artery disease —u -
Peripheral artery disease lower extremities —*—— —‘— o
| ! o
Caratid artery discase —— ik @;\\'
| | xQ
T 1 | T £\ T
0 05 15 0 05 Qé&-o 15
+— — +— —r
Favourslow-dose  Favours aspirin Favou dose Favours aspirin

rwam@a n+aspirin ~ alone group

Table 1: Baseline characteristics
N
©
S
(l/

Anand S et al, Lancet 2018;391:219-229

group &Q group
<8
C & D
&
i N4 i
Overall COMPASS + Q«O ——
| < |
Overall peripheral artery disease —|1—\§Q < .
Symptomatic peripheral artery disease —ae —a—
Peripheral artery disease lower extremities G‘Q%_l:_ —:I—
Carotid artery disease 2 —— i :
@ . .
] | 1 | | | |
SO 05 10 15 05 1w 15 20 28
L — — —
«o\\’“ Favourslow-dose  Favoursaspirin - Favours low-dose  Favours aspirin
0‘2“ rivaroxaban+aspiin - alonegroup  rivaroxaban +aspirin - alone group
é qroup qroup

Fiqure W%m of primary and secondary outcomes
Haz

i@}atlos and 95% Cl are shown for all subgroups of patients with peripheral artery disease for major adverse

Qlﬁr&-::ﬂ.rasuzl.llar events (A) and major adverse limb events including major amputation (B), major adverse
S

cardiovascular or imb events including major amputation (C) and for major bleeding (D). The dotted line indicates

the point estimate for the overall COMPASS trial population (n=27 395).




Conelusion
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- Rivaroxaban 2.5 mg(;\\JsS‘id + aspirin reduces ischemic events with an
60

increase in major@%eding, but provides a net clinical benefit
<9

29
N
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[ é@rg ° e o °
- Rivaroxaban 2.5 mg bid + aspirin reduces CV and all-cause mortahty@ﬁ
@

N

S &
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: Thg@‘ﬁenefit of the dual pathway strategy in CAD patients Lgo?ransferrable
P <

@

.o'to the real world practice
N

DY &

low risk for bleeding
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Xarelto (2.5 mg_ Zas‘(/j) co-administré avec de l'acide acétylsalicylique
(AAS) 75-100 rﬁg/j, est indiqué pour la prévention des événements
atherothrogzrf)othues chez les patients adultes présentant une
maladle&o\coronarlenne ou une maladie artérielle perlpherlqtzle0

sympt@mathue a haut risque d’événements ischémiques ,@Q
&
O \\oﬁ\
> 6°0

)
Q&Q)
(\

The US FDA
—— (October 11th, 20%@8’7

Rivaroxaban (Xarelto®), 2.5 mg twice daily, plgs*/}:\splrm low dose once
daily to reduce the risk of major cardloy%ascular events including
cardiovascular (CV) death, heart attacko°or stroke in patients with
chronic coronary artery disease (CA@’) or peripheral artery disease
(PAD). &
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