Prevenzione degli eventi ischemici nei
soggetti con arteriopatia polidistrettuale
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Atherothrombosis is an Unpredictable and Life-Threatening
Conseqguence of Chronic, Progressive Atherosclerosis

1-year outcomes in patients with
atherosclerotic disease!

10 m CAD alone (n=28,867)

PAD alone (n=3,246)

= CAD+PAD (n=3,264)

m CAD+cerebrovascular disease+PA
(n=1,132)

dua |

CV death Non-fatal MI Non-fatal CV death,
stroke MI or stroke

Steg P et al. JAMA 2007;297:1197-1206
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Outcome with ticagrelor + aspirin vs aspirin alone in pts
with PAD included in the PEGASUS trial

Benefit of Ticagrelor (Pooled)
By PAD at Baseline

PAD HR 0.75
95% (Cl 0.55-1.01)

NoPAD  HRO.86
95% (C1 0.77-0.96)

p-interaction 0.41

8.4% No PAD
t ARR
~=="74% NNT 1

540 630 720 810 900 990 1,080

Days from Randomization

CVD / M| / Stroke

CV Death

Myocardial Infarction

Stroke

Mortality

TIMI Major Bleeding

0.1 Ticagrelor Better Placebo Better 10

P-Value

(0.50-1.38)

-0.86)

Bonaca MP, et al. ] Am Coll Cardiol 2016



COMPASS: TRIAL DESIGN

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 nvaroxaban plus
| aspirin or aspirin alone for reducing the risk of M, stroke and cardiovascular death in CAD or PAD

Rivaroxaban 2.5 mg bid + Aspirin 100 mg od

—
30-day
Population: washout

Chronic Rivaroxaban 5.0 mg bid period

CAD (91%)

PAD (27%)
30-day run-in,
aspirin 100 mg

Factorial design Average follow-up: 23 months at
- pantoprazole* early termination of study

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




COMPASS: Events for the primary ischemic endpoint

Rivaroxaban 2.5mg bid + Aspirin 100mg od
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MACE* % HR (95% CI) p-value
Aspirin 100mg OD 54 -
Rivaroxaban 5mg BID 49 0.90 (0.79-1.03) 012

Rivaroxaban 2.5mg BID + N o P
Aspirin 100 mg OD 4 1 0.76 (0.66-0.86) <0.001
D D
0 1 : 3
Number at risk Year
Aspirin 100mg od 9126
Riva Smg bid 9117
Riva 2.5mg bid +
A=nirin 100mg g

Eikelboom JW, et al. N Engl J Med 2017



COMPASS: SAFETY RESULTS

Rates at mean follow-up of
23 months

Modified major ISTH bleeding
Fatal
Non-fatal ICH*
MNon-fatal other critical organ®

Rates at mean follow-up of
23 months

Modified I15TH major bleeding
Fatal
Mon-fatal ICH*
Mon-fatal other critical organ®

Rivaroxaban
2.5 mgyg bid +
aspirin 100 mg
N=9152
286 (3.1%)
15 (0.2%)

21 (0.2%)
42 (0.5%)

Rivaroxaban

Aspirin 100 m
5 mg bid ; L

N=9117 N=9126

255 (2.8%)
14 (0.2%)
32 (0.4%)
45 (0.5%)

170 (1.9%)
10 (0.1%)
19 (0.2%)
29 (0.3%)

Rivaroxaban 2.5 mg bid +
aspirin 100 mg

Rivaroxaban 5 mg bid vs
aspirin 100 mg

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

1.70 (1.40-2.05)
1.49 (0.67-3.33)
1.10 (0.59-2.04)

0.89-2 29)

HR (95% CI) p-value
1.51 (1.25-1.84)
1.40 (0.62-3.15)
1.69 (0.96-2 98)
1.57 (0.98-2 50)

Eikelboom JW, et al. N Engl J Med 2017



Patients at Higher CV Risk Benefit More from
Rivaroxaban Vascular Dose Plus Aspirin

CAD+PAD

Heart failure

Renal impairment

Diabetes

Overall population



Continuous plot over the range of eGFR for the primary outcome
(left) and for bleeding (right) in COMPASS patients with highest
rates (for MACE and bleeding) in patients with renal impairment
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Estimated Glomerular Filtration Estimated Glomerular Filtration
Rate (ml/min) Rate (ml/min)

Rivaroxaban Plus Aspirin  © 0 © Aspirin Alone

Fox KAA et al, JACC 2019;73:2243-2250



Net clinical benefit (NCB) with vascular dose rivaroxaban in COMPASS

HR, 0.80 (95% CIl, 0.70-0.91)
P=0.0005

Aspirin alone

Cumulative Hazard

Rivaroxaban plus aspirin

Months
Polyvascular, renal dysfunction, heart failure, diabetes
None or 1 out of 4
2 outof 4
Joutof4
4 outof 4

252 /6612
12971936
431548
7156

Events prevented/caused/1000 pts

m CV death
m Stroke
Myocardial infarction
m Symptomatic bleeding into

critical argan
m Fatal bleeding

12 months 24 months 30 months

283 /6553 23 0.88 (0.74-1.04)
164/ 1941 47 i 0.78 (0.62-0.98)
751 557 7.7 5 0.56 (0.38-0.81)
12175 10.3 - 0.71(0.28-1.83)

Steffel J, et al. Circulation 2020



Mortality benefit of rivaroxaban plus aspirin vs aspirin alone
across different high-risk features in COMPASS

All-cause death: 3.4% vs 4.1%, HR: 0.82, 95% Cl 0.71-0.96, P = 0.01
CV death: 1.7% vs 2.2%, HR: 0.78; 95% Cl: 0.64-0.96 P = 0.02

High-risk features:
- DM
- PAD + CAD
- CRF
- CHF

Polyvascular, renal dysfuncuion, heart failure, diabetes

Ooutof 4 54/2981 09 58/2952 1.0 0.93 (0.64-1.34) 4.2 236

Toutof4 19/3631 17 136/3,601 2.0 0.86 (0.67-1.10) 4.8 2N
2 out of 4 95/1936 26 120/1.941 33 0.79 (0.60-1.03) 5.0 40

Jord4outof4 45/604 41 64/632 55 0.73 (0.50-1.06) 539 19

040 065 10 15

Eikelboom JW. et al. ] Am Coll Cardiol 2021



Efficacy outcomes in the PAD population: MACE and MALE

28% MACE reduction — 46% MALE reduction — 70% MAJOR AMPUTATION reduction

Rivaroxaban Asbirin
2.5 mg bid + aspirin P HR HR (95% Cl) p-value
n (%)
n (%)

CV death, stroke, Ml
(MACE) 126 (5.1) 174 (6.9) 0.72 - <0.005
Acute limb ischaemia or
chronic limb ischaemia 30 (1.2) 56 (2.2) 0.54 —— 0.005
(MALE)
Major amputation 5(0.2) 17 (0.7) 0.30 & . 0.01
MACE, MALE or
T BT EUET 157 (6.3) 225 (9.0) 0.69 - 0.0003

0,1 1 ' 10

Favours rivaroxaban Favours
2.5 mg bid + aspirin aspirin alone

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



Dual vs Single antithrombotic therapy in CCS

Bleeding risk Thrombosis risk
management ’ management

bleeding scores
validated in the
population of interest

Evaluate Consider multisite '
history of ICH

atherosclerosis, \
or ischemic stroke, and periodically multivessel CAD, DM, Periodically
recent Gl bleeding, re-assess bleeding risk

recurrent MI, CKD* ; re-assess
liver failure, to address modifiable, thrombotic risk
coagulopathy, extreme factors

i Optimize —
old age, frailty, Implement control of concurrent risk
terminal CKD preventive

factors and patient
strategies and empowerment
consider a

patient-based
approach

Balance of thrombotic and bleeding risk

Single

Dual
antiplatelet therapy

antithrombotic therapy

Patti G, et al. Biomed Pharmacother. 2021 Aug;140:111783



Fattori clinici di rischio ischemico
Diabete mellito

Cr Cl <30 ml/min

Arteriopatia periferica sintomatica
Eventi coronarici ricorrenti
Scompenso cardiaco

Fattori coromarici di rischio ischemico

Coronaropatia multivasale

>= 3 stent / lunghezza stent >60 mm

Biforcazione con 2 stent
Occlusione coronarica cronica

Pregressa trombosi di stent

Fattori di rischio emorragico

Eta > 75 aa o peso corporeo < 60 Kg

Anemia e/o storia di sanguinamento maggiore
Terapia anticoagulante + antiaggregante

Cr Cl <30 ml/min o diabete mellito

Uso di cortisone/FANS/alcool




| cAD |

YES amputation
or periph. revasc.

\ 4
Claudication

.

Carotid  ABI/Lower
Doppler limb Doppler

ABI <0.9 or
o L]
>50% stenosis >50% stenosis

v
Symptomatic peripheral artery disease (PAD) |




| cAD |

Symptomatic PAD
Re-assess after 6-12 months

Non-high bleeding risk

YES DM, CRF, CHF,
MYV CAD, recurrent events

Riva 2.5 mg + ASA




