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Rivaroxaban Reduces Hospitalizations for
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Background

e PAD affects > 200 million individuals worldwide. CKD confers a higher prevalence
of PAD at 24% to 32% compared with 9% for those without renal impairment

VOYAGER PAD TRIAL DESIGN

6564 Patients with Symptomatic Lower Extremity PAD*

Undergoing Peripheral Revascularization

NCT02504216 ASA 100 daily for all Patients
Clopidogrel at investigator’s discretion (up to 6 months)

Randomized 1:1 double-blind

Rivaroxaban 2.5 mg

. ‘ Stratified by
twice daily

revascularization approach
(surgical or endovascular
with and without
clopidogrel™)

I
| Follow up Q6 Months, Event Driven, Median f/u 28 months |

Primary Efficacy Endpoint: Acute limb ischemia, major
amputation of vascular etiology, myocardial infarction, ischemic
stroke, or cardiovascular death

Principal Safety Outcome: TIMI Major Bleeding

Placebo

*PAD defined as:

- Ischemic symptoms AND

- Imaging evidence of occlusion
AND

- Abnormal ABI/TBI

**Half of all patients received
Clopidogrel
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VOYAGER PAD Primary Results

. Placebo

Primary Endpoint*
ITT-HR 0.85
(0.76 - 0.96)

P=0.0085

ARR 2.6%, NNT 39

*Composite of acute limb ischemia, major
amputation of a vascular cause, myocardial

infarction, isch

Months from Randomization 6

ic stroke, cardi

lar death

. Rivaroxaban 19.9%
17.3%
TIMIMajorBleeding
On Treatment-HR 1.43
(0.97-2.10)
P=0.0695
ARI 0.8%, NNH 125
S 27%
1.9%
_— — Days
0 90 182 274 366 456 547 639 731 821 912 1004 1096



Objectives

* To evaluate whether, in the VOYAGER PAD* trial, the effects of
rivaroxaban on rehospitalization and bleeding in patients with CKD**
were consistent with the overall cohort:

» Key Efficacy Outcome: hospitalization for a coronary or peripheral event of a
thrombotic nature***

* Principal Safety Outcome: TIMI| major bleeding

*VOYAGER PAD
6564 patients randomized to rivaroxaban 2.5mg twice daily

**CKD
Defined as eGFR < 60
Individuals with eGFR < 15, on HD, or requiring RRT were excluded from this trial

***Key Efficacy Outcome
Prespecified secondary outcome
Positive outcome in VOYAGER trial, p < 0.001
Kaplan—Meier estimates for cumulative incidence of each prespecified outcome were assessed at ~3-years

PAD- Peripheral Arterial Disease
CKD- Chronic Kidney Disease




Baseline Characteristics by CKD Category

n
Age, years
Female, %
Race, %

White

Asian

Black / African American
Hypertension, %
Diabetes Mellitus, %
Current Smoker, %
Body Mass Index, kglm2
Index ABI at Screening (median)
Prior Limb Revascularization (yes),
Endovascular Approach, %
eGFR, ml/min/1.73m’

Rivaroxaban Placebo Rivaroxaban Placebo

661
73 (8)
37

71
25
2
92
51
22
27 (5)
0.57
37
76
48 (9)

CKD

666
72 (8)
39

74
20
3
91
54
21
27 (5)
0.57
38
74
48 (9)

No CKD
2499 2493
66 (8) 66 (8)
23 23
82 83
13 14
2 2
79 79
37 36
38 38
26 (5) 26 (5)
0.55 0.55
35 34
64 64
87 (23) 86 (19)

Chronic kidney disease (CKD)
defined as eGFR <
60ml/min/1.73m? via the
Modification of Diet in Renal
Disease Study equation. Values
are mean (standard deviation) or
percentage

96.8% with CKD Stage 3 (eGFR
30-59), 3.1% with CKD Stage 4
(eGFR 15-29), 0.1% with CKD
Stage 5 (eGFR < 15)

All p values > 0.05



Rivaroxaban Reduced Hospitalizations for Coronary or Peripheral
Events of a Thrombotic Nature in Patients With or Without CKD

CKD No CKD
AR 0.72 HR 0.52 . . HR 0.75
(0.62-0.85) 0.41— 0 85 P interaction 0.25 (0.62 - 0.90)
14% P < 0.001 . (0.41-0.85) : :
1210 12.60%
- 0 0
12% ARR 3.4%, ARR 4.7%, ARR 3.0%, 11-80%
NNT 29 NNT 22 NNT 33

10%

8%

6%

KM Rate at 3 Years (%)

4%

2%

0%
Overall eGFR <60 eGFR >=60
N = 6564 N = 1327 N = 4992

B Placebo

. Rivaroxaban



TIMI Major and ISTH Bleeding Were More Frequent
With Rivaroxaban in Patients With or Without CKD

TIMI Major (Primary ICH or Fatal ISTH
14.0 Safety Endpoint) : :
P-interaction 0.38 P-interaction 0.99 P-interaction 0.46
12.0 HR 1.86 HR 1.27 . HRO.84 HR 0.86 . HR1.22 HR 1.82
(0.92 — 3.79) (0.79 — 2.05) i (0.23-13.13) (0.40-1.87) : (0.55-2.73) (1.01 - 3.28)
| i 10.2
10.0
8.0 I Placebo

. Rivaroxaban
6.0

KM Rate at 3 Years (%)

4.0

2.0

0.0

GFR <60 GFR >=60 GFR <60 GFR >=60 GFR <60 GFR >=60




Events Prevented Versus Caused for 1000 Patients
With and Without CKD Over 3 Years

First Events Prevented (Green) vs. Caused (Red)
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Summary & Conclusions

* PAD patients with CKD are at heightened risk for perioperative, periprocedural,
and long-term complications following LER

» A strategy of rivaroxaban 2.5 mg twice daily plus aspirin vs. aspirin alone reduces
hospitalizations for coronary or peripheral events of a thrombotic nature in
patients with recent LER with or without CKD

* There is a higher absolute benefit with this strategy among those with CKD
compared to those without CKD

* Although patients with CKD are at higher bleeding risk overall, the bleeding risk
with rivaroxaban was similar in patients with or without CKD

* Rivaroxaban demonstrated net clinical benefit for reducing hospitalizations in
patients with or without CKD
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