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Background and Rationale

= Patients with atrial fibrillation and a bioprosthetic mitral valve
require long-term anticoagulation, but the optimal therapeutic

strategy remains uncertain. ‘

* The efficacy and safety of DOACs in patients with atrial fibrillation

and a mitral bioprosthetic valve are based on subgroup analyses
of pivotal trials.

{ ARISTOTLE (apixaban) N = 31 patients
ENGAGE-TIMI 48 (edoxaban) N = 131 patients

» Patients with bioprosthetic valves were excluded from the

ROCKET-AF trial. ,
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Study Design

Patients with atrial fibrillation or flutter and a bioprosthethic mitral valve

Randomized
(Concealed)
Rivaroxaban  Open-label Warfarin Noninferiority RCT
20 mg daily INR target
15 mg for Cr Cl 30-49 ml/min (2.0-3.0 inclusive)
ITT l Follow-up 12 months 1 ITT

Primary Endpoint*: death, major CV events**, or major bleeding

* adjudicated by a blinded Clinical Events Classification Committee
** stroke, TIA, valve thrombosis, systemic embolism not related to the central nervous system, or
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hospitalization for heart failure.




' Secondary Endpoints

= Efficacy

— Composite outcome of CV death or thromboembolic events (stroke,
TIA, valve thrombosis, venous thromboembolism, or non-CNS
systemic embolism)

— Individual components of the combined endpoints

= Safety
— Bleeding events (major, minor, minimal, or fatal)

— Bleeding events are classified based on the ROCKET-AF definition,
but also using the TIMI and BARC criteria

~ All endpoints were adjudicated by a blinded Clinical Events Classification Committee
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Rivaroxaban
(N=500)
Time from Mitral Valve Implantation
Up to 3 months (%) 18.8
2 3 months and < 1 year (%) 18.2
> 1 years and < 5 years (%) 32.0
= 5 years and < 10 years (%) 29.6
Unknown (%) 1.4

Warfarin
(N=505)

ol o ot W I 6 B D



Death, Major CV Events, or Major Bleeding (%)

Rivaroxaban

Warfarin
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'Primary Endpoint

== Warfarin ™ Rivaroxaban
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RMST Difference (days) 7.4 (-1.4 to 6.3)
Non-inferiority margin = - 8 days P<0:001 y "
P for non-inferiority <0.001 > MO PIMEEMRT HIFNRIE 543
negative vaﬁyvzsr c;,;glggrtyet?e’; ;ggﬁfsed risk from ,ﬁ\ $1¢EI’] ﬁi_' ‘ﬁ%“ ﬂj9. 4%, *u 10.3% .
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Patients at risk
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Secondary Efficacy Endpoints

Rivaroxaban BRElE1lY HR P valiis > REBLZLAMH B %’%WZ: 2
Endpoid (N-500) ENGEROMM  (95% C hE R RS TR YHE
CV mortality or thromboembolic (0.6% vs 2.4%: HR 0.25,95% CI

" 3.5 0.65 (0.35 -1.20 0.17 0 Gl )

events (%) ‘ ’ 0.07-0.88) , MAILEAMNES
Total Stroke (%) 0.6 0.25 (0.07-0.88) 0.03 ZENERLEH (REHIEEAESE
CV Death (%) 2.3 0.85 (0.38-1.90) 0.69 X)) S5EEMAEFLIBEES ‘f
All-cause Death (%) 4.1 1.01 (0.54-1.87) 0.98
Valve thrombosis (%) 1.0 1.68 (0.40-7.01) 0.48
Non-CNS embolism (%) 0.0 - -
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Rivaroxaban BR'/Clt:1 HR P

Endpoint (N=500) (N=505) (95% CI) value
Major (%) 15 2.7 0.54 (0.21-1.35) 0.18
Intracranial bleeding (%) 0.0
Fatal bleeding (%) 0.0 0.4
Clinically Relevant non major (%) o1 4.9 1.05(0.60 -1.87) 0.85
Minor (%) 8.0 10.8 0.75(0.49 -1.15) 0.18
Total (%) 14.7 18.0 0.83 (0.59-1.15) 0.25
Bleeding events defined by the ROCKET-AF trial criteria
- Rive
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‘. Subgroup Analysis

Rivaroxaban Warfarin
No.Total No.(%) RMST [95% CI) No.Total No.(%) RMST [95% CI) <-- Warfarin Better  Rivaroxaban Better —>
All 47/500 (9.4%) 3475([341810353.1] 52/505 (10.3%) 340.1[333.210346.9) -"——l—
Age
<65 28/321 (8.79%:) 349.0[342.1103558]  30v329 (9.1%) 342.2 [334.0 10 350.5) .-
265 10179 (10.6%) 344.8([335.010354.7) 22176 (12.5%) 336.0[323.8 10348.3) -
Gender
Male 20/189 (10.8%) 3452([335410355.0] 25209 (12.0%) 333.6[321.6 10345.6) -
Female 27/311 (8.7%) 348.9([342010355.7] 27/296 (9.1%) 344.6 [336.6 10352.6] b
Antiplatelet at baseline
No 41/425 (9.6%) 346.7 [340410353.0] 39441 (8.8%) 344.1[337.410350.8) —
Yes 675 (8.0%) 352.2([340.3 10364.0) 13/64 (20.3%) 312.3[284.610339.9) —
Time from mitral valve implantation
< 3 months 6/94 (64%) 3486 [335.1 10362.1] 18/95 (18.9%) 313.5[290.6 10 336.3] - >
=3 months and < 1 year 691 (6.6%) 351.3[339.310363.3) 4/78 (5.19%)  355.1 [344.6 to 365.6) .
21 year <5 years 71160 (4.4%) 356.2 [348.8 10 363.6] 14/164 (8.5%) 0348.6 [339.4 10357.7] o
25 years 27/148 (18.2%) 336.3(324.1103485] 16160 (10.0%) 338.6 [326.2 10351.1) -
CrCl (mL/mim)
250 3361 (9.1%) J346.8([339910353.7] 36/358 (10.1%) 340.2 [332.0 10 348.5] ‘ -
<50 6/47 (12.8%) 334.8[310.6 10359.0] 10/60 {16.7%) 328.6 [306.0 10 351.2] €
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. . . Differencas of RMST, days (Rivaroxaban - Warfann)
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