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Why this study?

* Up to 40% of patients who undergo transcatheter aortic valve implantation (TAVI) have atrial
fibrillation and are therefore recommended for chronic oral anticoagulation®’

* Patient-reported outcomes (PROs) help physicians understand treatment impact on patient
well-being and potential treatment influence on medication adherence and persistence®?

* Inthe ENVISAGE-TAVI AF (NCT02943785) trial, patients with prevalent or incident atrial
fibrillation who were treated with edoxaban after successful TAVI reported significantly
improved treatment satisfaction and convenience compared with those receiving vitamin K
antagonists (VKAs)°

 However, conventional PROs are often difficult to interpret without validated clinically
meaningful thresholds, and aggregated domain scores preclude identifying drivers of
treatment differences

PRO, patient-reported outcome; TAVI, transcatheter aortic valve implantation; VKA, vitamin K antagonist.

1. Adams DH, et al. N Engl J Med. 2014;370(19):1790-8. 2. Leon MB, et al. N Engl J Med. 2010;363(17):1597-607. 3. Smith CR, et al. N Engl J Med. 2011;364(23):2187-98. 4. Leon MB, et al. N Engl J Med. 2016;374(17):1609-20.

5. Reardon My, et al. N Engl J Med. 2017;376(14):1321-31. 6. Mack MJ, et al. N Engl J Med. 2019;380(18):1695-705. 7. Popma JJ, et al. N Engl J Med. 2019;380(18):1706-15. 8. Benzimra M, et al. Patient Prefer Adherence. 2018;12:79-
87.9. Ng DL, et al. Patient Prefer Adherence. 2019;13:1363-73. 10. Hengstenberg C, et al. Am J Cardiol. 2023;209:212-19.

r|jeuro

§ KR EuroPCR.com



What did we study?

Objective
* To evaluate the drivers of PROs in patients with atrial fibrillation receiving edoxaban vs VKAs after
successful TAVI using a win ratio (WR) analytical approach

ENVISAGE-TAVI AF trial design

Prospective, randomised trial comparing the efficacy and safety of edoxaban vs VKA in patients with prevalent or incident atrial

fibrillation and indication for chronic oral anticoagulation therapy after successful TAVI (NCT02943785)*2

From evening of TAVI Edoxaban 60 mg/day*
TAVI to 5 days > with or without antiplatelet therapy***
without severe cgm;?llcatlons (7 days for permanent VKA**
at randomisation pacemaker)
with or without antiplatelet therapy***
*Edoxaban dose reduction to 30 mg in patients with atrial fibrillation, if **VKA patient target international normalised ***Stratification variable: Specified use of antiplatelet therapy for
e CrCl 15-50 mL/min ratio 2—-3 coronary stenting
* Body weight <60 kg* In Japan, patients 270 years, 1.6-2.6 Antiplatelet therapy was allowed per the treating physician’s
* Concomitant P-glycoprotein inhibitors per local label® discretion, including
*No dose reduction criteria in the US for atrial fibrillation. e  DAPT up to 3 months, or

* Single antiplatelet therapy indefinitely

CrCl, creatinine clearance; DAPT, dual antiplatelet therapy; PRO, patient-reported outcome; TAVI, transcatheter aortic valve implantation; VKA, vitamin K antagonist; WR, win ratio.
1. Van Mieghem NM, et al. Am Heart J. 2018;205:63-9. 2. Van Mieghem NM, et al. N Engl J Med. 2021;385:2150-60.
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How was the study executed?

* Inthis intention-to-treat ENVISAGE TAVI-AF subanalysis, we included patients who received either
edoxaban or VKAs and had evaluable PACT-Q2 data from their 12-month post-baseline visit

*  The PACT-Q2 assesses the following 2 dimensions using a 5-point Likert scale in each item to capture distinct
patient experiences with treatment?
—  Treatment convenience (13 items)

— Treatment satisfaction (7 items)

Win ratio statistical analysis

*  Pairwise comparisons of treatment groups were performed using WR, an established method in
cardiovascular research,? at instrument, dimension, and item levels

* The WR calculated the odds of edoxaban being favoured over VKAs (WR >1), based on a set of prespecified
outcome criteria meaningful to patients, from every possible patient pair between treatment groups

*  The WR was calculated as follows: WR = N,,/N,, where WR indicates win ratio; N, number of wins; and N,

number of losses

PACT-Q2, Perception Anticoagulant Treatment Questionnaire 2; TAVI, transcatheter aortic valve implantation; VKA, vitamin K antagonist; WR, win ratio.
1. Prins MH, et al. Health Qual Life Outcomes. 2009;6:7:9. 2. Redfors B, et al. Eur Heart J. 2020;41(46):4391-99.
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What are the essential results?

Overall and dimension level WR outcomes at
month 12

Measure WR (95% Cl) P-value

PACT-Q2

overall o 2.01(1.70, 2.38) <0.001

* The baseline characteristics and treatment
expectations were similar between both edoxaban

and VKA treatment groups (n = 713 for each group)?!

Convenience

* Asignificantly higher probability of improved overall dimension? Ho- 1.73 (1.47,2.04) <0.001
treatment convenience or satisfaction was
associated with edoxaban vs VKAs Anticoagulant
treatment

* At the dimension level, a significantly higher satisfaction o 1.74 (1.49,2.02) <0.001

probability of improved convenience and treatment dimension
satisfaction occurred for edoxaban vs VKAs

o 1 2 3
«— —

Favours VKAs Favours edoxaban

aConvenience dimension includes the convenience domain and burden of disease and treatment domain.
Cl, confidence interval; PACT-Q2, Perception Anticoagulant Treatment Questionnaire 2; VKA, vitamin K antagonist; WR, win ratio.
1. Van Mieghem NM, et al. N Engl J Med. 2021,385:2150-60.
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What are the essential results?

Item-level WR outcomes at month 12

*  Edoxaban compared with VKAs exhibited a
significantly higher probability of having
meaningfully favourable PROs in 18 of the 20
items:

— Convenience dimension, 12 of 13 items

— Anticoagulant treatment satisfaction
dimension, 6 of 7 items

*  Thetop 3 drivers of treatment differences
with edoxaban favoured over VKAs were

— Difficulties regarding dose adjustment
— Difficulties in taking the treatment

— Difficulties regarding regular intake

*  Dose adjustment increased the difficulty level
of treatment intake perceived by patients

Cl, confidence interval; PRO, patient-reported outcome; VKA, vitamin K antagonist; WR, win ratio.
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Measure

Convenience dimension

WR (95% Cl)

1.73 (1.47, 2.04)

P-value
<0.001

| Difficulties in taking the treatment

2.63 (2.02, 3.42)

<0.001

Bother in taking the treatment

2.34 (1.83, 2.99)

<0.001

Difficulties regarding dose adjustment

2.65 (2.10, 3.33)

<0.001

Treatment and other medications
Treatment and regimen implications
Treatment and being away from home
Difficulties regarding daily life

Bother in follow-up required

1.64 (1.30, 2.07)
2.09 (1.68, 2.60)
2.13 (1.65, 2.75)
1.79 (1.43, 2.25)
1.82 (1.49, 2.23)

<0.001
<0.001
<0.001
<0.001
<0.001

| Difficulties regarding regular intake

2.41 (1.84, 3.16)

<0.001

Feeling regarding loss of independency

Worries about having to stop the treatment

Impact of side effects on usual activities

Discomfort due to symptoms
Anticoagulant treatment satisfaction dimension

Feeling of reassurance

Symptom decrease

Experience with side effects

Satisfaction regarding independency

Satisfaction with patient management

Satisfaction with treatment form

Overall satisfaction
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1.37 (1.11, 1.69)
1.09 (0.90, 1.33)
1.64 (1.32, 2.04)
1.43 (1.16, 1.76)
1.74 (1.49, 2.02)
1.29 (1.08, 1.53)
1.06 (0.90, 1.25)
1.68 (1.38, 2.03)
2.09 (1.72, 2.54)
1.57 (1.29, 1.92)
1.98 (1.62, 2.42)
2.02 (1.65, 2.47)

0.003
0.365
<0.001
0.001
<0.001
0.004
0.503
<0.001
<0.001
<0.001
<0.001
<0.001
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Why is this important?

* This study stands out as a pioneering effort in its application of the WR
analytical approach to PROs, distinguishing itself from previous WR research,
which focused on conventional clinical outcome assessments

* Meaningfully favourable PROs were identified at dimension and item levels

* These findings may assist physicians when considering anticoagulation options
for patients with atrial fibrillation after TAVI

PRO, patient-reported outcome; TAVI, transcatheter aortic valve implantation; WR, win ratio.
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The essentials to remember

PROs were captured by PACT-Q2 in patients with atrial fibrillation receiving edoxaban or
VKAs after TAVI and were evaluated using a WR analytical approach, as data on these
PROs were previously limited

The WR calculated the odds of edoxaban being favoured over VKAs for PROs reported
using the PACT-Q2

Patients with atrial fibrillation receiving edoxaban vs VKAs after TAVI were significantly
more likely to experience a meaningfully favourable outcome at month 12 in almost all
PACT-Q2 items

The findings from this WR analysis identified drivers of PRO treatment differences
between edoxaban and VKAs in this patient population

PACT-Q2, Perception Anticoagulant Treatment Questionnaire 2; PRO, patient-reported outcome; TAVI, transcatheter aortic valve implantation; VKA, vitamin K antagonist; WR, win ratio.
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