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Moderate AS — No Innocent Bystander

Meta-analysis of 25 studies (n=12,143). Mean follow up 3.8 £ 1.7 years
Mean age 74 years (40% women)

Clinical Outcomes of Patients With Moderate Aortic Stenosis

25 Studies, N =12,143
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Outcome After Diagnosis of Aortic Stenosis

=iE L. National Echocardiography Database of Australia

N = 241,303, Median 1,208 days of FU
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Outcome After Diagnosis of Aortic Stenosis

Real-world data set including 1,669,536 echocardiographic reports
(1,085,850 patients) from 24 U.S. hospitals (egnite Database)

595,120 Patients With
AS Assessment

No AS
524,342 (88.1%)

AS Dx
70,778 (11.9%)
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12,129 4,777 3,093 1,901 1,172 609 296 133 45 — Severe 12,129 4,777 3,093 1,901 1172 609 296 133 45
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Circulation: Cardiovascular Imagiﬂg
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Staging Classification of Patients with AS
Specific Criteria and Prevalence (n= 1974)

N=121 (6.1%)

Stage 0
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Stage 1

N=287 (14.5%)

Stage 2
N=1014 (51.4%)

N=412 (20.9%)

N=140 (7.1%)

Stage 0

No damage

Stage 1
LV damage

Stage 2
LA/Mitral damage

Stage 3
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Stage 4
RV damage
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Increased LV Mass Index
>115 g/m? Male
>95 g/m2Female

Ele’ >14

EF <50%

Indexed left atrial volume
>34mL/m?

PAS 260mmhg

Moderate-Severe
RV dysfunction

Moderate-Severe MR

Moderate-Severe TR

Atrial Fibrillation

Patients hierarchically classified based on the presence of at least one variable in the highest stage (independent, not additive)

Généreux et al. Eur Heart J 2017;38(45):3351-3358




Extent of Cardiac Damage and Outcomes
1-Year Death After AVR (N= 1661)
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HFrEF May be Exquisitely Sensitive to
Increased Afterload of Moderate AS

A
. . 100 -
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(AVA 1.0-1.5) Factors Associated with Worse %
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Systolic Future Treatment Option: Follow-Up Time (Years)
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TAVR-UNLOAD trial.

Jean, G. et al. J Am Coll Cardiol. 2021;77(22):2796-803.
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Impact of AS Severity in HFrEF

9,133 patients 1961 patients with moderate AS
Median follow-up 3.1 Years EF < 50% in 385 patients (20%)
A
100% 1
1.0
Logrank P < 0.0001
0 8 75% 1
I 3
2 5
é 0.6 n % 50% 1
~46% ¢ .
T 04 - 259 - — LVEF260%
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0.2 1
ann‘
0 12 24 36 48 60
0.0 T T T T T T T Time (months)
o 0.5 1 1.5 2 2.5 3.1 Number at risk
Follow-Up Time (Years) - 1032 915 819 731 622 499
No AS 8,397 5979 5484 5147 4,617 3,892 3,239 - 544 485 416 357 285 222
Moderate AS — 374 227 174 152 127 97 82 - 385 206 235 183 136 101
Severe AS — 362 161 131 18 96 85 70
Khan KR. J Am Coll Cardiol. 2023;81:1235-44. Stassen et al. EHJ CV Imaging 2022;23:790-9
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Change in Cardiac Damage Post AVR at 1-Year
Early Cardiac Damage at Baseline
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Change in Cardiac Damage Post AVR at 1-Year
Advanced Cardiac Damage at Baseline
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TAVR for Moderate AS & HFrEF
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RCTs in Moderate AS Are Already Underway
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10-Year TAVR Durability Needs to be Established!

Severe SVD Bioprosthetic valve failure (BVF)
Eltchaninaff, et al. ElJ 2018 - 0.6%

Holy, etal. EJ 2018 | 0.0%

Blackman, et al. JACC 2019 - 0.4% Barbanti, et al. JAHA 2018
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/ years

Abdel-Wahab, et al. EuroPCR 2019 - 0.5%

Didier, et al. Circulation 2018 _ 2.5% 7 years Duetsch, et al. ElJ 2018

Gleason, etal. JACC 2019 | 0.0%

8 years 8 years
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3.2%
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4.5%

Antonazzo Panico, et al. El) 2019

2.5%
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Bicuspid AS More Common In Younger Patients
And May Present A Challenge For TAVR

Outcomes According to Devices

Increase in bicuspid anatomy with younger age
70%

60%

52%

50%

40%

30%
22%

0,
20% 18%

10%

80-89 >90

0%

Patient selection and safety of TAVR for
Bicuspid AS Needs to be defined!
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Interventional Management of Moderate AS

= The clinical impact of moderate AS is substantial and can be explained by
effects on cardiac performance, underlying damage and hemodynamics

= There is early evidence that the early treatment of AS may have an impact
on mortality, HFH and future cardiac damage

= There are still many open questions regarding valve durability, patient
selection (i.e., BAV) and frame selection (re-intervention)

= Detecting AS before irreversible cardiac damage develops is critically
needed, greater precision in selecting patients for intervention is greatly
needed

= RCT data will start to emerge soon, TAVR UNLOAD data will be presented
at TCT this year!
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