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Background

* Now approved for all patients with aortic stenosis regardless of
surgical risk, TAVR has become the dominant form of AVR in
the US.

* Current ACC/AHA guidelines recommend that heart teams
utilize a shared decision-making process when discussing AVR
with patients aged 65-80 years."

* In younger lower-risk patients the faster recovery and short-
term benefits after TAVR must be balanced with long-term
durability, however limited intermediate and long-term data exist
to guide such discussions in this patient population.
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Background
patients demonstrate similar survival outcomes at 5 years.

« Data in low-risk patients have shown promising short-term outcomes,
but continued follow-up to guide shared decision is needed.
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Evolut Low Risk Study Design

Evolut™
Low Risk
Trial

Patients with Severe AS

Low risk of death (<3%) from surgery
Anatomy suitable for both TAVR and SAVR

Heart Team Evaluation

[ Screening Committee]

Confirmed eligibility

1:1 Randomization
May 2016 to May 2019

Surgery
N=684

ACC.23

TOGETHER WITH

Clinical Events Committee
Adjudicated all endpoints

Echo Core Laboratory
Evaluated all echocardiograms




As Treated Cohort

N =1414
I
I |
Attempted TAVR Attempted Surgery
N =730 N = 684
5 withdrew |, 30 withdrew
1 lost to follow-up 2 lost to follow-up
A\ 4
1-Year follow-up 1-Year follow-up
N =724 N = 652
7 withdrew 12 withdrew
2 lost to follow-up 6 lost to follow-up
v v
2-Year follow-up 2-Year follow-up
N =715 N =634
|, 11 withdrew 9 withdrew
0 lost to follow-up 1 lost to follow-up
v v
3-Year follow-up 3-Year follow-up
N =704 N =624
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Australia, Canada, Europe, Japan, and New Zealand
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Baseline Characteristics

Evolut TAVR Surgery
Mean £ SD or % (N =730) (N =684)
Age 74.1+£5.8 73.7+5.9
Female 36.4 34.1
Left ventricular ejection fraction, % 61.7+7.9 619+7.7
STS-PROM score, % 2.0+0.7 1.9+0.7
NYHA class lll/IV 24.9 28.2
Hypertension 84.8 82.6
Chronic lung disease, COPD 15.1 18.0
Previous CABG 2.5 2.0
Previous PCI 14 .1 12.9
Atrial fibrillation/atrial flutter 15.4 14.4
Pre-existing permanent pacemaker or defibrillator 3.3 3.8

No significant differences between treatment groups
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20% - —Evolut TAVR —Surgery

15% A

All-Cause Mortality or
Disabling Stroke

10% -
30 Days
A-1.8%
50, - P =0.006
2.5%
0.7%
0% T | T | T | T | T | T 1
0 6 12 18 24 30 36
Months Since Procedure
—TAVR 730 725 715 706 695 685 667 624
—  Surgery 684 663 648 628 616 594 568 537
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All-Cause Mortality and Disabling Stroke

All-Cause Mortality

15% - —Evolut TAVR
> —Surgery
‘_1_3 10% - Log-rank p value = 0.16
3 8.3%
© 6.3%
2 5% - ’
4y}
Q
< 0% I T | T | T | T | T | T 1
0 6 12 18 24 30 36
Months Since Procedure
— TAVR 730727 718 709 699 691 674 632

— Surgery 684 672 656 637 624 604 579 548
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Disabling Stroke

0%

— TAVR

Evolut™
Low Risk
Trial

Disabling Stroke

—Evolut TAVR
—3Surgery

Log-rank p value = 0.19

3.4%

—2.3%

P
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Evolut™

3-Year Death or Disabling Stroke by Baseline Variables ™

) KM rate at 3 years | P value for
Variable Evolut TAVR __ Surgery HR (35% Cl) | teraction
Age, years -— 0.95
<75 5.7 8.0 - 0.71 (0.40-1.26)
> 75 9.1 13.0 il 0.68 (0.43-1.07)
Sex ! 0.41
Male 7.8 11.7 - 0.64 (0.41-0.98)
Female 6.8 7.8 - 0.89 (0.46-1.73)
BMI, kg/m2 ! 0.71
<30 6.6 9.9 — & 0.65 (0.39-1.10)
> 30 8.2 10.8 — 0.75 (0.45-1.23)
STS Score, % : 0.55
<2 5.8 9.0 —— 0.62 (0.37-1.06)
>2 9.4 12.0 — 0.77 (0.47-1.26)
NYHA : 0.71
M 6.7 9.7 —— 0.78 (0.41-1.47)
HI/IV 9.7 11.9 —i— 0.77 (0.47-1.26)
Baseline KCCQ ! 0.43
<72 8.1 12.7 —&— 0.62 (0.38-0.99)
> 72 6.5 7.8 —— 0.83 (0.47-1.45)
COPD ! 0.63
No 7.8 10.9 = 0.89 (0.35-2.25)
Yes 7.6 8.8 —a— 0.83 (0.47-1.45)
[ | 1
0 1 10

Favors TAVR > Favors Surge

ACC.23

TOGETHER WITH

- WCC



Clinical Outcomes Through 3 Years

Evolut TAVR Surgery Log-rank

- i I o
Kaplan-Meier estimate, % (N=730) (N=684) P Value

All-cause mortality or disabling stroke 7.4 10.4 0.051
All-cause mortality 6.3 8.3 0.16
Cardiovascular death 4.1 5.6 0.18
All stroke 7.4 6.6 0.55
Disabling stroke 2.3 3.4 0.19
AV hospitalization?@ 7.4 9.2 0.20
All-cause mortality, disabling stroke, or AV hospitalization 13.2 16.8 0.050
Myocardial infarction 3.4 2.3 0.25
Permanent pacemaker implant® 23.2 9.1 <0.001
Atrial fibrillation 13.1 40.0 <0.001
Valve endocarditis 0.7 1.3 0.30

aNot adjudicated by the Clinical Events Committee (CEC). PPatients with pacemaker or ICD at baseline are not included. Not
adjudicated by the CEC.
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Evolut™

Valve Performance at 3 Years

% (n)? Evolut TAVR Surgery P Value
Paravalvular regurgitation N=541 N=447
None/trace 78.7 (426) 97.3 (435)
> Mild 21.3 (115) 2.7 (12) <0.001
> Moderate 0.9 (5) 0.2 (1) 0.16
Prosthesis-Patient Mismatch (VARC-3) N=489 N=394
None 89.4 (437) 74.9 (295)
Moderate 9.2 (45) 20 3 (80)
Severe 1.4 (7) 8 (19) 0.003
> Moderate 10.6 (52) 25 1 (99) <0.001
Total valve thrombosis 0.7 (5) 6 (4) 0.84
Clinical valve thrombosis 0.3 (2) 2 (1) 0.61
Subclinical valve thrombosis 0.4 (3) 5 (3) 0.91
Reintervention 1.0 (7) O 9 (6) 0.92

aPVR and PPM are reported as proportion % (n) and compared by chi-square test, with number of patients with echos at 3 years shown in
the top row for each. Reintervention and valve thrombosis are reported as Kaplan-Meier estimate % (n) and compared by log-rank test.
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3-Year All-Cause Mortality or Disabling Stroke in the o
TAVR Cohort by PVR N

Landmarked at 1-Month Echo
20% 1
—PVR = Mild at 1 month
15% - —PVR Nonel/trace at 1 month
Log-rank p value = 0.40

8.6%
7.0%
5% - ’_/_I""_H_’J

o—

All-Cause Mortality or
Disabling Stroke
S
2

T
O% ‘:’#I’_l, I T I T I T I T 1
01 6 12 18 24 30 36
Time since 1-month echo assessment (months)
— None/trace PVR 430 428 419 416 405 351
—— 2 Mild PVR 278 277 275 269 257 202
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Evolut™

Valve Hemodynamics to 3 Years

Significantly better MG and EOA with Evolut TAVR at all follow-up timepoints (p < 0.01)
-u- Evolut TAVR

3.0 -
N -®- Surgery i
g . 60.0 -
S 2.2 2.2 2.2 i @
g __________ e e p 50.0 0
< 204 & N TTTTmm—eg B--———————- L e
" 2.0 2.0 2.0 400 &
RS Q
5 19 | 300 §
> 3
2 10 - - 20.0 3
RS 11.3 11.7 12.1 T
i 0.5 - —a— — o L 10.0 @
8.7 9.0 9.1
0.0 . . . . 0.0
Baseline Discharge 1 Year 2 Years 3 Years
No. of patients Time Since Procedure
TAVR EOA 637 576 565 535 493
Surgery EOA 596 406 525 434 396
TAVR MG 717 703 662 607 547

Surgery MG 679 632 597 514 456
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Evolut™

KCCQ Overall Summary Score

100 -+
© —e-Evolut TAVR
Q 95 4 =-Surge
g 90.5 90.4 90.1
E 85 n
=)
O 80 -
g 75 - 78.7
3 -0 69.4
o ]
8 o 68.6
O ]

60 I I I I |
Baseline 1 Month 1 Year 2 Years 3 Years

Change from Baseline
TAVR 200+ 211 21.6 £ 20.6 20.9+20.8 20.1 £+ 20.6
Surgery 92+223 20.7 £+ 20.3 20.0 £ 20.0 19.3+ 211
P value <0.001 0.42 0.44 0.53
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Summary

« At 3 years, the rate of all-cause mortality or disabling stroke was 7.4% with
TAVR and 10.4% with surgery.

 The absolute difference between treatment arms remained consistent
over time, with a 30% relative reduction in hazard (p = 0.051) for death
or disabling stroke.

 TAVR patients continued to have better valve hemodynamics at 3 years.

* Residual paravalvular regurgitation 3 years after TAVR was none/trace in
nearly 80% of patients and there was no difference in >mild PVL.

» Rates of new pacemaker implantation were higher after TAVR and the
frequency of new onset atrial fibrillation was more common after surgery.
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Clinical

Implications

1. These results provide patients and heart teams important
data to aid in the shared decision-making process.

2. The excellent valve performance and durable outcomes out
to 3 years in low-risk patients affirms the role of TAVR in this
population.

3. Longer-term data are needed and the potential impact that
hemodynamics, valve design, new pacemakers, and other
secondary endpoints have on long-term outcomes will be
important to follow in this group of low-risk patients.
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