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1000 patients randomized at 71 sites
* 503 underwent TAVR (with SAPIEN 3)

497 underwent SAVR
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 Mean age 73 years
* 67.5% (TAVR) and 71.1% (SAVR) male
« 92.3% (TAVR) and 90.1% (SAVR) white

e Mean STS score 1.9%



The 5-year
y & PARTNER 3
Data TRIAL
* 1% primary endpoint ~ +22.8% TAVR vs. 27.2% SAVR
« Death, stroke or rehospitalization (Kaplan-Meier
estimates) (95% Cl-9.9to 1.3, p:OO7)
» 2" primary endpoint » Win ratio for TAVR 1.17

« Death, disabling stroke, nondisabling stroke and _
# of re-hospitalization days (win ratio analysis) (95% C10.90 t0 1.51, p=0.25)



Death from Any Cause, Stroke, or Rehospitalization
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Rehospitalization
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Subgroups at 5 Years (Primary Endpoint)

Difference
(TAVR - Surgery)
Subgroup TAVR Surgery [95% CI]

Overall 22.8%  27.2% —— -4.3% [-10.0%, 1.3%]
Age,y

< 74 (n=516) 23.9%  25.8% —_— -1.9% [-9.5%, 5.7%]

> 74 (n=434) 21.6% 28.8% e -7.2% [-15.6%, 1.2%]
Sex

Female (n=292) 21.4% 29.5% = -8.1% [-18.4%, 2.2%]

Male (n=658) 23.6% 26.2% i -2.6% [-9.4%, 4.1%)]
STS Score, %

< 1.8 (n=464) 21.6% 25.1% — — -3.5% [-11.4%, 4.3%)]

> 1.8 (n=486) 23.9% 29.4% e e -5.8% [-13.6%, 2.7%)]
LVEF, %

< 55 (n=89) 26.6%  41.5% = -15.0% [-36.0%, 6.1%]

> 55 (n=819) 22.0% 25.4% — -3.4% [-9.3%, 2.6%)]
NYHA Class

I/1l (n=687) 20.4% 26.1% —— -5.7% [-12.2%, 0.7%]

HI/IV (n=263) 28.3% 30.6% = -2.3% [-13.9%, 9.3%)]
Atrial Fibrillation

No (n=786) 212%  23.7% —_— -2.5% [-8.5%, 3.5%]

Yes (n=163) 31.9% 42.4% = -10.4% [-25.6%, 4.8%)]
KCCQ-0S Score

< 70 (n=407) 24.6% 29.4% —_— -4.9% [-13.7%, 4.0%)]

> 70 (n=536) 21.3% 25.2% el -3.9% [-11.2%, 3.4%)]

I I

-20% -10% 0 10% 20%
«—TAVR Better Surgery Better—



Breakdown of Win Ratio Analysis

TAVR Surgery
(N=496) (N=454)

l

496 454=275,184 Patient pairs

' 1 '

TAVR Wins Ties Surgery Wins
Hierarchical
Components: l l
1. Death from Any T S R
Cause
2. Disabling Stroke 1.4% 82.1% 1.2%
l 1 '
3. Nondisabling Stroke 2.9% 77.2% 2.0%
' 1 l
4. Rehospitalization e — - -
Days
Total Wins 22.1% 19.0%

2.1
Win Ratio=
19.0

=1.17 (95% CI, 0.90-1.51)
P=0.25



Other Outcomes Through 5 Years

End Poimt Basdine 10 S Yeurs
TAVR Surgery
(N« 496) (N «454)

no. of patiertswith evert
(Koplan-Ma & egi mate, %)

Acocticvale reintervention 12 (2.6) 12 (3.0)
Endocarditis 6(1L3) 8(20)
Vdve thrombosis Y 12@2.9 1(0.2)
New-onset atrial fibrillation|** $S(13.7) 1SS (42.4)
New pacem aker| ™ 63(135) 43(104)
Serous bleeding | 49(102) 64(143)

- Alot more early A-fib with SAVR
- Alittle more early bleeding with SAVR
- Alittle more early pacemaker need with TAVR

1Year 05 Yes

HzwdRatio TAVR Surgery
95%C1) (N «490) (N -427)

no. of potient swith event
(Kaplan-Maer ezimate, %)

0.86 (039-1.9) 9(20) 10 (26)
065 (023-1.9) S(L1) 6(L9)
10.52 (137-80.93) 10 (21) 1(02)
025 (019-0.34) 21(6.0) $ (2.6)
1.33 (090-1.9%) 25 (61) 13 (4.9)
0.65 (0.45-0.%) 25 (5.6) 13 (5.1)

Hazard Ratio
P5%CI)

0.77 (0.3 1-190)
072 (0.22-2.35)
872 (1.12-63.12)
2.30(0.87-610)
122 (0.67-2.24)
1.15 (0.63-2.11)

- No clear trend in complications from years 1-5



Quality of Life
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% of Patients
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Durability - Hemodynamics
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Valve Sizes
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Aortic Regurgitation
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Durability - Clinical

Bioprosthetic-Valve Failure and Components at 5 Yr

Bioprosthetic-Valve Failure
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Key Takeaways

* In low risk patients, TAVR with SAPIEN 3 compared to SAVR was similar at 5 years
with respect to:
« Survival
« Complications, including stroke and rehospitalization
« Quality of Life
« Durability — as defined by hemodynamics and rates of valve failure

« >90% of TAVR and SAVR patients were alive at 5 years in the PARTNER 3 Trial

« At 5 years, valve failure (<4.0%) and reintervention (<3.0%) are very low for both
TAVR with SAPIEN 3 and SAVR

* [n my opinion, there is no plausible reason to suspect that a SAPIEN 3 valve will be
less durable than a bioprosthetic surgical valve beyond 5 years (10 year f/u planned)



Lifetime Management - Some Will Outlive the 1st Valve

« A small but significant number of low-risk patients should be expected to outlive their
first prosthetic valve, whether it be TAVR or SAVR

« The second procedure is most likely to be a TAVR

« Valve-in-Valve TAVR of a surgical valve
« TAV-Iin-TAV

« Care and attention to a potential 2"d valve should be undertaken before the 1st

* For SAVR - no supra-annular valves, largest valve possible, consider aortic root enlargement,
consider valve suitable for further expansion

« For TAVR — pay attention to coronary heights and Sinus widths, place TAVR valve at height and
with a commissural alignment that will best accommodate a second valve



Surgical Explantation After TAVR Failure

Mid-Term Outcomes From the EXPLANT-TAVR

International Registry

269 patients

Mean age 72.7 + 10.4 years
Mean time to failure 11.5 mo
STS score 3.2% at TAVR
STS score 5.0% at explant

11.9% in-hospital mortality

Aortic Valve Replacement Explantation (N = 269)

Anterior Mitral Leaflet -

Short- and Mid-Term Outcomes After Transcatheter

Follow-up (mo) post explantation

30d
Mortality
Stroke
Readmission
Follow-up complete

Ty
Mortality
Stroke
Follow-up complete

Bapat VN, et al. JACC Int 2021;14:1978-1991.

Brescia BA, et al. Cirv CV Invt 2021:14:e009927.

14.6 + 20.7

34 (13.1)

18 (8.6)

28 (13.7)
259 (97.7)

53 (28.5)
23 (18.7)
150 \o00.1)



Structural
Heart

Transcatheter Aortic Valve Implantation for Bioprosthetic Valve
Failure: Placement of Aortic Transcatheter Valves 3 Aortic
Valve-in-Valve Study

20 A 30 Days 1 Year 100 1.0
) Mortality or Stroke, No. (%) 1(1.0) 2(2.1) [ Class IV
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Malaisrie et al. 2022;6(6):100077



Transcatheter Replacement of
Transcatheter Versus Surgically
Implanted Aortic Valve Bioprostheses

Transcatheter Aortic Valve Implantation in
Transcatheter Aortic Valve (TAV-in-TAV)

All-Cause Mortality (%)

37 centers, n = 434

Exclusion:
» 223 patients with
single procedure*

TAV-in-TAV
n=212

Transcatheter Aortic Valve Implantation in
Surgical Aortic Valve (TAV-in-SAV)

13 centers, n = 624

Exclusion:
« 29 patients with
missing data

TAV-in-SAV
n =595

Propensity score matching

TAV-in-TAV

TAV-in-SAV

35—
30+
25—
20 (
15 =
10—
= 4.4% - J
3%
0

Months

Incidence

Redo-TAVR international registry
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Procedural Safety
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gradient  regurgitation permanent vascular bleeding  malposition obstruction toopenheart kidney (all cause;
»20mmHg = Mmoderate pacemaker complication surgery 0 T&;:Lyz)
2

Landes U, et al. J Am Coll Cardiol 2021;77:1-14.



Outcomes of Redo Transcatheter Aortic
Valve Replacement According to the
Initial and Subsequent Valve Type

30-Day Outcome of TAV-in-TAV From the Redo-TAVR Registry 2008-2021; N = 221
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Landes U, et al. JACC Invt 2022;15:1543-1554.



TAV-In-TAV with a SAPIEN 3

Next day echo

 Mean gradient
14 mmHg

e Trivial
paravalvular Al




Final Thoughts on Lifetime Management

 TAVR and SAVR are both reasonable 15t choices in low-risk patients
« Current TAVR valves, including SAPIEN 3, are at least as durable as surgical valves long-term

« Before the 15t procedure, TAVR or SAVR, anatomical considerations should be made in
anticipation of a possible second procedure down the road

* In reality, most patients will chose TAVR 1st
« To date, SAVR after TAVR has been associated with poor outcomes
 Valve-in-valve TAVR (of a surgical valve) is a very safe and effective procedure

* TAV-in-TAV, Iin particular SAPIEN-In-SAPIEN, is a quick and effective procedure — as
long as the proper anatomical considerations were followed for the 15t TAVR
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