Le TAVI au-dela du
RA serré symptomatique

MARSEILLE
Eric Durand

CHU de Rouen
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*  SYMPTOMATIC severe AS

Severe aorfic stenosis
* e  ASYMPTOMATIC severe AS with:
; - EF < 50-55%

- Symptoms or sustained fall in BP > 20 mm on
stress test

-Vmax > 5 m/sec
- Mean gradient > 60 mm Hg

- V max progression > 0.3 m/sec/year
Severe aortic stenosis _ E|evated BNP X3

=4 m/sec
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Indications actuelles du type d’intervention an cas de RA
serré

TAVI

<75 yrs and low risk IB >75yrsIA

OR OR

Cl to TF-TAVI & operable High risk

or inoperable

Heart team
Surgery on site
Patient decision
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RA serré asymptomatique sans criteres d’intervention ?

:w
MARGEILLE

L1

MD: You have Severe AS

Patient: What Should we do?
MD: You tell me when you don’t feel well...
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1. RA serré asymptomatique sans critéres d’intervention? | 2w

* Prévalence du RA serré asymptomatique: 25-50% des RA
Serres

Epreuve d’effort rarement pratiquée (<10%)
* Risque de mort subite 1-2%/an

Difficulté de prévoir I'évolution

* Absence de prise en compte du retentissement cardiaque
du RA (staging)

* Intérét de I'IRM (Etendue de la fibrose myocardique) ?
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Aortic stenosis progresses slowly due
to accumulation of calcifications on
valve leaflets

In parrallel, without intervention,
cardiac remodeling with develop:
from LV hypertrophy, LA
enlargement to LV dysfunction
and finally RV dysfunction

www.hightech-cardio.org

or Tricuspid Damage

Généreux P et al. Eur Heart J. 2017 Dec 1;38(45):3351-3358. 6



1. RA asymptomatique sans criteres d’intervention S

=
MARGEILLE
735 asymptomatic patients All-Cause Mortality
* with at least moderate AS
* preserved LVEF 50 1 HR*: 1.31 (95% C11.06 - 1.61), p = 0.0
5.1%
40 4 .79 41%
3.2%
o 2.2% 32%
§: 26%
=
& 20/ 20%
10 4
0

Follow-Up, (Years)
— Stages 3-4 —— Stage 2 Stage1 — Stage0

www.h ightech-ca rdio.o reg Tastet L, et al. J Am Coll Cardiol. 2019 Jul 30;74(4):550-563. 7
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1. RA asymptomatique: etudes randomisées Se
(RVA)

e NEW ENGLAND JOURNAL of MEDICINE RECOVERY TRIAL
PCR AVATAR PCR

——— Early Surgery or Conservative Care for Aortic Stenosis

MULTICENTER, OPEN-LABEL, RANDOMIZED TRIAL

Aortic Valve ReplAcemenT vs Conservative Treatment
in Asymptomatic SeveRe Aortic Stenosis

Investigator-initiated, Multicenter, Randomized, Controlled 145 Asymptomatic Early Surgery COI]SCI‘V']tiV(‘,‘ C are
. C J
Patients P
with very severe aortic stenosis i -
, | Watchful
Early SAVR (n=78) Conservative treatment (n=79) : waitin g
(72 had SAVR in 55 days) {25 had SAVR in 400 days) 2l .
A—L ]
(N=73) (N=72)

At8yr At4yr | At8yr
1% 6% | 26%

(9; 95% CI,

Operative mortality [SARY
or death from 10/
cardiovascular causes 0

Early SAVR 15.2%  34.7% Watchful waiting

HR, 0.01-0.67; P=.003

The AVATAR trial demonstrated that early SAVR improved a primary
composite outcome comprised of all cause death, acute M|, stroke or
unplanned hospitalization for HF, as compared to patients treated with
conservative management and SAVR only after symptom onset.

saenvie ot k. 101381 JCIROULATION

Early surgical intervention was associated with lower incidence

of operative mortality or cardiovascular death

. D.-H. Kang et al 10.1056/NE]Moal312846
Infograp
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1. RA serré asymptomatique sans criteres d’intervention

EARLY TAVR Trial
Study Flow

Asymptomatic Severe AS and 2D-TTE (PV 24m/s or AVA 51 cm?)
Exclusion if patient is symptomatic, EF<50%, concomitant surgical indications, bicuspid valve, or STS >8
Treadmill Stress-Test

Stress-Test Normal Stress-Test Abnormal

CTA and Angiography
TF- TAVR eligibility

_ Early-TAVR Randomized Trial Early TAVR Registry

|Zat

e
Surveillance

Primary Endpoint (superiority): 2-year composite
of all-cause mortality, all strokes, and repeat
hospitalizations (CV)

www.hightech-cardio.org 9



1. RA asymptomatique sans criteres d’intervention

EVOLVED Trial

Patients with — Screening
asymptomatic severe * Elevated hs-Tnl =
ymp 5 : *+  ECG criteria for LVH / strain — ‘ Ineligible g
aortic stenosis No ~——
2 l Yes . T . TLGE Absent

Baseline assessment Lot

= History and medications / NYHA status
= WHODAS 2.0 / Edmenton Frail Scale
*  Blood pressure [ blood sample

i
- | p<0.0001

r CMR ﬁ = .
=

A: Early intervention B: Routine care C: Routine care D: No further study
follow-up

Follow-up until 88 events accrued from A & B

All-cause mortality and unplanned aortic stenosis-related hospital admission
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2. RA modéré avec dysfonction VG
Aortic Stenosis and Heart Failure

Heart Failure Aortic Stenosis
(Leading cause of hospitalizations) (Most frequent valvulopathy)

Coexistence of
Heart Failure and

Moderate AS

I

Increased AFTERLOAD High risk population Increased AFTERLOAD

Impaired LV systolic function Impaired LV systolic function

(sympathetic activity) l (trans-valvular gradient)

Diastolic dysfunction Ean'y AVR may be Diastolic dysfunction

ﬂ beneficial

Moderate AS Severe AS
Beta-blockers l l
ACEi/ ARBs TAV R watchful AVR
MRAs, Diuretics waiting
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2. RA modéré avec dysfonction VG

TAVR UNLOAD Trial

Study Design
(600 patients, 1:1 Randomized)

Follow-up:

TAVR Heart Failure 1 month Primary Endpoint
UNLOAD LVEF < 50% 6 months Hierarchical occurrence

Trial NYHA= 2
Optimal HF R
International therapy

Multicenter (OHFT)
Moderate AS

1 year of:
All-cause death
Clinical Disabling stroke
endpoints Hospitalizations for
Symptoms HF, aortic valve
Echo disease _
Change in KCCQ

Randomized

Reduced AFTERLOAD
Improved LV systolic
~and diastolic function

www.hightech-cardio.org 12



2. RA modéré avec dysfonction VG/IC

www.hightech-cardio.org

International, randomized open-label in 750 patients

TAVR (Sapien 3) vs. Medical treatment alone

Inclusion criteria:
Patients with moderate AS and
Symptoms or heart failure or LV dysfunction

Endpoint at 2 years: All cause death, Disabling stroke, Re-
hospitalization, Improved QOL

Follow-up = 10 years

(NCT04889872)- Edwards Lifesciences —Start 2021
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3. Place du TAVI dans l'insuffisance aortique

-
-4

Table 2: Main Results of Recent Retrospective Studies Evaluating Early Generation Devices Versus New Generation

Devices

EFECH
=9

MARGEILLE

Patients (n)

Device Success
(EGD/NGD)

CV Mortality
(EGD/NGD)

Second Valve
(EGD/NGD)

AR >Moderate
(EGD/NGD)

Roy et al. 2013¢ 43 100% NA 74 4%/NA 10.7%*/NA 18.6%/NA 4.7%/NA
Yoon et al. 2017* 331 36% 64% 61.3%/81.1% 23.6%/9.6%* 24.4%/12.7% 18.8%/4.2%
De Backer et al. 2018+ 254 43% 57% 47%/82% 12%/7%! 40.4%/9.4% 31%/4%
Sawaya et al. 2017% 78 47 4% 52.6% 54%/85% 11%/5%! 24%/10% 29%/2%
Silaschi et al. 2018™ 30 NA 100% NA/96.7% NA/10% NA/0% NA/0%

* 1-year mortality; '30-day mortality. AR = aortic regurgitation; CV = cardiovascular; EGD = early generation device; NGD = new generation device.

Arias EA, et al. Interv Cardiol. 2019;14:26-30. 14
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Alignment Positioning/Anchoring Deployment
* Aligns THV with native cusps * Locators “clip” onto native

* Large open cells provide access

leaflets forming a natural seal to low coronaries

and stable securement S0

* Flared sealing ring conforms to
annulus

@ JENAVALVE
www.hightech-cardio.org
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3. Place du TAVI dans l'insuffisance aortique

Screening and Patient Disposition (As Treated)

Patients Screened
(n=379)

| ,| Patients Ineligible
(n=199)

Patients Enrolled (n=180)

Trilogy THV Successfully Converted to SAVR (n=1)
Implanted (n=177) Commercial TAVR implant (n=2)

www.hightech-cardio.org



3. Place du TAVI dans l'insuffisance aortique

Procedural Outcomes

Outcome

In-procedural Death

Annular Rupture

Ventricular Perforation

Coronary Obstruction
Valve Embolization 2.2% (4)
Aortic Dissection 0.6% (1)

Femoral Access Site Intervention 2.2% (4)

Success
Technical Success 95.0% (171)
Device Success 96.7% (174)
Procedure Success 92.8% (167)

www.hightech-cardio.org



3. Place du TAVI dans l'insuffisance aortique

Paravalvular Regurgitation

0.60% s - 0.60% 7.8%

18.0%

30 Days (n=172) 6 Months (n=154) 1 Year (n=141)
1 None/Trace = Mild m Moderate Severe

www.hightech-cardio.org



Conclusions

* RA serré asymptomatique :
* TAVI indiqué quand EE d’effort anormale et/ou FEVG <50(55)%

* Dans les autres cas, les études Early-TAVR (TAVI vs surveillance) et EVOLVED
(TAVII/R\_/A selon biomarqueurs/IRM) préciseront la place du TAVI dans cette
population

e RA modéré et dysfonction VG :

* Etude TAVR unload (recrutement depuis 2016 ....) et PROGRESS
(recrutement terminé)

* Insuffisance aortique pure :
* Résultats prometteurs du registre ALIGN AR avec la valve Trilogy (Jenavalve)

www.hightech-cardio.org 19



Place du TAVI dans l'insuffisance aortique

ALIGN AR Study Design

Muiticenter, Non-blinded, Single Arm Evaluation of Patients with
Symptomatic 23+ Aortic Regurgitation at High Risk for SAVR

Trilogy THV Implantation

' Clinical Evaluation, Echocardiography, Functional and QoL Assessment at
30 Days, 6 Months, 1 Year and Annually up to 5 Years

1 l

30 Day Primary Safety 1 Year Primary Efficacy
End\aoint EndToint

Comparison with Prespecified

A Performance Goal It
TCT N
www.hightech-cardio.org




