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Edge to edge repair in PMR : the concept
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Le traitement percutané de l'insuffisance Mitrale

* Episode 1 : LUidée de |la réparation bord a bord de I'lM :

e Ottavio Alfieri : suture de la zone fuyante
* « Tellement simple que I'on pourrait le faire sans sternotomie »

« Eventually, the concept introduced by this type of repair can open the perspective
of percutaneous correction of MR. Longer follow-up period is needed to confirm
long term expectations with this promising alternative technique of valve repair »

F. Maisano and O. Alfieri 1998

F. Maisano et al. / European Journal of Cardio-thoracic Surgery 13 (1998) 240246
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Evidence based medicine: Studies are required
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Surgery is better

Primary Effectiveness Analyses at 1 and 2 Years
Difference Between Percutaneous & Surgery

Intention to Treat Analysis

Primary Effectiveness:
Freedom from death, MV surgery/re-operation or 3+ or 4+ MR

Difference: Percutaneous — Surgery (%, 95% CI)
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Surgery is better...but MC is saffer

Safety Endpoint: 30 Day MAE
Intention to Treat

# (%) Patients experiencing event

30 Day MAE Percutaneous Surgery

Death
Major Stroke

Re-operation of Mitral Valve
Urgent / Emergent CV Surgery
Myocardial Infarction

Renal Failure

Deep Wound Infection

Ventilation > 48 hrs

New Onset Permanent Atrial Fib

Septicemia

GI Complication Requiring Surgery
Transfusions = 2 units

| [TOTAL 9% of Patients with MAE
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p<0.001; (95% CI: -20.7%, -45.0%)

Investigational Device only in the U.S. Not available for sale in the U.S.




Surgery is not better in comparaison of
treatment strategy

Primary Effectiveness Analyses at 1 and 2 Years

Difference Between Percutaneous & Surgery

Comparison of Treatment Strategies Analysis
Primary Effectiveness:
Freedom from death, MV surgery/re-operation or 3+ or 4+ MR

Difference: Percutaneous — Surgery (%, 95% CI)
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CENTRAL ILLUSTRATION 5-Year Clinical Outcomes: Percutaneous Repair and Surgery for Mitral Regurgitation

A. Freedom From Death, MV Surgery or Reoperation

B. Freedom From Death
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Le traitement percutané de l'insuffisance Mitrale
 Episode 5 : Evaluation HAS (CNEDIM)

 Episode 6 : Autorisation (ASA 1)

* Patients avec insuffisance mitrale sévere, d’'origine dégénérative, symptomatique malgré
une prise en charge médicale optimale, non éligibles a la chirurgie et répondant aux
criteres échographiques d’éligibilité.

* Tous ces criteres et en particulier |a contre-indication chirurgicale doivent étre validés par
une équipe multidisciplinaire ad hoc.

* Les patients ayant une espérance de vie inférieure a un an compte tenu de facteurs
extracardiaques (comorbidités) ne sont pas éligibles a la technique (non indication).



Le traitement percutané de l'insuffisance Mitrale
 Episode 5 : Evaluation HAS (CNEDIM)
 Episode 6 : Autorisation (ASA 1)

 Episode 7 : Registre commun CNEDIM/SFC : MITRAGISTER
* (PrJF. Obadia; Pr B. lung ; Pr P. Guerin)

* Episode 8 : Quid du patient a haut risque non contre indiqué ?

« PHRC MITRA-HR (2016) : Etude de non infériorité ; 66 patients (cible 330)

* PHRC: 1,3 millions d’Euros.
* Abbott



Mitra HR

Multicentre and randomized study of MITRACLIP® transcatheter
mitral valve repair in patients with severe PMR eligible for high-risk
surgery

e Aim : to perform the first randomized trial showing the non-inferiority of
MitraClip® versus Surgery at 12 months after the procedure for patient with a
severe primary mitral regurgitation with high surgical risk

e Efficacy

* Security
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Mitra HR
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IM secondaire

* The story of a long fight...
* FMR is a consequence of cardiomyopathy
 FMR is the security discharge of the bad left ventricle

* FMR : DCM Consequence? DMC Cause ? DCM Marker of risk ?
e Until 2018...
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* Episode 9 : concomitamment IM Il

* MITRA-FR
e COAPT
e MITRA-FR a 2 ans
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ITT Primary composite endpoint >99% follow-up

- All-Cause Death
- First Unplanned rehospit for HF

L

‘\ Mitraclip + Med. treat.

Medical treatment

HR=1.01;95% Cl 0.77 to 1.34
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. . Medical treat.
Cumulative Incidence 186 rehosp

of Hospit. for HF

159 rehosp
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Hazard ratio, 0.87 (95% CI, 0.56-1.35)
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ESC Congress World Congress 142 125 118 113 105 101 94
Paris 2019 of Cardiology 132 123 118 113 110 104 99




EROA vs LVEDV at LVEF 30%, RF 50%
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The EROA is dependent on both the LVEDYV and the LVEF

Grayburn et al., J Am Coll Cardiol 2014,;64:2792-801



H Zs S AVIS DE LA CNEDIMTS
. 19 novembre 2019

C‘HAUTE AUTORITE DE SANTE

| Amélioration du SA :  ASA de niveau IIl.

Patients avec une insuffisance mitrale secondaire de grade 3+/4+

T symptomatique malgré une prise en charge médicale optimale et remplissant

les critéres suivants :

non éligibles a la chirurgie de réparation ou de remplacement valvulaire,
ayant eu une hospitalisation pour insuffisance cardiaque dans les 12 mois
précédant l'intervention,

ayant une fraction d’éjection ventriculaire gauche comprise entre 20 et
50%,

et une surface de l'orifice régurgitant > 0,3 cm? et un volume télédiastolique
indexé du ventricule gauche < 96 mL/m?.
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