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Insuficiencia Mitral:

Magnitud del Problema
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LA INSUFICIENCIA MITRAL (IM) COMPROMETE MAS VIDAS QUE
CUALQUIER OTRA ENFERMEDAD DE LA VALVULA

PREVALENCIA DE LA ENFERMEDAD EN EE. UU.

4 millones”*
Insuficiencia mitral (M/S)

1,6 millones?

~ 1 millén* Insuficiencia tricuspidea
Estenosis valvular (mM/s)
adrtica
(M/s)

El 14 % recibe El 0,6 % recibe
tratamiento** tratamiento?

KKk

El 1,5 % recibe tratamiento

1. Stuge O, Liddicoat J. Emerging opportunities for cardiac surgeons within structural heart disease. J Thorac Cardiovasc Surg. 2006; 132 (6) p.1258-1261, Table 2.

2.. Millennium Research Group. US Markets for Heart Valve Devices 2014. 2013; RPUS12HV13:151

*Calculos basados en los datos de las referencias 2y 3.

**Cdlculo basado en los datos de Mills J, Furlong C. CANACCORD: Biomedical Devices and Services. Nov 8, 2016 and Millennium Research Group. US Markets for Heart Valve Devices 2014. 2013;
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Si no se trata adecuadamente, la IM puede

derivar en una insuficiencia cardiaca y ocasionar
la muerte*3

Aumento de la
insuficiencia
mitral

Dilatacion del
ventriculo
izquierdo

Aumento de la

Mortalidad en 24
carga o tension

1 ano

de hasta
57 %"

Disfuncion del
ventriculo
izquierdo

Daiio o pérdida
de musculo

1. Cioffi G, et al. Functional mitral reguritation predicts 1-year mortality in elderly patients with systolic chronic heart falure. European Journal of Heart Failure
2005 Decy7(7):1112-7. 2. of the outcome of asymptomatic mitral
regurgitation.N Engl J Med. 2005:352(9): 875-883. 3. Gng)onl F, Tri c, i in mitr i
flail leaflets: a study. JACC C lmaglng 4

JF, et al; MIDA

due to

Prevalencia de la valvulopatia moderada o grave (%)

LA INSUFICIENCIA MITRAL ES UNA ENFERMEDAD PROGRESIVA

LA VALVULOPATIA MITRAL ES 2 A 3 VECES MAS
FRECUENTE QUE LA VALVULOPATIA AORTICA

14 —
12
10 Todas las
_ valvulopatias
8
6 | Valvulopatia mitral
4
2
] Valvulopatia aértica
0 | | | |
<45 45-54 55-64 65-74 275
Edad (afios)

Nkomo, et al. Lancet. 2006; 368: 1007
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NECESIDAD CLINICA INSATISFECHA

s Hosrt Joumat 017 28, 1358125 i
prpirasiatacd Clinical research
Valvular heart disease

IM aislada

What are the characteristics of patients with severe,
(n = 877) symptomatic, mitral regurgitation who are denied
surgery?

Jean-Louis Vanoverschelde?, Eric G. Butchart*, Philippe Ravaud?, and Alec Vahanian®

I Mariana Mirabel', Bernard lung', Gabriel Baron?, David Messika-Zeitoun', Delphine Détaint!,

‘Cardiology Department, Bichat Hospital, AP-H, 46 rue Henri Huchard, 75018 Paris, France; *Epidemiology, Biostatistic, and
Clinical Research Department, Bichat Hospital, AP-Hp, Paris, France; *Cliniques Universitaires Saint-Luc, Brussels, Belgium;
and “Cardiac Sursery Department, University Hospital, Cardiff, Wales, UK

Recelvd 17 July 2006; revised 5 February 2007;accepted 9 February 2007; crine bl ahead-ofprint 9 arch 2007

See page 1281 for the editorial comment on this article (doi:10.1093/eurheartj/ehm156)

CASI LA MITAD DE TODOS LOS PACIENTES INDICADOS IM severa P
NO SE OPERO — e e oo s e ety Her Sy an alulor st s, 396 pterts had severe
(n =546) ST e el Do v v e

150 [} Decision de no operar

Decision de operar

P <0,0001

100 Sintomas
A (n=396)

ol

Ninguna intervencion Intervencion
j | (n'=193;/49 %) (0= 2035 51 %)

<50 50-60 60-70 70-80 >80

Edad (afios)

Mirabel M, et al. Eur Heart J 2007;28:1358-1365 FU NDACION
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Clasificacion de IM: 2 tipos

(3 )l
- - DILATACION DEL
( W, ANOMALIA DE LA S G VENTRICULO IZQUIERDO
La IM se produce cuando la h§ VALVULA Y FUNCIONAL
Y DEGENERATIVA ’

*Restriccion de la valva

* Dilatacion del anillo mitral

*Coaptacion incompleta de la
valvula mitral

valvula mitral no se cierra
completamente, lo que hace
que el fluyjo sanguineo regrese
a la auricula izquierdat

*Valvas

* Aparato subvalvular

*Cuerdas y muasculos
papilares

0.1 MIO0.5

4¥1c-S T J0Hz
ADULT ECHO
NTHI General /¥

Pwr=0dB  MI=1.9

9, 68dB S1/ 0/0/4
<% Gain= 10dB  a=4

[Store in progress|

HR= 58bpm

7
PAT T: 98.6F
TEE T: 101.0F

1. Mayo Clinic Staff. Mitral valve regurgitation: symptoms and causes. The Mayo Clinic. http://www.mayoclinic.org/diseases-conditions/mitral-valve-

regurgitation/symptoms-causes/dxc-20121850. Publicado el 22 marzo de 2016. Consultado el jueves 28 de julio de 2016.
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IM DEGENERATIVO

Peor indice de supervivencia

ERO <20 mm? (91 % 3 %)

o
(=]

ERO 20-39 mm?
(66 £6 %)

=]
(]

3
<

[=2)
(=]

ERO 240 mm? (58 %9 %)

Porcentaje de supervivencia

n
<

Enriquez-Sarano M et al. NEJM 2005;352:875-83

IM: la gravedad afecta la supervivencia

IM FUNCIONAL
Estudio prospectivo: 576 pacientes con ICFEr; 21 % con IMF y 32 % con IMF moderada.

P <0,001

0,8

Sin IMS/IMS leve
0,6

IMS moderada

Supervivencia

0.4 La IM funcional severa es un

factor prondstico IMS grave

0.2 independiente de mortalidad a

Numero 0
en riesgo
Sin IMF/IMF leve 272
IMF moderada 185
IMF severa 119

Goliasch G et al. EHJ 2018;39:39-46
FUNDACION
FAVALOROL0

MOSPITAL UNIVERSITARIO



Insuficiencia cardiaca e IM funcional

COMORBILIDADES DE LA INSUFICIENCIA CARDIACA

Fuente: Maisano PCR 2019

Isquemia: miocardio aturdido o
en hibernacion

Fibrosis

Dilatacion - remodelado
IM funcional

Fibrilacion auricular

Disincronia del ventriculo
izquierdo

Arritmias malignas

Trastorno neurohumoral

IM debido a
miocardiopatia
isquémica

posterior
fija

IM como
consecuencia de
miocardiopatia
dilatada idiopatica
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Probabilidad de muerte en pacientes con insuficiencia cardiaca: Registro de IN-IC

Multicenter Prospective Observational Study on Acute and Chronic Heart
Failure: The One-Year Follow-Up Results of IN-HF Outcome Registry

~ 0.50 Luigi Tavazzi, Michele Senni, Metra, Marco Gorini, Giuseppe Cacciatore,
g Alessandra Chinaglia, Andrea Di Lenarda, Andrea Mortara, Fabrizio Oliva y
7] Aldo P. Maggioni Circ Heart Fail publicado en linea el 8 de marzo de 2013;
g 0:48 TASA DE MORTALIDAD

© " ACUMULADA EN UN ANO Aguda = tratada con terapia IV (diuréticos,
E vasodilatadores, inotrépicos)

w . . . .

,g 0-9 Pacientes con insuficiencia

S cardiaca aguda con antecedentes
- 0.30 IC agravada 9

< & 27,2 % de IC (N = 1058)

T o . . . .

< o B Pacientes con insuficiencia

g o P ICdenovo 19,2 % cardiaca aguda sin antecedentes de
2 o IC(N=797)

Fc 0.15 __,r"r_ P Y SEATE

& o meemont

'U 4 = - AT

o i r o me™ ="

".—_: 0.10 ‘."' P - s __® 0,

< sl IC crémica 6 %

,.8 0.05 ,-',"' o

s o .
& v Pacientes con antecedentes de IC,
0.00 o o o0 _
[ 30 60 90 120 150 180 210 240 270 300 330 360 Sln lnanlfeStaC10n aguda (N - 3755)

Dias desde la fecha de inscripcion

Fuente: Tavazzi L et al. Circ HF March 2013
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VIiA DEL PACIENTE

J i “ ]
Concientizacion de la
enfermedad y educacion

Educaciéon del
médico y del
paciente

* Programas y herramientas
para la educacion y
concientizacion

Diagnoéstico y via

del paciente

Diagnoéstico de IM y
permitir que el pacient
acceda los tratamiento

* Apoyo de imagenes
avanzadas

durante el continuo de la atencion

Opciones
de terapia

Intervencion
temprana antes
de la progresion
delaIC

~ €E

+ Caja de herramientas para
terapia

- Reparacion de VMT

- Reemplazo de VMT

- TRC

onitoreo para

Monitoreo

del paciente

evitar

ospitalizaciones

por IC

* Monitoreo de la

presion arterial
pulmonar para
prevenir la
readmisiéon

Tratamiento de la IM y la insuficiencia cardiaca del paciente

a largo plazo

Opciones de
reintervencion y
terapias avanzadas

de IC

* Reemplazo de VCT
* DAVI

fQ
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MitraClip:

Indicaciones en las Guias
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LA REPARACION QUIRURGICA ES EL TRATAMIENTO
ESTANDAR PARA LOS PACIENTES QUE PUEDEN
TOLERAR LA CIRUGIA

_
o
o

rvivencia

Resultados de
14 604 reparaciones
501  mitrales aisladas en
401 pacientes de edad avanzada

Porcentaje de supe
w
o

desde 1991 a 2007
20 —— Reparacion de VM
10 — — Poblacion general de
0 EE. UU.
0 1 2 3 4 5 6 7 8 9 10
Afos

La supervivencia de 10 aiios tras la reparacién de la
IM (linea solida) es equivalente a la poblacion
estadounidense agrupada por edad y sexo (linea
discontinua) en los pacientes que se someten a
reparacion primaria aislada de la valvala mitral.

Badhwar et al, Ann Thorac Surg 2012

#

Insuficiencia mitral primaria:
Cambio en las opciones de tratamiento

LA REPARACION PERCUTANEA DE BORDE A BORDE SE RECOMIENDA
EN PACIENTES CON UN ELEVADO RIESGO QUIRURGICO

CDR NDE

Ib

Baumgartner H, Falk V, Bax JJ, et al. Eur Heart J. 2017;00:1-53

Directrices de tratamiento de IM Degenerativa SEC 2017

El procedimiento percutaneo de borde a borde puede
considerarse en pacientes con insuficiencia mitral
degenerativa sintomatica grave que cumplan los criterios de
elegibilidad ecocardiograficos y sean calificados como no
operables o presenten un elevado riesgo quirurgico por el
Equipo de Atencion Cardioldgica, lo que evita la futilidad.

CDR NDE

lib

Directrices de tratamiento de IM Degenerativa ACC/AHA
2014/17

La reparacion de la valvula mitral transcatéter se puede
considerar para pacientes sintomaticos graves (clase lll a IV de
la NYHA) con IM degerativa crénica severa (etapa D) que
tengan una anatomia favorable para el procedimiento de
reparacion y una esperanza de vida razonable, pero tengan un
riesgo quirdrgico prohibitivo debido a graves comorbilidades,
y se trate de pacientes con sintomas graves, a pesar de una
GDMT 6ptima para el tratamiento de la insuficiencia cardiaca

(1€).
g HOSPITAL UNIVERSITARO
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BASE DE DATOS DUKE: 1538 PACIENTES CON IM
SEVERAY FEVI 220 % ENTRE 2000 y 2010 NO
SOMETIDOS A IDAC

» Tratamiento

copnservador

11,4 5:9%_ 24 % 11,8
% %

Cirugia aislada de VM

18,4
—96—'

" Todos los 20 %-
pacientes

o,
N = 1538 NBQ /) 1)

30 %-
o,
MO g

Fuente: Krucoff, TCT 2014

1 Yancy CW et al. 2013 ACCF/AHA HF Guideline. JACC 62 (16):1495-539. Lo mismo
en 2017

2 Ponikowski P et al., 2016 ESC Heart Failure Guidelines. EHJ 37:2129-2200

3 Baumgartner H et al., 2017 ESC/EACTS Valve Guidelines. EHJ 00; 1-53

Tratamiento de IM FUNCIONAL hoy

La terapia médica con o sin RCT es el tratamiento estandar

CDR

NDE

Directrices para la insuficiencia cardiaca de ACC/AHA 20131

La GDMT debe ser el pilar del tratamiento farmacoldgico
para ICFEr.

Directrices para la insuficiencia cardiaca de SEC 20162

La terapia médica basada en la evidencia en pacientes con ICFEr
se recomienda a fin de reducir la insuficiencia mitral funcional3.

Directrices para la IM valvular Funcional de ACC/AHA 2014/173

Los pacientes con IM crénica funcional (etapas B a D) e IC con FEVI
reducida deben recibir terapia estdindar GDMT para IC.....

Se recomienda una terapia de resincronizacién cardiaca con
electroestimulacion biventricular para pacientes sintomaticos con
IM funcional crénica (etapas B a D) grave que cumplan los

requisitos para recibir terapia con el dispositivo.
FUNDACION
FAVALORO16
POSPITAL UNIVERSITARIO
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“:27) El Tratamiento Basado en las Guias incluye tratamiento no farmacologico,
e trat. farmacologico (meédico) e intervenciones del dispositivo

OBIJETIVOS DEL 2 Etapa A Etapa B Etapa C Etapa D
TRATAMIENTO TIPOS DE INTERVENCION Alto riesgo Cardiopatia Enfermedad Sintomas
sin estructural, estructural, refractarios
sintomas sin sintomas que
sz sintomas previos o requieren
Reduccién del volumen Diuréticos e e
especial

sanguineo central

Hospicio
. .. Bloqueantes de canales de
Mejora en la relajacidn : DAV, trasplante
del VI calcio
A Inétropos
InhibidoresdeecA W om0 BT T=
Antagonista de la aldosterona, nesiritida
ar equipo multidisciplinario
.z . . .. ion, cirugia de la valvula mitral
Regresion de hipertrofia del Inhibidores de ECA
VI: disminucion Antagonistas de la
en el grosor de la pared y angiotensina
exceso de colageno Espironolactona N S— e mmmo o
tabl en pacientes seleccionados
Tratar la hipertension, diabetes, dislipidemia; inhibidores de la ECA o BRA en algunos pacientes
Mantenimiento de Ia Reduccion de factores de riesgo, educacién del paciente y de la familia

Betabloqueantes
Medicamentos antiarritmicos
TRC

contraccion auricular y el
control de la frecuencia
cardiaca

; ; . 248. i FUNDACION
Jessup M, Brozena S. Medical Progress--Heart Failure. N Eng J Med 2003; 348: 2007-2018 Q FAVALORO17
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Uso del dispositivo recomendado por las Guias

o en pacientes con IC e insuficiencia mitral FUNCIONAL

Reparacidn transcatéter o

percutanea de borde a

Monitoreo
hemodinamico
(CardioMems)

Directrices TRCo ICD borde (MitraClip)
gfri@iéf?iw insuficiencia cardiaca (las Clese el 2 EOf Ceselly e o HOR

. NDE A (SCD) NDE B (transcatéter)
mismas que en 2017)%
2014y 2017 Clase | de la COR Clase Ilb de la COR
Directrices valvulares de ACC/AHA 2 NDE A NDE C (de borde a borde)*
SEC 2016 Clase | de la COR .
Directrices de la insuficiencia cardiaca 3 NDE A, B Cemeelar ele e @ e
SEC 2017 Parte de GDMT si se Clase 1b de la COR

. ) . NDE C (reparacion de borde a
Directrices valvulares 4 indica

borde)

Ninguno

Ninguno

Clase llb
Nivel B

Ninguno

*Recomendado solo para el tratamiento de la IM primaria
1. Yancy CW et al. 2013 ACCF/AHA Heart Failure Guideline. JACC 62 (16):1495-539. Sin cambios en las actualizaciones 2017
2, Nishimura et al. JACC 2014;63:e57-185; JACC 2017 70:252-289 (sin cambios en las actualizaciones 2017)
3. Ponikowski P et al., 2016 ESC Heart Failure Guidelines. EHJ 37:2129-2200
4. Baumgartner H et al., 2017 ESC/EACTS Valve Guidelines. EHJ 00; 1-53

€
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60
85
3% 50
= I
c O
9 w©
©
gTE 40
o
LTI
H'c:
3£8 30
o o
= S
1 3 S
Y © 20
U
€5
. 3
3
2 2 10

Nombre del estudio (] US Carvedilol!

Seguimiento medio
Nombre del farmaco
de transferencia
Clase de farmaco

* Datos de diferentes ensayos clinicos

NNT para evitar 1 muerte por todas las causas*

22

6,5 meses
Carvedilol

Betabloqueante

53
36
34
21
e B

SOLVDc?
24 meses
Enalapril

SHIFT3
24 meses
Ivabradina

Inhibidor de ECA Inhibidor del nodo

del seno

EMPHASIS-HI
24 meses
Eplerenona

ARM

PARADIGM-HF
27 meses
Entresto

ARNiI+ACEI

* Beneficios adicionales debido a farmaco de prueba o dispositivo més alla de la terapia de fondo

# Para la poblacién IT, incluidos los pacientes que pasen al grupo del dispositivo en el grupo de control inicialmente asignado (permitido por protocolo después

COAPT®
24 meses
MitraClip

Dispositivo

COAPT®
37 meses
MitraClip

Dispositivo

. Packer M, Bristow MR, Cohn

JN, et al. N Engl J
Med 1996;334:1349-1355.

. The SOLVD Investigators. N

Engl J Med 1991;325:293-302.

. Swedberg K, Komajda M,

Bohm M, et al. Lancet
2010;376:1988.

. Zannad F, McMurray JJV,

Krum H,
etal. N EnglJ
Med 2011;364:11-21.

. McMurray JJV, Packer M,

Desai AS, et al. N Engl J
Med 2014;371:993-1004.

. Mack M, et al. TCT 2019
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Perfil Clinico de MitraClip?

* Procedimiento:
* Complejo (pero no tanto, se necesita experiencia y volumen).
* Seguridad:
e Mutliples Registros y RCT

 Eficacia:
» Sobrevidad / Mortalidad
* Megjora Calidad de Vida
Mejora CF NYHA- Test Caminata 6’
Impacto a Largo Plazo
Remodelado Ventricular
Economia de la Salud

€
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MitraClip en la IM:

Sobrevida
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MitraClip en la IM: Sobrevida

 Estudios Clinicos

« EVEREST Il RCT

 EVEREST Il HRR

« REALISM Continued Access Study - Non-HR
 REALISM Continued Access Study - HR

* PR PMR

 Estudio COAPT

« STS/ACC TVT Registry

 TRAMI Registry

FUNDACION
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DESCRIPCION GENERAL DEL ESTUDIO

Randomized Comparison of Percutaneous L) Kaplan MEIer Fl‘eedom From MOI’ta|Ity

Repair and Surgery for Mitral Regurgitation a EVEREST II RCT

5-Year Results of EVEREST 1|

Ted Feldman, MD." Saihal Kar, MD,| Stmmy Fmarah, MD. MPH.5j Seven C Smart, MD.* Alfedo Tream, MD,

Bobert 1. Sl M, | Patrics Apraraese, MS.; Peter Fai, MDY Mickael 1. Rimald, MD.s MitraClip (N=178)
Wickard W. Smailing, MD, Pl Smes B, Hermiller, MD,|| Devd Hetmamaohn, MD. 5 William A, Gray, MD.

Pl A Geayburs, MD, || Michanl 1. Mack, MO9S D, St Lim, MD,6% Gorav Adawad, MD, H

Wowash €. Hermamn, MD,(/; Michael A. Ackes, MDList Frank K Sihvestry, MD,1() Kiyse Foster, MO,
Androw Wang, MD, ||| DorsMd D, Glowes, MDD, 999 Laura Maur, MDjees fr $he EVERIST 1l Imvestigaton

93.7% Surgery (N=80)
92.3% H
1year 81.2%
79.0%
5 years

Clinical Follow-up

Baseline 6 Months 12 Months 16 Months 2 Years 3 Years 4 Years 5 Years
MiraClip # AtRisk 178 165 158 154 143 133 119 58
Surgery #AtRisk 80 76 70 70 65 57 52 24

o>
&
2
2
>
7]
2
c
2
®
a
-
S
c
L
=
S
Q
5
o
a

AbTrestef Cohort T T T T T T T T T T T T

T T
0 140 280 420 560 700 840 980 1120 1260 1400 1540 1680 1820
Days Post Index Procedure

f ®
17Bpatens

#NorthShore

Evanston Hospital PMLO4247 Rev. A

¢ Feldman et al 2015- JACC VOL. 66, NO. 25:2844-54
Feldman T. Final Results of the EVEREST Il Randomized Controlled Trial of Percutaneous and Surgical Reduction of Mitral Regurgitation. Presented at ACC 2014. FUNDAC'ON
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MitraClip en la IM: Sobrevida
C"’ RE ALI SM NOH-HR

DESCRIPCION GENERAL DEL ESTUDIO RESULTADOS CLAVE

The EVEREST Il REALISM Continued Access
Non-High Risk Study:

Mid- and Long-Term Follow-up in Surgical Candidates EVEREST Il REALISM Non-High Risk

Ted Feldman MD, Saibal Kar MD, D Scott Lim MD, Richard Smalling MD, Brian Whisenant MD, Kaplan-Meier Estimate of Freedom From All-Cause Mortality
Chad Rammohan MD, Peter Fail MD, Michael Rinaldi MD, James Hermiller MD, All Non-HR, FMR & DMR Subgroups

Howard Herrmann MD, Robert Kipperman MD, James Slater MD,
Elyse Foster MD, Neil J. Weissman MD, and Donald Glower MD
On behalf of the EVEREST Il Investigators

104 plog-rank = 0.0815
ESC 2017 0o Fan v oate
August 28, 2017
o8+
EVEREST Il REALISM (NCT01931956) funded by Abbott Vascular. Investigators received research support from Abbott Vascular. = °7 .
s H
'§ 06 il
X H
. . 91.6% 3 Y
Clinical Follow-U E o whe TR =
i 86.3% it 4Years H
i i -§- o 81.0% ca.m .
- . 59.3%
EVEREST Il REALISM Non-High Risk & s avem
53.9%
o I TS EX7 X2 e ST ey .
0.1 | LA Non-HR (n=271) | 271 | 236 | 209 186 | 160 68 |
Non-HR FMR (N=86) 8 | 74 | 64 | s3 | as | 1s
0.0 Non-HR DMR (N=185) 185 | 162 | 145 133 | 11s 53
EVEREST || REALISM T T T T
i Enrolied 0 140 280 420 S60 700 840 8O 1120 1260 1400 1540 1680 1820
Non-High Risk Arm Jon 2009 - Apr 2011
Ne271 Days Post Index Procedure

Functional MR
N=86 (31.7%)

Degenerative MR
N=185 (68.3%)

ESC CONGRESS '

Withdrew & Withdrew 21
Missing 2 Mising &
5-Year Analysis 5-Year Analysis

N=74
86.0% Clinical Follow-Up

N=156
84.3% Clinical Follow-Up

ESC CONGRESS ‘

FUNDACION

Feldman T. The EVEREST Il REALISM Continued Access Non-High Risk Study: Mid- and Long-Term Follow-up in Surgical Candidates. Presented at ESC 2017. FAVMORO
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Kaplan-Meier Estimate of Freedom From
All-Cause Mortality

The EVEREST Il REALISM Continued Access Study:

Five-Year Outcomes in High Surgical Risk Patients 100% 2 Years
90%- 70.7% 3 Years
65.5% 54.9%
Ted Feldman, Scott Lim, Peter Fail, 80% — 63..1% 53.2%
Brian Whisenant, Michael Rinaldi, Paul Grayburn, ! 52.5% 4 Years
Atif Qasim, Neil J. Weissman, Donald Glower and Saibal 70% i . ‘:\ i 43.8%
Kar on behalf of the EVEREST Il Investigators i 41.0%
_ 60% 1 Year
g 80.0%
g S0% 76.8%
Clinical Follow-Up @ 40% 4 75.3%

EVEREST Il REALISM High Risk
30%  p=0.67 for FMR vs DMR

+ Predicted surgical mortality 212% o Enrolled
High Risk Arm
< LEF20% andlor WESD ssomm, N=628 fan2a0a= becaoiz 20% m 1 Year |2 Years|3 Years|4 Years|S Years
458 375 282 196 72

REALISM HR (N=628) 628

EVEREST Il REALISM

10% FMR (N=436) 436 | 308 246 189 130 51
Functional MR Degenerative MR DMR (N=192) 192 150 129 93 66 21
N=436 (69.4%) N=192 (30.6%) 0% - . - . : .
Withdrew 54 Withdrew 16 0 1 2 3 4 5
Missing 6 Missing 5 )
Notdone* 17 Notdone* 10 Time Post Index Procedure (years)
5-Year Analysis 5-Year Analysis +NorthShore
N=359 N=161 eaizecilly Beaisayaten
82.3% Clinical Follow-Up 83.9% Clinical Follow-Up Pranpten Nossh
#NortnShore Vit not done du to Sponsors ey planned study dosure.
Eremaion honpitl
Feldman T. The EVEREST Il REALISM Continued Access Study: Five Year Outcomes in High Surgical Risk Patients. Presented at EuroPCR 2018. FUNDAC‘ON
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r

Five-Year Durability Results Of
ACC.18 Transcatheter Mitral Valve Repair
P with the MitraClip® System in
Patients W_ilh S?vm -
e Kaplan-Meier Freedom From All-Cause Mortality

DSt Lin,Gore Aawas, Skl K Ao T, Arcren Survival By Discharge MR Severity
Wang, Paul ‘Samir Kapadia, Michael Rinaldi, Eric
Skipper, i, Brian Whi Aif Qasim, Neil J.
i Michael J. Mack, Donald D. Glower and Ted Feldman
‘of the EVEREST Il Investigators

ORLANDO
MARCH 10 -12

2018

Duke Propensity-Matched Cohort (N=351)* _p logrank = 0.0031
(medically treated only)

Discharge MR <2+ 3 Years

57.1%
31.4% 5 Years

Discharge MR 3+/4+

Survival
3
1

Methods ]

30% - .
Composition of Prohibitive Risk DMR Cohort and Clinical Follow-Up 2o 52.4% PR DMR (N=127) Overall Mortality:

[ _pacrsk L oBL | 30 ] en | ive | 2ves | 3ves | aves | Sves | 1year=75.4%

10% | MRS 2+ N=t01) 101 9 91 & 85 5 at " 3 =51.0%
MR >2+ [N=26] 2 16 15 11 0 € 4 1 year -

s | DuSNSISY 35t 3 280 21 s e ma e 5 years = 34.6%

EVEREST Il & ° ! 2 > “ N
H Reg ‘ DMR Patients at Prohibitve Risk for MV Time Post Index Procedure (years)
25) Prohibitive Risk Ryl

DMR Cohort
N=127

EVEREST I
REALISM High Risk ’
a8)

Atleast 5-year
clinical follow-up
available

o | Pr——

(® | ACC.18

Enrolled 2003-

Lim S, Aliwadi G, Kar S, et al. Five-Year Durability Results of Transcatheter Mitral Valve Repair with the MitraClip® System in Patients With Severe Degenerative Mitral Regurgitation and Prohibitive Surgical Risk. Presented at ACC 2018.
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'%f&;?‘é;;"i:é@m‘}““ CO APT Trial

The NEW ENGLAND
JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Transcatheter Mitral-Valve Repair in Patients 5
with Heart Failure All-cause Mortality

e, J.A. Lindenfeld, W.T. Abraham, S. Kar, D.S. Lim, J.M. Mishel K i
nt, P.A. Grayburn, M. Rinaldi, S.R. Ka V. Rajagof MitraClip + GDMT
ke, S.0. Marx, D.J. Cohen, N.J. Weissman, and M.). Ma - GDMT alone

for the COAPT Investigators

HR [95% ClI] =
0.62 [0.46-0.82]
P<0.001

(

@
o

NNT (24 mo) =
5.9 [95% CI 3.9, 11.7]

&

=
©
=
o
=
[0}
12
2
@
o
ar
<

Niis! Study Flow and Follow-up

1576 pts with HF and MR considered for enroliment between September
25™, 2012 and Ji 017 at 89 centers in the US and Canada

6 9 12 15 18
Time After Randomization (Months)
No. at Risk:
MitraClip + GOMT 302 286 269 253 236 191 178
GDMT alone 312 294 n 245 219 176 145
Abbott CONFIDENTIAL Internal use only. Not to be reproduced, redistributed or excerpted.
£2018 Abbott. All rights reserved. AP2946933-INT
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C"’ TVT Registry

N

ORIGINAL INVESTIGATIONS

Outcomes With Transcatheter Mitral Valve ® Etiology Of MR and Outcome

Repair in the United States
An STS/ACC TVT Registry Report

i S A5 Sl R vl T o o st o 50% 1 Death Death/HF hosp ,- - TR
FMR — — .- p=0.002
40% { DMR — === ="
g P _--=-35.7%
ﬁ , ’ P
S PP 31.2%
£ 30% - _- r ’—____--" } p=0.028
% e - T 24.7%
s ——
= 20% - LT LT
£ -7
: 3 1,00
Data Analysis xe
10% - ,J"
« Patient characteristics, procedural, and in-hospital events /,‘
sourced from TVT registry (n=2,952) 0%
* Acute pro.cedural success defined as post-procedural 0 2 4 6 8 10 12
MR <2, without surgery or death Foll nth
* 30-day and 1-year events from linked CMS claims data No. at risk for Death P (months)
(n=1,867 or 63%) FMR 297 196 123 73 40
* Examined death, MV surgery, and re-hospitalization for DMR 1485 1024 726 472 287
heart failure The Society AMERICAN
p— S . . of Thoracic COLLEGE of
STS/ACC TVT Registry Surgeons CARDIOLOGY
The Society AMERICAN ‘
STSIACC TVT Registry iy @ CRRDIOLOGY
Sorajja P. et al. Clinical Outcomes at 1-year after Commercial Transcatheter Mitral Valve Repair in the United States: An STS/ACC TVT Registry Report. Presented at ACC 2017
FUNDACION

Sorajja P, Vemulapalli S, Feldman T, et al. Outcomes With Transcatheter Mitral Valve Repair in the United States: An STS/ACC TVT Registry Report. J Am Coll Cardiol. 2017;70(19):2315-2327.
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journal homepage: www.elsevier.com/locate/ijcard

lip en la IM: Sobrevida
TRAMI

DESCRIPCION GENE

Contents lists available at ScienceDirect

International Journal of Cardiology

L DEL ESTUDIO

Long-term outcome, survival and predictors of mortality after MitraClip
therapy: Results from the German Transcatheter Mitral Valve
Interventions (TRAMI) registry*

Daniel Kalbacher *, Ulrich Schfer *, R. Stephan v. Bardeleben ”, Holger Eggebrecht ©, Horst Sievert ¢,
Georg Nickenig ¢, Christian Butter, Andreas E. May ¥, Raffi Bekeredjian ", Taoufik Ouarrak ', Karl-Heinz Kuck’,
Bjérn Plicht ¥, Ralf Zahn', Stephan Baldus ™, Hiiseyin Ince ", Wolfgang Schillinger °, Peter Boekstegers ”,

Jochen Senges ', Edith Lubos **

* Hnivorseiers Horrwremsim Homhure Frevdaef Gormams

Retrospective (n=522) and

prospective (n=828) section

Piiit

Baseline data: n=799

Munich 2018

Kalbacher D, Schéfer U, V Bardeleben RS, et al. Long-term outcome, survival and predictors of mortality after MitraClip therapy: Results from the German Transcatheter Mitral Valve Interventions (TRAMI) registry.

Int J Cardiol. 2018; pii: S0167-5273(18)32310-6.

Kalbacher D, Schéfer U, V Bardeleben RS, et al. Long-term outcome, survival and predictors of mortality after MitraClip therapy: Results from the German Transcatheter Mitral Valve Interventions (TRAMI) registry.

Int J Cardiol. 2018; pii: S0167-5273(18)32310-6.

Enrollment from 2009, August
25th until 2013, July 31st

Long-term follow-up
Drop-outs: n=44 (5.6%)

IE Ii\ /*\ Lost to follow-up: n=14 {1.8%)

ESC Congress _ Atbreviations FU = follow-up; n = number; TRAMI = transcatheter miteal valve interventions

The TRAnscatheter Mitral Valve Interventions Registry — Enrollment and Follow-up

Central FU by Heart Attack

Research Center, Ludwigshafen

Median FU time

1,037 days [911; 1,214]

Kaplan-Meier (stratified by MR aetiology)

100

mortality (%)

10

0

—FMR

DMR

p log rank = 0.45

ﬂ"‘"

0

ESC Congress
Munich 2018

365

730
Days after procedure

1095 1460
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* Estudios Clinicos

« EVEREST Il RCT

« EVEREST Il HRR

 REALISM Continued Access Study - Non-HR
 REALISM Continued Access Study — HR

* PR PMR

« Estudio COAPT

 Estudio MITRA-FR

 TRAMI Registry
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EVEREST II RCT

DESCRIPCION GENERAL DEL ESTUDIO

EVEREST II

Randomized Comparison of Percutaneous L]
Repair and Surgery for Mitral Regurgitation @
5-Year Results of EVEREST Il

Tod Feldman, MD.* Saial Kar, MD,| Semmy Himariah, MD, MPH.j Steven C. Smart, MD.* Alredo Treni, MD,
Bobert 1. Siegel. MD,| Patrics Apriazaese, M5.j Petw Fadl, MDY Miciel 1 Rmadld, MD.e

Improvement in Quality of Life (SF-36)

* At 12 months, there were statistically significant improvements in the QoL

Blend . Amdlog, M, N S B e, M e M, 405 Wl . o, measured by the SF-36; with a 4.4 increase in the physical component
o Vg, B0 Dl B, S, M7y L Mo, M8 A EYSRDT £ Sestipton (p<0.001) and 5.7 increase in the mental component (p<0.0001).
P Value for Comparison
o Number of .
Clinical Follow-up PERCUTANEOUS REPAIR (N=184) Patients between Baseline and

Change from baseline in quality-of-life scoret

30 days
» Physical component summary 147
Mental component summary 148
| 12 months
Physical component summary 132
Mental component summary 133

potents i the all-rated cohort evalusted for the 5year ¢
MR, patents wit MR grade at 5

. Feldman T. Final Results of the EVEREST Il Randomized Controlled Trial of Percutaneous and Surgical Reduction of Mitral Regurgitation. Presented at ACC 2014.

. Feldman T, Foster E, Glower DD, et al. Percutaneous repair or surgery for mitral regurgitation. N Engl J Med. 2011;364(15):1395-1406.

3.1494
4.4+11.3

4.449.8
5.749.9

12 Mo

<0.001
<0.001

<0.001
<0.001
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Valvular heart disease

EVEREST Il HRR

ORIGINAL RESEARCH ARTICLE

Five-year outcomes of transcatheter reduction of
significant mitral regurgitation in high-surgical-risk
patients

Saibal Kar,* Ted Feldman,? Atif Qasim, * Alfredo Trento,' Samir Kapadia,® 60
Wesley Pedersgzn,ﬁ D Scott Lim,” Robert Kipperman,® Richard W Smalling,”
Tanvir Bajwa,'® Howard C Hermann,"" James B Hermiller,” John M Lasala, "

Quality of Life (SF-36)

Change SF-36 Score

A N = 0.01"
Mark Reisman, " Donald Glower,"® Laura Mauri,® Patrick Whitlow,” on behalf of the P
EVEREST Il Investigators
40 37 365
116
EVEREST IT HRR
Study Design and Clinical Follow-up =0
+ Symptomatic patients with significant MR (23+) 10
+ Surgical risk based on a STS calculated risk score 212% or a surgeon
estimated risk score =12% based on prespecified criteria o " i
Physical component
* Left ventricular function: EF>20%; LVESD<60mm .
30 days
+ Mitral valve anatomy suitable for the MitraClip® Device n=64
Functional MR
N=46
78 High Surgical Risk Patients (59%) Clinical Results at Baseline and Follow-up
Enrolled Baseline 30 days 6 Months
Clinical Parameter (n = 78) (n=72) (n = 63)
N=8 Withdrawals  +———— MR grade =2-+1 13(1/78) 72.9(51/70) 73.3(44/60)
) NYHA tunctional class 113 102 (8/78) 73.2(52/71) 80.3(49/61)
NYHA tunctional class IV 898 (70/78) 26.8(19/71) 19.7(12/61)
Quality of life, SF-36 score
Physical component, n = 47 316 9.1(73/78) 370 9769 N/A
Mental component, n = 47 4.2 = 126(73/78) 471 12469 N/A

. Kar S, Feldman T, Qasim A, et al Five-year outcomes of transcatheter reduction of significant mitral regurgitation in high-surgical-risk patients Heart Published Online First: 04 August 2018.
doi: 10.1136/heartjnl-2017-312605

. Kar S, Whitlow P, Pedersen W, et al. Effectiveness Of Transcatheter Reduction Of Significant Mitral Regurgitation In High Surgical Risk Patients With Mitraclip: Final 5 Year Results Of
The EVEREST Il High Risk Registry. Journal of the American College of Cardiology Apr 2014, 63 (12 Supplement) A1683; DOI: 10.1016/50735-1097(14)61686-7. Presented at ACC 2014 - Presentation

Number 2901-04.

Mental Component

*Baseline to 12-month change

12 Months

(n = 56)
77 8(42/54)
74.1(40/54)
269(14/54)

%5 =106 (1)
492 >1206B1D

Baseline to 12-Month Change*
p Value

<0.0001
<0.0001
<0.0001

001
006

FUNDACION
FAVALORO

MOSPITAL UNIVERSITARIO



) ﬂ

W
FAVALORO
CARDIOVASCULAR
SYMPOSIUM
17/18 AUGUST

ICYCC - FUNDACION FAVALORO
BUENOS AIRES . ARGENTINA

DESCRIPCION GENERAL DEL ESTUDIO

MID-TERM DURABILITY OF TRANSCATHETER
MITRAL VALVE REPAIR IN PATIENTS WITH SEVERE
DEGENERATIVE MITRAL REGURGITATION AND
PROHIBITIVE SURGICAL RISK

D. Scott Lim, Saibal Kar, Howard C. Hemmann, Andrew Wang, Patrick L. Whitlow.

William A. Gray, Paul Graybum, Michael J. Mack, Donald D. Glower and Ted Feldman
on behalf of the EVEREST Il Investigators

CHICAGO

APRIL|
CE
2014

5

Methods
Composition of Prohibitive Risk DMR Cohort and Clinical Follow-Up

EVERESTII
High Risk Registry
(N=25)
Prohibitive Risk

DMR Cohort
N=127
1

Atleast 3-year

clinical follow-up

available
as of July 2015

I Follow-Up
8)

EVERESTII
Compassionate Use
)

Enrolled 2003-2012

RESULTADOS CLAVE

MitraClip en la IM: Mejora Calidad de Vida
PR IM Degenerativa

SF-36 Quality of Life Through 1 Year

SF-36 Quality of Life Score

60

40

A=63ponts

p<0.0001

[ 1 Year

PC§ MCS
aired Data (N=97)

©2016 Adbbott Vascular Al rights reserved AP2942599-USRev A

Lim S. Mid-Term Durability of Transcatheter Mitral Valve Repair in Patients with Severe Degenerative Mitral Regurgitation and Prohibitive Surgical Risk. Presented at ACC 2016.

B Baseline
W 30 Days

A=G0ponts
46.6
334
PC§ MCS
aired Data (N=73)

A= 56 ponts
9=00011
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DESCRIPCION GENERAL DEL ESTUDIO

a e NEW ENGLAND
NAL of MEDICINE coapT A 4
JOURNAL of ¢ =2 Change in KCCQ from Baseline to 12 Months
GDMT alone = MitraClip + GDMT e e ouuey
“ ORIGINAL ARTICLE ” S
) =
§ é P<0.001
Transcatheter Mitral-Valve Repair in Patients § £
with Heart Failure S 5
(e [}
G.W. Stone, J.A. Lindenfeld, W.T. Abraham, S. Kar, D.S. Lim, J.M. Mishell = S
B. Whisenant, P.A. Grayburn, M. Rinaldi, S.R adia, V. Rajagopa = =
). Sarembock, A. Brieke, S.0. Marx, D.J. Cohen, N.J sman, and M.J. Ma
for the COAPT Investigators' Basel 12 Months

COAPT
\coneT Study Flow and Follow-up N Change in 6MWD from Baseline to 12 Months

1576 pts with HF and sidered for enrollment between September
and June 23™, 2017 at 89 centers in the US and

GDMT alone = MitraClip + GDMT Adjusted change*

-2.2

Eligible for enrollment

P<0.001

6-Minute Walk Distance (m)
6MWD change from BL to 12
mo (ALSM + SE)

Baseline "
‘Ancova

nly. Not to be reproduced, redist
A 3INT
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» Estudios

« EVEREST Il RCT

« EVEREST Il HRR

 REALISM Continued Access Study - Non-HR
 REALISM Continued Access Study - HR

* PR PMR

« Estudio COAPT

* MITRAFR

 TRAMI Registry

FUNDACION
FAVALORO
MOSPTAL UNIVERSITARO



MitraClip en la IM: CF NYHA Caminata 6’
\—  EVERESTII RCT

BUENOS AIRES . ARGENTINA

CARDIOVASCULAR

DESCRIPCION GENERAL DEL ESTUDIO RESULTADOS CLAVE

) ) EVEREST Il RCT MitraCIip® (N=178)
B Surcem fon Miteal Hogromacion & MR at 1 and 5 Years

5-Year Results of EVEREST Il

TodFekdman, M.* Sabal Kar, MD, Sy Fmariah, MD, MPH.Sj Seven € Smart, MD,* Alfedo Tream, MD, p=0.11 p=0.004 p=0.01
Robert |. Siegel. MD,| Patrics Aprazaese. MS.: Petey Fad, MDY Miciael | Rmald, MDs
Wickard W, Smalling, MD, PsD,* lames B. Harmiller, MD, || David Hetmansohn, MD. 1t William A, Gray, MD,; 100% 1 |
Paul A Graybura, MDD, || Michael 1 Mack, MDLYY D, Sooet Lam, M0 Goraw Adswadi, MDD~
Howasd C. Hermnamn, MD, |1 Michael A Acker, MD,17t Prask K Sihwestsy, MDD, 1 Kiyse Poster, MDD,
Andrew Wang, MD, ||| Do D, Glowes, MD, 99 Laurs Mawrt, MDjess £ $he EVERIST § Investigaton 90% A
80% A
70% 1
£ 60%
"
- 0, -
Clinical Follow-up S >0%
=]
e S 40% A
30% A
20% A
AllTreatefl Cohort e 10% -
s = sy 0% A . .
Device Device
E— (n=101) (n=101) (n=101)
Baseline 12 Months 5 Years

56.70%) were incded
o

s vear f fscy endpal
sssessment MR grade at -year from the analysis.

Feldman T. Final Results of the EVEREST Il Randomized Controlled Trial of Percutaneous and Surgical Reduction of Mitral Regurgitation. Presented at ACC 2014.
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ar heart disease
ORIGINAL RESEARCH ARTICLE
Five-year outcomes of transcatheter reduction of
significant mitral regurgitation in high-surgical-risk
patients

Saibal Kar," Ted Feldman,’ Atif Qasim,* Alfredo Trento,' Samir Kapadia,®
Wesley Pedersen,” D Scott Lim,” Robert Kipperman,® Richard W S !
Tanvir Bajwa,

g

Howard C Hermann,'" James B Hermiller,'? John M Lasala, "
Mark Reisman,'* Donald Glower, ™ Laura Mauri,"® Patrick Whitlow,” on behalf of the
EVEREST Il Investigators

EVEREST IT HRR
Study Design and Clinical Follow-up

+ Symptomatic patients with significant MR (23+)

* Surgical risk based on a STS calculated risk score 212% or a surgeon
estimated risk score 212% based on prespecified criteria

* Left ventricular function: EF>20%; LVESD<60mm
* Mitral valve anatomy suitable for the MitraClip® Device
Functional MR

N=46
78 High Surgical Risk Patients (59%)
Enrolled

enlaIM: CF NYHA Caminata 6’

NYHA Functional Class
EVEREST II High Risk Registry

83%

(o)) o]
=] o

N
(=)

Patients (%)

i
i
|
|
|
|
|
|
|
|
|
|
|
|

N
o

Baseline 1 Year Baseline 5 Years
N=54 N=24

N = survivors with paired data; p-values for descriptive purposes only

. Kar S, Feldman T, Qasim A, et al Five-year outcomes of transcatheter reduction of significant mitral regurgitation in high-surgical-risk patients Heart Published Online First: 04 August 2018.

doi: 10.1136/heartjnl-2017-312605

. Kar S, Whitlow P, Pedersen W, et al. Effectiveness Of Transcatheter Reduction Of Significant Mitral Regurgitation In High Surgical Risk Patients With Mitraclip: Final 5 Year Results Of The EVEREST Il High Risk Registry.

Journal of the American College of Cardiology Apr 2014, 63 (12 Supplement) A1683; DOI: 10.1016/50735-1097(14)61686-7. Presented at ACC 2014 - Presentation Number 2901-04.

% NYHA I/II at
1 and 5 Years

PIAL04243 Rev. A
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The EVEREST Il REALISM Continued Access

Non-High Risk Study: REALISM NHRR 5-year (N=271)
Mid- and Long-Term Follow-up in Surgical Candidates NYHA Functional CIaSS

Ted Feldman MD, Saibal Kar MD, D Scott Lim MD, Richard Smalling MD, Brian Whisenant MD, . . .
Chad Rammohan MD, Peter Fail MD, Michael Rinaldi MD, James Hermiller MD, P d A |y B | -5Y
oward Hertann WD, Rabert Kioperman MO, amesSses D, aired Analysis baseline ears
Elyse Foster MD, Neil . Weissman MD, and Donald Glower MD
On behalf of the EVEREST Il Investigators

ESC2017

August 28, 2017 All Non-HR
VERES 1| REALSM (NCTO1331956) unded by Abbott Vascula. from Aot Vasctr (N=271)
0001 p=0.017 p < 0.0001
1 1 1
100% - - —
ESC CONGRESS |
| 80%
57%| . 54%
§ 5%
Clinical Follow-Up E 60% = oo | oa%
EVEREST Il REALISM Non-High Risk g  Class e Class 1 < Class I
£ 40%
a
20%
cvotes
o -aor 20
0% ; . . 5
J— Baseline 5 Years Baseline 5Years Baseline 5 Years
N=86 (31.7%) N-185 (68.3%) Paired Data |N=116) Paired Data [N=31) Paired Data (N=85)

Wihdrew 8
Misog 2

5-Year Analysis
=2

Windrew 21

5-Year Analysis
N=156

86.0% Clinical Follow-Up 84.3% Clinical Follow-Up

ESC C/JNGRESS‘ |

ESC CONGRESS ‘

Feldman T. The EVEREST Il REALISM Continued Access Non-High Risk Study: Mid- and Long-Term Follow-up in Surgical Candidates. Presented at ESC 2017. FUNDAC'ON
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NYHA Functional Class
Paired Analysis Baseline — 5 Years

All High Risk High Risk FMR High Risk DMR
(N=628) (N=436) (N=192)

The EVEREST Il REALISM Continued Access Study:

Five-Year Outcomes in High Surgical Risk Patients

Ted Feldman, Scott Lim, Peter Fail,
Brian Whisenant, Michael Rinaldi, Paul Grayburn,

. . A . : 0.0001 0.0001 0.0001
Atif Qasim, Neil J. Weissman, Donald Glower and Saibal b L ,"(—\
Kar on behalf of the EVEREST Il Investigators 100% — —
90% }18% 22%
80% | |
Clinical Follow-Up 70%
EVEREST Il REALISM High Risk g 60% 80%
2 —89%
+ Predicted surgical mortality 212% EVER.EST I.I e Enrolled 5 50%
30%
. _ 20% —
Functional MR Degenerative MR "
N=436 (69.4%) N=192 (30.6%) 10% N —
\Y)
e e 0% - : .
fotcore” 17 lotdore” 10 Baseline S Years Baseline S Years Baseline 5 Years
5-Year Analysis 5-Year Analysis
N=359 N=161 Paired Data (N=121) Paired Data (N=85) Paired Data (N=36)
82.3% Clinical Follow-Up 83.9% Clinical Follow-Up

Evanston Hospital

Vi not done due to Spansorseary planned study cosure.

Feldman T. The EVEREST Il REALISM Continued Access Study: Five Year Outcomes in High Surgical Risk Patients. Presented at EuroPCR 2018. FUNDAC‘ON

FIOSPITAL UNIVERSITARIO
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@ Five-Year Durability Results Of

ACC.I8 Transcatheter Mitral Valve Repair
v ommmenr With the MitraClip® System in
T ' Patients With Severe
Degenerative Mitral Regurgitation
and Prohibitive Surgical Risk

D. Scott Lim, Gorav Alawad, Saibal Kar, Afredo Trento, Andrea
Wang, Paul Samir Kapadia, Michas! Rinakdi, Eric:
(ENdppar Sl VonSolf i Wevosat AR Kiustes Ml 0}
issman, Michasl J. Mack, Donald . Glower and Ted Feldman
‘of the EVEREST l Investigators
ORLANDO

MARCH10-12

2018

Methods

Composition of Prohibitive Risk DMR Cohort and Clinical Follow-Up

EVEREST I
High Risk Registry ‘ DMR Patients at Prohibitive Risk for MV
(N=25) Prohibitive Risk Surgery (N=127)

DMR Cohort
N=127

Atleast S-year
clinical follow-up
available

EVEREST Il as of July 2017
Compatats e »
"

Enrolled 2003-2012

ACCI8

RESULTADOS CLAVE

enla IM: CF NYHA Caminata 6’

NYHA Functional Class - Paired

NYHA Class I:

NYHA Class | and II:

% Patients

100%

80%

60%

40%

20%

0%

24% 40.5% 0.0% 34.8% 0.0% 39.3%
15.5% 86.9% 152%  78.3% 14.3% 821%

p=0.0005

p<0.0001 p<0.0001
| — 1
——

A

Baseline 1 Year
Paired Analysis (N=84)

Baseline 5 Years
Paired Analysis (N=28)

Baseline 3 Years
Paired Analysis (N=46)

@ |ACC.I8

. Lim S, Aliwadi G, Kar S, et al. Five-Year Durability Results of Transcatheter Mitral Valve Repair with the MitraClip® System in Patients With Severe Degenerative Mitral Regurgitation and Prohibitive

Surgical Risk. Presented at ACC 2018.
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The NEW ENGLAND
JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Transcatheter Mitral-Valve Repair in Patients
with Heart Failure

Abraham, S. Kar, D.S. Lim, J.M. Mishel
padia, V. Rajagoy

sman, and M.J. M

Stone, J.A. Lindenfeld

arn, M. Rinaldi, S.R.
Cohen, N.J
estigators

Whisenant, P.A. Gr
I.J. Sarembock, A. Brieke, S.O. Marx, D

for the COAPT |

V2% Study Flow and Follow-up

1576 pts with HF and MR considered for enroliment between September
25M, 2012 and June 2017 at 89 centers in the US and Canada

Ineligible
N=911

Inadequate MR or DI

Eligible for enrollment

Not treated with GDMT (n

. Stone GW et al NEJM 2018 (DOI: 10.1056/NEJM0a1806640).
Stone G. COAPT: A Randomized Trial of Transcatheter Mitral Valve Leaflet Approximation in Patients with Heart Failure and Secondary Mitral Regurgitation. Presented at TCT 2018.

GDMT (n=261)

12 months
MitraClip (
GDMT (
MitraClip (n=157)
GDMT (n=153)

COAPT

Change in 6MWD from Baseline to 12 Months

GDMT alone

I}
fa)
~
o}
=
2
s
©

Baseline

MitraClip + GDMT

12 Months

-

BLto 12

B6MWD change fri

<0.001

<0.001

<0.001

<0.001

enlaIM: CF NYHA Caminata 6’

lorll_P-value

Adjusted change*

2.2

P<0.001

“Ancova
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MITRA-FR
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The NEW ENGLAND JOURNAL of MEDICINE
PRESPECIFIED SECONDARY ENDPOINTS
“ ORIGINAL ARTICLE ” NYHA evolution (paired data)
SURGERY
. . 100% —
Percutaneous Repair or Medical Treatment EEUEN = E——

for Secondary Mitral Regurgitation

75% —|
J.-F. Obadia, D. Messika-Zeitoun, G. Leurent, B. lung, G. Bonnet, N. Piriou, n
T. Lefévre, C. Piot, F. Rouleau, D. Carrié, M. Nejjari, P. Ohlmann, F. Leclercq,
C. Saint Etienne, E. Teiger, L. Leroux, N. Karam, N. Michel, M. Gilard, E. Donal, 50% —|
J.-N. Trochu, B. Cormier, X. Armoiry, F. Boutitie, D. Maucort-Boulch, C. Barnel
G. Samson, P. Guerin, A. Vahanian, and N. Mewton, for the MITRA-FR Investigators*
25% —|
I
0% —|
N=114 114

N=
P<0.001

Secondary Echocardiographic End Points at
12 months

\l L

452 Patients

145 not eligible

Percutaneous Repair Group
3 consent Issues (n=152)

307 Randomized

Change from baseline in P value
echocardiographic measures N Value between
Baseline and
[ 152 Patients Intention To Treat 152 Patients ] 12 Mo
Effective regurgitant orifice -15
43 Exclusions g—{ Follow-up > 99% —> 15 Exclusions area - mm? 60 [235;-8] <0.0001
End-systolic diameter - mm -2
[ 109 Patients  Per-protocol Analysis 137 Patients ] g 89 2[2;7) 0.002
Ejection fraction - % 86 -3[-8;4] 0.14

ESC Congress |

Munich 2018 12 Pulmonary artery systolic -6.5

pressure - mmHg 64 [-18; 4.5] 0.001
6-minute walk variation - m 73 25(-40;71) 0.08
+ ObadiaJ. et al. NEJM 2018 DOI: 10.1056/NEJMo0a1805374 FUNDACION
Obadia J. Percutaneous Repair with the MitraClip device for Severe Secondary Mitral Regurgitation. Presented at ESC 2018. FAVMORO
HIOSPITAL UNIVERSITARIO
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Contents lists available at ScienceDirect

(CARDIOLOGY

International Journal of Cardiology

journal homepage: www. elsevier.com/locate/ijcard

Long-term outcome, survival and predictors of mortality after MitraClip
therapy: Results from the German Transcatheter Mitral Valve
Interventions (TRAMI) registry*

Daniel Kalbacher *, Ulrich Schafer *, R. Stephan v. Bardeleben °, Holger Eggebrecht <, Horst Sievert ¢,

Georg Nickenig ¢, Christian Butter', Andreas E. May %, Raffi Bekeredjian ", Taoufik Ouarrak, Karl-Heinz Kuck’,
Bjérn Plicht*, Ralf Zahn', Stephan Baldus ™, Hiiseyin Ince ", Wolfgang Schillinger °, Peter Boekstegers ”,
Jochen Senges ', Edith Lubos ™*

= Hvoretine Horswnerum Homurs Frewndeet Gormas

The TRAnscatheter Mitral Valve Interventions Registry — Enrollment and Follow-up

Retrospective (n=522) and Enroliment from 2009, August Central FU by Heart Attack

prospective (n=828) section 25th until 2013, July 31st Research Center, Ludwigshafen

e o 0 0 o

" ' w I‘ ' Long-term follow-up " .
Baselinedata:n=799 ' o o W prop-outs: n=44 (5.6%) Median FU time
I'\ !P l*\ Lost to follow-up: n=14 (1.8%)

ESC Congress _ Abbreviations FU = followup; n = number; TRAMI = transcatheter mitral valve interventions
Munich 2018 *

1,037 days [911; 1,214]

enla IM: CF NYHA Caminata 6’

Development of Clinical Outcome (Survivors only)
BL vs. 30da Lvs.1.year F /s, Long-term Development of Quality of Life (Self-Assessment)

p<0.0001 p<0.0001 P <0.0001

100% g
90%
80%

W NYHA IV

%] NYHA I

60% ] NYHA I

50% B NYHA|

0%/
30%
0%

0%

0% <
N=434 N=419 N =303
ESC Congress _ Abbrewations: BL=baseline; EQVAS =EuroQuol visusl analogue scale; NYHA =New York Heart Assodiation

Munich 2018

Kalbacher D, Schifer U, V Bardeleben RS, et al. Long-term outcome, survival and predictors of mortality after MitraClip therapy: Results from the German Transcatheter Mitral Valve Interventions (TRAMI) registry.
Int J Cardiol. 2018; pii: S0167-5273(18)32310-6.

Kalbacher D, Schéfer U, Bardeleben S, et al. Long-term follow-up in the German TRAnscatheter Mitral Valve Interventions (TRAMI) registry: survival and predictors of mortality.
Presented at ESC 2018.
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Tasa de Reintervencion

 Estudios

« EVEREST Il RCT

« EVEREST Il HRR

* REALISM Continued Access Study - Non-HR
 REALISM Continued Access Study - HR

* PR PMR

 Estudio COAPT

« STS/ACC TVT Registry

 TRAMI Registry
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Randomized Comparison of Percutaneous L]
Repair and Surgery for Mitral Regurgitation @
5-Year Results of EVEREST 11

Tod Feldman, MD.* Szl Kar, MIL| Summy Emariah, MD, MPH.5j Steven C. Smare, MD," Alredn Tream, MD,
Bobert 1. Siegel, MD,| Patrics Aprazaese, MS.j Petr Fad, MDY Mickael 1. Rmald, MD.

Wichard W. Smalling, MD, Peb),” Jsmes B. Harmiller, MD, | Davad Hetmansohn, MD.1f Willam A. Gray, MD.,
Paul A Graybara, MD, || Michas] 1. Mack, MDY D, Seret Lim, M6 Garav Adlswadi, MD." ™

Howasd C. Hermamn, MD, 111 Mickael A, Adkes, MD, 177 Frank K Silvestsy, MDL/ 1| Kiyse Foster, MD,

Andrew Wang, MD, || | Do D, Glowss, MD99% Laws Mawrt, MD,jess £ $he EVERIST I Imvestigaton

Clinical Follow-up

sitation (MR),patients with mising M

. Feldman et al. 2015 JACC VOL.66, NO.25:2844-54

Feldman T. Final Results of the EVEREST Il Randomized Controlled Trial of Percutaneous and Surgical Reduction of Mitral Regurgitation. Presented at ACC 2014.

en la IM: Tasa de Reintervenciones

Kaplan-Meier Freedom From MV Surgery in
MitraClip Group or Re-operation in Surgery Group

#NorthShore

Evanston Hospital

2
@
o
g
>
7]
£
5]
(=
e
@
o
o
e
2
c
o
=
o
-
o
c
S
€
<]
Q.
1)
o

MitraClip (N=178)

Surgery (N=80)

78.9%
97.4%
1 year

74.3%
92.5%
5 years

Baseline & Months 12 Months 18 Months 2 Years 3 Years 4 Years 5 Years

MitraClip # At Risk
Surgery # At Risk

178
80

136 128 125 17 109 98 45
75 69 68 63 54 49 21

EVEREST II RCT

T

0

T T T T T T T T T

140 280 420 560 700 840 980 1120 1260 1400 1540 1680 1820

Days Post Index Procedure

PMLO4247 Rev. A
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EVEREST II HRR

DESCRIPCION GENERAL DEL ESTUDIO

ORIGINAL RESEARCH ARTICLE

Five-year outcomes of transcatheter reduction of
significant mitral regurgitation in high-surgical-risk
patients

Saibal Kar,"? Ted Feldman,? Atif Qasim, Alfredo Trento,' Samir Kapadia,®
Wesley Pedersen,® D Scott Lim,” Robert Kipperman,® Richard W Smalling,®
Tanvir Bajwa,"® Howard C Hermann,"" James B Hermiller, John M Lasala,"

Mark Reisman,* Donald Glower, ™ Laura Mauri," Patrick Whitlow,” on behalf of the
EVEREST Il Investigators

EVEREST II HRR
Study Design

Symptomatic patients with significant MR (23+) . " "
TS calculated risk score High Surgical Risk
o B oy ore = Patients Enrolled

Left ventricular function: EF>20%;
LVESD<60mm

Mitral valve anatomy suitable for the
MitraClip® Device

(59%)

Clinical Follow-up

Clinical follow-up was available in 90% of patients by the end of 5 years, as 8 of 78 patients withdrew
consent (three within the first year, four between years 1and 2, and one between years 3 and 4;
reasons included logistical transportation issues in three, worsening clinical condition in three and
lost to follow-up in two). Two patients who expired after completing the 5-year follow-up but before
the end of the 5-year visit window contributed 5-year data

Re-Interventions Through 5 Year

Time to Re-Intervention
Post-Index Procedure

Conversion to MV Surgery

Second Intervention to Place

O,
an Additional MitraClip 2 (E50)

PMLO4248 Rev. A

. Kar S, Feldman T, Qasim A, et al Five-year outcomes of transcatheter reduction of significant mitral regurgitation in high-surgical-risk patients Heart Published Online First: 04 August 2018.
doi: 10.1136/heartjnl-2017-312605

Kar S. Effectiveness of Transcatheter Reduction of Significant Mitral Regurgitation in High Surgical Risk Patients with MitraClip": Final 5 Year Results of The EVEREST Il High Risk Registry. Presented at ACC 2014. FUNDAC|6N
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The EVEREST Il REALISM Continued Access
Non-High Risk Study:
Mid- and Long-Term Follow-up in Surgical Candidates EVEREST Il REALISM Non-High Risk
Ted Feldman MD, Saibal Kar MD, D Scott Lim MD, Richard Smalling MD, Brian Whisenant MD, RE‘Interventions Through 5 YearS

Chad Rammohan MD, Peter Fail MD, Michael Rinaldi MD, James Hermiller MD,
Howard Herrmann MD, Robert Kipperman MD, James Slater MD,
Elyse Foster MD, Neil J. Weissman MD, and Donald Glower MD
On behalf of the EVEREST Il Investigators

ESC 2017

August 28, 2017 Re-Interventio
.. Mitral Valve Surgery Post-Index Procedure 39 (14.4%) 11 (12.8%) 28(15.1%)
CIInIcaI FOIIOW-UP ithi 28 (10.3%) 9(10.5%) 19 (10.3%)
EVEREST Il REALISM Non-High Risk Within 1 Year : : i
Between 1 Year and 5 Years 11 (4.1%) 2(2.3%) 9 (4.9%)

Second Intervention to Implant an Additional

11 (4.1%) 3 (3.5%) 8(4.3%)
EVEREST Il REALISM — MitraClip Device
& Jan 2009 - Apr 2011
Within 1 Year 5(1.9%) 1(1.2%) 4(2.2%)
Between 1 Year and 5 Years 6(2.2%) 2(2.3%) 4(2.2%)

Functional MR

Degenerative MR
N=185 (68.3%)

N=86 (31.7%)
Witndrew 21
Misog &
5-Year Analysis 5-Year Analysis

N=74 N=156
86.0% Clinical Follow-Up 84.3% Clinical Follow-Up

ESC CONGRESS ! ‘

ESC CONGRESS ‘ |

FUNDACION

. Feldman T. The EVEREST Il REALISM Continued Access Non-High Risk Study: Mid- and Long-Term Follow-up in Surgical Candidates. Presented at ESC 2017. FAVMORO
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Re-Interventions Through 5 Years

The EVEREST Il REALISM Continued Access Study:
Five-Year Outcomes in High Surgical Risk Patients

EVEREST Il REALISM High Risk

All High Risk Functional MR | Degenerative MR

Baseline Characteristics (N=628) (N=436) (N=192)
Ted Feldman, Scott Lim, Peter Fail, MV Surgery Post-Index Procedure 25 (4.0%) 20 (4.6%) 5 (2.6%)
Brian Whisenant, Michael Rinaldi, Paul Grayburn,
Atif Qasim, Neil J. Weissman, Donald Glower and Saibal Within 1 Year 18 (2.9%) 14 (3.2%) 4 (2.1%)
Kar on behalf of the EVEREST Il Investigators
Between 1 Year and 5 Years 7 (1.1%) 6 (1.4%) 1(0.5%)
Second MitraClip Device Intervention 33 (5.3%) 23 (5.3%) 10 (5.2%)
Clinical Follow-Up o 5 5
EVEREST Il REALISM High Risk Within 1 Year 17 (2.7%) 12 (2.8%) 5 (2.6%)
EVEREST Il REALISM Between 1 Year and 5 Years 16 (2.6%) 11 (2.5%) 5(2.6%)
« Predicted surgical mortality 212% . " Enrolled
ngr;“!:;s;:rm Jan 2009 - Dec 2013
MV Surgery Type:
* 22 MV replacements
* 3 MV repairs
Functional MR Degenerative MR
N=436 (69.4%) N=192 (30.6%)
Withdrew 54 Withdrew 16 +NorthShore
Missing. 6 Missing. 5 Walveraily MealihSystem
Notdone* 17 Notdone* 10 Evanston Hospital
5-Year Analysis 5-Year Analysis
N=359 N=161
82.3% Clinical Follow-Up 83.9% Clinical Follow-Up
#NortnShore Vit don du 10 Sonsr's ety planed sty s,
. Feldman T. The EVEREST Il REALISM Continued Access Study: Five Year Outcomes in High Surgical Risk Patients. Presented at EuroPCR 2018. FUNDAC]ON
FAVALORO
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r
@ Five-Year Durability Results Of

ACC.18 Transcatheter Mitral Valve Repair

ACC.I8 ith the MitraClip® System i :
U Datents With Severs. Re-Interventions Through 5 Years

Degenerative Mitral Regurgitation
and Prohibitive Surgical Risk
D. Scott Lim, Gorav Alawadi, Saibal Kar, Aliredo Trento, Andrew
Wang, Paul Samir Kapadia, Michael Rinaldi, Eric
Skipper, Brian Whisenant, Aff Qasim, Neil J. . .
'“"'ma”:“;r@“‘“i“"’“ S Re-Intervention # (%) of patients Time to Re-Intervention
ORLANDO =L Post-Index Procedure
MARCH110-12
2018 MV Surgery Post-Index Procedure 4(3.2%) 2, 26,56, and 1,100 days
Second Intervention to Place 0
Methods an Additional MitraClip el 21,42,and 4.9 years
Composition of Prohibitive Risk DMR Cohort and Clinical Follow-Up
EVEREST Il - .
High ﬁgxgnsw » orohibiive Risk DMR Pallemssu:lg :rr;:x:‘zﬂ?;;}mskvurmv
DMR Cohort
N=127
At least 5-year
clinical follow-up
T EveresTH as :::ﬁ: Izeoﬂ
Compaiai:‘l;a(e Use -
Enrolled 2003-2012
FUNDACION

Lim S, Aliwadi G, Kar S, et al. Five-Year Durability Results of Transcatheter Mitral Valve Repair with the MitraClip® System in Patients With Severe Degenerative Mitral Regurgitation and Prohibitive Surgical
Risk. Presented at ACC 2018. FAVALORO

FIOSPITAL UNIVERSITARIO
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The NEW ENGLAND
JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

VSR 24-Month Event Rates (i)

Transcatheter Mitral-Valve Repair in Patients
with Heart Failure

G.W. Stone, J.A. Lindenfeld, W.T. Abraham, S. Kar, D.S
senant, P.A. Grayburn, M. Rinaldi, S.R
rembock, A. Brieke, S.O. Marx, D.J. Cohen, N.J

for the COAPT Investigators

MV intervention or surgery* d I 0.61[0.27,

- MitraClip T% .67 0.99 [0.38,
- Mitral valve surger
PCl or CABG 8% 3% 0.62 [0.24,
Stroke A% 1% 0.96 [0.42,
Myocardial infarction 7Y 0.82[0.38,

Ve Study Flow and Follow-up

1576 pts with HF and MR considered for enrollment between September

25", 2012 and June 23", 2017 at 89 centers in the US and Canada New CRT implant 7o / 0.85[0.31,

LVAD or heart transplant % 0.37 [0.17,
- LVAD 0.34 [0.13,
- Heart transplant ¢ %o 0.35 [0.09,

Reasons for exclusion
Roll-in cases Inadequate MR or DMR (n:
at 34 sites Not treated with GDMT (n=79
All inclusion criteria not met
Randomized Exclusion criteria present
N=614 at 78 sites Echo criteria not met
Incomplete screening

or other (n=419)

Abbatt CONFIDENTIAL Internal use only. Not to be reproduced, redistributed or excerpted.
©2018 Abbott. All rights reserved. AP2946933-INT *Unplanned. Kaplan-Meier time-to-first event rates

. Stone GW et al NEJM 2018 (DOI: 10.1056/NEJM0a1806640).
Stone G. COAPT: A Randomized Trial of Transcatheter Mitral Valve Leaflet Approximation in Patients with Heart Failure and Secondary Mitral Regurgitation. Presented at TCT 2018. FUNDAC'ON
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ORIGINAL INVESTIGATIONS

Outcomes With Transcatheter Mitral Valve ®
Repair in the United States
An STS/ACC TVT Registry Report

Paul Soraija, MD," Sreekanth Vemulapalli, MD," Ted Feldman, MD," Michael Mack, MD, David R. Holmes, Tn, MD,"
‘Amanda Stebbins, MS,” Saibal Kar, MD," Vinod Thourani, MD,* Gorav Ailavadi, MD®

Data Analysis

< Patient characteristics, procedural, and in-hospital events
sourced from TVT registry (n=2,952)
« Acute procedural success defined as post-procedural
MR <2, without surgery or death
* 30-day and 1-year events from linked CMS claims data
(n=1,867 or 63%)
* Examined death, MV surgery, and re-hospitalization for
heart failure

The Society AMERICAN
A T . ofThorscc COLLEGE of
STSIACC TVT Registry Surgeons CARDIOLOGY

. Sorajja P, Vemulapalli S, Feldman T, et al. Outcomes With Transcatheter Mitral Valve Repair in the United States: An STS/ACC TVT Registry Report. J Am Coll Cardiol. 2017;70(19):2315-2327.

Procedural Adverse Events

TABLE4 | 30-DAY AND 1-YEAR CLINICAL OUTCOMES

NUMBER OF NUMBER OF
YEAR
EVENTS SEDSE EVENTS LYEA

Death 96 5.2 336 25.8
Myocardial
. 3 0.2 27 2445
Stroke

Any stroke 17 1.0 36 2.7

Hemorrhagic 6 04 8 0.6
o 80 47 254 202
hospitalization
gt 9 0.4 10 21
Repeat
MitraClip® 23 13 80 6.2

Medicare and Medicaid Services data among 1867 patients with linkage data.

. Sorajja P, Vemulapalli S, Feldman T, et al. Clinical Outcomes at 1-year after Commercial Transcatheter Mitral Valve Repair in the United States. Presented at ACC 2017.
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International Journal of Cardiology

journal www.elsevier.

Long-term outcome, survival and predictors of mortality after MitraClip

therapy: Results from the German Transcatheter Mitral Valve

Interventions (TRAMI) registry*

Daniel Kalbacher *, Ulrich Schifer *, R. Stephan v. Bardeleben ”, Holger Eggebrecht ¢, Horst Sievert ,

Georg Nickenig ©, Christian Butter, Andreas E. May ¥, Raffi Bekeredjian ", Taoufik Ouarrak, Karl-Heinz Kuck’,
Bjorn Plicht , Ralf Zahn', Stephan Baldus ™, Hiiseyin Ince ", Wolfgang Schillinger °, Peter Boekstegers ”,
Jochen Senges ', Edith Lubos **

= Hvwrttrs Horsorraim Homburs Frevndeet Gormarms

The TRAnscatheter Mitral Valve Interventions Registry — Enrollment and Follow-up

Retrospective ) and Enrollment from 2009, August Cent U by Heart Attack
prospective (n=828) section 25th until 2013, July 31st Research Center, Ludwigshafen

I‘ " 'n‘ w Long-term follow-up . .
Median FU time
.o o Drop-outs: n=44 (5.6%) 1,037 days [911; 1,214]

T q\ ﬂ\ Lost to follow-up: n=14 (1.8%)

ESC Congress ot - 7 0= number; TRAMI mitral valve interventions
Munich 2018

Baseline data: n=799

MitraClip en la IM: Tasa de Reintervenciones

RESULTADOS CLAVE

Long-term Outcomes (Median Follow-up Time 2,84 years)
100%

90%
80%

70%
57% 58%

l 46%
5 = I

MACCE Bleeding Mitral Cardiac
complications  reintervention Rehospitalization
ESC Conqress Abbreviations: MACE = myocardial infarction, death; MACCE = myocardial infarction, stroke, death

Munich 2018

60%

50% 46%
40%
30%
20%
10%
MACE

0%
Overall Mortality

. Kalbacher D, Schéfer U, V Bardeleben RS, et al. Long-term outcome, survival and predictors of mortality after MitraClip therapy: Results from the German Transcatheter Mitral Valve Interventions (TRAMI) registry. Int J Cardiol.

2018; pii: S0167-5273(18)32310-6.

. Kalbacher D, Schéfer U, Bardeleben S, et al. Long-term follow-up in the German TRAnscatheter Mitral Valve Interventions (TRAMI) registry: survival and predictors of mortality.

Presented at ESC 2018.
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Impacto de la Insuficiencia Mitral Residual en los Resultados
a Largo Plazo| EVEREST II RCT

ICYCC - FUNDACION FAVALORO
BUENOS AIRES . ARGENTINA

DESCRIPCION GENERAL DEL ESTUDIO

Long-Term Durability of Clinical Success

Randomized Comparison of Percutaneous ® 5-Year Outcomes in Patients Who Were Alive and Free From

Repair and Surgery for Mitral Regurgitation o MR 3+/4+ and MV Surgery (or Re-Operation) at 1 Year
5-Year Results of EVEREST Il

Ted Feldman, MD.* Saibal Kar, MD,| Sammy Emariah, MD, MPH.5j Seven C. Smart, MD.* Alfedo Tream, MD,
Robert 1. Siegel. MD,| Patrice Aprazaese, M5, Petwr Fad, MDY Mickael 1 Rmald, MDD

Bchard W. Smallmg. MD. Pe. ™ ames B Hamiller. MD, || Dewvad Hesmameohn, MD.11 Wilkam A. Gray, MD, ) EVEREST II RCT
Pl A, Graybara, M, || Michas] . Mack, MD.1% D, Scret Lim, M55 Gorav Adlswads, M= Clinical Success Groups

Howasd C. Hermann, MD, |11 Mickael A. Adker, MD,i7t Frask K Sihwesty, MD,/ |1 Kiyse Foster, MD,

Androw Wang, M, || | Donald 0, Glowes, MD_ 999 Laurs Maurt, MDjess S $he EVERIST 0 Imestigaton
MitraClip Surgery
Outcome (N=97) (N=64)

Ciinical Follow-Up
NYHA Class III/IV (%) Baseline > 5 Years 40% > 3%

Mean Change in Diastolic SLAD From Baseline to 5 Years -0.4 cm

MR, NYHA and LV data are from survivors with paired data; freedom from events data are from Kaplan-Meier estimates

Randomized Cohort

Surgery Patients

N=258 Treated Patients

N=30 Withdrawals N=15
N=3 Missed Visits ~ N=2

#NorthShore

Evanston Hospital PMLO4247 Rev. A

81% Clinical Follow-Up 79% Clinical Follow-Up
5-Year Analysis 5-Year Analysis
(N=145) [CELE))

Median follow-up 4.93 years. 1,007 total patient-years of follow-up.

. Feldman et al. 2015 JACC VOL.66, NO.25:2844-54
Feldman T. Final Results of the EVEREST Il Randomized Controlled Trial of Percutaneous and Surgical Reduction of Mitral Regurgitation. Presented at ACC 2014.
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Methods

Five-Year Durability Results Of
Transcatheter Mitral Valve Repair
with the MitraClip® System in
Patients With Severe
Degenerative Mitral Regurgitation
and Prohibitive Surgical Risk

D. Scott Lim,
Wang, Paul Gravbum, Saimie Kapacia, Michael Rinaki, Erc

'of the EVEREST Il Investigators

Composition of Prohibitive Risk DMR Cohort and Clinical Follow-Up

EVEREST Il
High Risk Registry
25)

(N=25) Prohibitive Risk
DMR Cohort

EVEREST Il

REALISM High Risk ‘
(=)

DHR Patients at Prohibitve Risk for MV
Surgery (N=127)

At least 5-year

clinical follow-up

Enrolled 2003-2012

as of July 2017
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Impacto de la Insuficiencia Mitral Residual en los Resultados a
Largo Plazo| PR Insuficiencia Mitral Degenerativa

Kaplan-Meier Freedom From All-Cause Mortality
Survival By Discharge MR Severity

Survival

]
]
o Discharge MR 3+/4+ b
o :
]
0% 1 i
]
0% "
20% 52.4%

[ __#AtRsk )
I MRs2eN=101)  f01 98

Duke Propensity-Matched Cohort (N=351F  plog+ank = 0.0031
(medically treated only)
) 3 Years
<
Discharge MR = 2+ 57.4%
31.4% 5 Years

| BL | 30 | oM [ 1¥r |2 [3ves [ d¥rs | 5¥rs |
9 & 65 5 4 M
MR>24(Ne26) 2 16 15 1t 0 & 4 1

Duke(N=351) 351 %23 280 21 na na ma  nle
T

T T T T

0 1 2 3 4 5

Time Post Index Procedure (years)

Lim S, Aliwadi G, Kar S, et al. Five-Year Durability Results of Transcatheter Mitral Valve Repair with the MitraClip” System in Patients With Severe Degenerative Mitral Regurgitation and Prohibitive Surgical Risk. Presented

at ACC 2018.

PR DMR (N=127) Overall Mortality:
1 year =75.4%

3year=51.0%

5 years = 34.6%
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Impacto de la Insuficiencia Mitral Residual en los Resultados a
"';&;92;;;"1’&;2:%‘1"“ Largo PlaZOl TVT

ORIGINAL INVESTIGATIONS

Outcomes With Transcatheter Mitral Valve ® POSt-PrOCCdural MR and SurVival

Repair in the United States
An STS/ACC TVT Registry Report

Pl Sorlf, M, Srekanth Vermulpal, M Ted Feldman, M, Michael Mck, MD,* D . Holmes, I, D, s 50% - Grade IIIl/IV 48.9%
ibal Kar, MD," Vinod Thourani, MD,* Gorav Ailawadi, MD”
§ Grade Il
S 40% | Gradeo/t ___
o
8
S 30% - 29.2%
h=]
. [+
Data Analysis £ 20% | 21.7%
« Patient characteristics, procedural, and in-hospital events %
sourced from TVT registry (n=2,952) S 10% -
« Acute procedural success defined as post-procedural g
MR <2, without surgery or death o o% p<0.0001
T T T T T 1
« 30-day and 1-year events from linked CMS claims data 0 2 4 8 8 10 12
n=1,867 or 63% months
(- Examined dea)th MV surgery, and re-hospitalization for No. at risk Followp )
heart failure ' e ’ v o 114 65 47 25 17
1] 591 408 278 168 104
o/1 1146 810 559 373 213
The Socity AMERICAN The Society AMERICAN
STSIACC TVT Registry’ @ iy @i&‘.‘.!fﬁ;i&{,\ - ey e - @ of Thoracic COLLEGE of
STSIACC TV Reglsny Surgeons CARDIOLOGY

. Sorajja P, Vemulapalli S, Feldman T, et al. Outcomes With Transcatheter Mitral Valve Repair in the United States: An STS/ACC TVT Registry Report. J Am Coll Cardiol. 2017;70(19):2315-2327.
Sorajja P, Vemulapalli S, Feldman T, et al. Clinical Outcomes at 1-year after Commercial Transcatheter Mitral Valve Repair in the United States. Presented at ACC 2017.
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« ESTUDIOS

« EVEREST Il RCT

« EVEREST Il HRR

 REALISM Continued Access Study - Non-HR
 REALISM Continued Access Study - HR

* PR PMR

« Estudio COAPT

 Estudio MITRA-FR

« STS/ACC TVT Regqistry
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MitraClip en la IM: Porcentaje de Pacientes con IM <2+ en las
Consultas Iniciales y de Seguimiento| EVEREST Il RCT

DESCRIPCION GENERAL DEL ESTUDIO RESULTADOS CLAVE

EVEREST Il RCT MitraClip® (N=178)

Randomized Comparison of Percutaneous () MR at 1 and 5 Years
Repair and Surgery for Mitral Regurgitation @
5-Year Results of EVEREST Il

p=0.11 p=0.004 p=0.01

Ted Feldman, MD.* Saibal Kar, MDL| Sy Emarish, MD, MPH.5j Sweven C. Smar, MD.* Alfedo Treat, MD,
Bobert 1. Siegl, M| Patrica Aprazmse, M5.; Peter Fail, MDY Mickael 1 Rmaldh, ML 100% -
Wickard W, Smalling, MD, PeD),™ James B, Harmiller, MD, | Davad Heimansohn, MD.1t Wilkiam A, Gray, D, °

Pl A Geaybura, MD, || Machael 1 Mack, MD.9Y D, Sooet Lam, MO8 Goraw Adswadl, MDD~
Howard C. Hermnamn, MD, |11 Michael A Adver, MD,171 Prank K Sihvestsy, MD, 1 Kiyse Poster, MDD,
Andrew Wang, MD, || | Donsld D, Glowes. MD 999 Laurs Maurt, MDjess fr $he EVERIST 0 Investigaton 90% .
80% 1
70% A
Clinical Follow-up T 60%
’— nnnnnnnnnnnnnnnnnnn — -.g 50% -
F=
mmmmmmmmmmmmmmm J i S 40% A
TR - S 30% A
. e s— 20% 1
10% 1
0% 1 - - -
T A ST Device Device Device
____________________ (n=101) (n=101) (n=101)
Tmmmmmmmmmm—— Baseline 12 Months 5 Years

Feldman T, Kar S, Elmariah S, et al. Randomized Comparison of Percutaneous Repair and Surgery for Mitral Regurgitation. 5-Year Results of EVEREST Il. J Am Coll Cardiol. 2015;66(25):2844-2854.
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Feldman T. Final Results of the EVEREST Il Randomized Controlled Trial of Percutaneous and Surgical Reduction of Mitral Regurgitation. Presented at ACC 2014. FAVALORO
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Five-year outcomes of transcatheter reduction of
significant mitral regurgitation in high-surgical-risk
patients

Saibal Kar,? Ted Feldman,’ Atif Qasim,” Alfredo Trento,' Samir Kapadia,®

Wesley Pedersen,” D Scott Lim,” Robert Kipperman,® Richard W Smalling,”

Tanvir Bap/m,“ Howard C Hermann,"" James B Hermiller,* John M Lasala, "

Mark Reisman, ' Donald Glower,”® Laura Mauri, Patrick Whitlow,” on behalf of the
EVEREST Il Investigators

EVEREST II HRR
Study Design and Clinical Follow-up

+ Symptomatic patients with significant MR (23+)

+ Surgical risk based on a STS calculated risk score =12% or a surgeon
estimated risk score =12% based on prespecified criteria

* Left ventricular function: EF>20%; LVESD<60mm
+ Mitral valve anatomy suitable for the MitraClip® Device
Functional MR

N=46
78 High Surgical Risk Patients (59%)
Enrolled

Patients (%)

MitraClip en la IM: Porcentaje de Pacientes con IM <2+ en las
Consultas Iniciales y de Seguimiento| EVEREST Il HRR

DESCRIPCION GENERAL DEL ESTUDIO

Mitral Regurgitation Grade

EVEREST II High Risk Registr

82%

Baseline 1 Year Baseline 5 Years
N=54 N=24

N = survivors with paired data; p-values for descriptive purposes only

. Kar S, Feldman T, Qasim A, et al Five-year outcomes of transcatheter reduction of significant mitral regurgitation in high-surgical-risk patients Heart Published Online First: 04 August 2018.

doi: 10.1136/heartjnl-2017-312605

. Kar S, Whitlow P, Pedersen W, et al. Effectiveness Of Transcatheter Reduction Of Significant Mitral Regurgitation In High Surgical Risk Patients With Mitraclip: Final 5 Year Results Of The EVEREST Il High Risk Registry. Journal of

the American College of Cardiology Apr 2014, 63 (12 Supplement) A1683; DOI: 10.1016/50735-1097(14)61686-7. Presented at ACC 2014 - Presentation Number 2901-04.

1% MR < 2+ at
i 1and 5 Years

PMLO4248 Rev. A
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The EVEREST Il REALISM Continued Access

Non-High Risk Study: -
Mid- and Long-Term Follow-up in Surgical Candidates REALISM NHRR S-Year (N-271)

Mitral Regurgitation Severity to 5 Years
Ted Feldman MD, Saibal Kar MD, D Scott Lim MD, Richard Smalling MD, Brian Whisenant MD,
Chad Rammohan MD, Peter Fail MD, Michael Rinaldi MD, James Hermiller MD, Echo Core Lab Assessed
Howard Herrmann MD, Robert Kipperman MD, James Slater MD,

Elyse Foster MD, Neil J. Weissman MD, and Donald Glower MD
On behalf of the EVEREST Il Investigators

All Non-HR
(N=271)
ESC 2017 p < 0.0001
August 28, 2017 100% | —  —
FVFREST II REALISM (NCT01931956) funded hy Ahbatt Vaseular. Investisatars recsived research sunnart from Abhott Vascular
80%
Clinical Follow-Up =
. . = 60% 85%
EVEREST Il REALISM Non-High Risk g <24
]
B 40%
g
EVEREST Il REALISM 20%
Non-High Risk Arm oo pr 2011
N=271 0%
Baseline 5 Years Baseline 5 Years Baseline 5 Years
Paired Data {N=108) Paired Data [N=26) Paired Data (N=82)
Functional MR Degenerative MR

N=86 (31.7%) N=185 (68.3%)

5-Year Analysis 5-Year Analysis
N=156

84.3% Clinical Follow-Up

N=74
86.0% Clinical Follow-Up

ESC CONGRESS ' |

ESC CONGRESS !

‘ FUNDACION
Feldman T. The EVEREST Il REALISM Continued Access Non-High Risk Study: Mid- and Long-Term Follow-up in Surgical Candidates. Presented at ESC 2017.
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Mitral Regurgitation Severity

The EVEREST Il REALISM Continued Access Study: Echo Core Lab Assessed
Five-Year Outcomes in High Surgical Risk Patients
All High Risk High Risk FMR High Risk DMR
. p (N=628) (N=436) (N=192)
Ted Feldman, Scott Lim, Peter Fail,
Brian Whisenant, Michael Rinaldi, Paul Grayburn,
Atif Qasim, Neil J. Weissman, Donald Glower and Saibal ,&‘ [w‘ [%
Kar on behalf of the EVEREST Il Investigators 100% i F— 0+ — —
]—11% 15% ]—3%
90%
80% 1+
1+
- 70% 1+
Clinical Follow-Up _ 2
EVEREST Il REALISM High Risk £ eo% <_:88>% | eao | ggo
;:'J 50%
— 2 EVEREST Il REALISM =
g
N=628 30%
20%
10% — — o -
Functional MR Degenerative MR 34+ 3+ 3+
N=436 (69.4%) N=192 (30.6%) 0% . 4+
T T T
Withdrew 54 Withdrew 16 Baseline 5Years Baseline 5 Years Baseline 5 Years
Missing 6 Missing 5
Not done” 17 Not done 10 Paired Data (N=108) Paired Data (N=75) Paired Data (N=33)
5-Year Analysis 5-Year Analysis
N=359 N=161 +NorthShore N=survivors with paired data at baseline and 5 years; p-values for descriptive purposes only
82.3% Clinical Follow-Up 83.9% Clinical Follow-Up - "_"‘.'_"'"'o;'.;",";.“"' L
orthShore Vit done d 0 Sonsrs ayplanmed sy e,
Py
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. Feldman T. The EVEREST Il REALISM Continued Access Study: Five Year Outcomes in High Surgical Risk Patients. Presented at EuroPCR 2018. FAVMORO
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" Patients With Severe

and Prohibitive Surgical Risk

@ Five-Year Durability Results Of
Transcatheter Mitral Valve Repair

Degenerative Mitral Regurgitation

Wang, Paul Samir Kapadia, Michae! Rinakd, Eric
E Brian At Qsim, Neil J.

‘of the EVEREST Il

ORLANDO
MARCH 10 -12

2018

Methods
Composition of Prohibitive Risk DMR Cohort and Clinical Follow-Up

EVEREST I
High Risk Registry ‘
(N=25)

DMR Patients at Prohibitive Risk for MV
Prohibitive Risk Surgery (N=127)
DMR Cohort
N=127

EveResT I
REALISM High Risk »
(N Atleast 5-year

clinical follow-up
available

EVEREST I as of July 2017
Compassionate Use ‘
(=g)

Enrolled 2003-2012

D. Scott Lim, Gorav Ailawadi, Saibal Kar, Aliredo Trento, Andrew

Michael J. Mack, Donald D. Glower and Ted Feldman
Investigators
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MitraClip en la IM: Porcentaje de Pacientes con IM <2+ en las
Consultas Iniciales y de Seguimiento| IM Degenerativa

Mitral Regurgitation Severity — Paired

MRS 1+:
MR s 2+:

% Patients

100%

80%

60%

40%

20%

0%

0.0% 53.7%
8.9% 821%

Baseline Disch.
Paired Analysis (N=123)

0.0% 376%
9.4% 83.5%

p<0.0001
1

Baseline 1 Year
Paired Analysis (N=85)

0.0% 36.4%
6.8% 81.8%

p=0.0001
| —

Baseline 3 Years
Paired Analysis (N=44)

Lim S, Aliwadi G, Kar S, et al. Five-Year Durability Results of Transcatheter Mitral Valve Repair with the MitraClip” System in Patients With Severe Degenerative Mitral Regurgitation and Prohibitive Surgical Risk.

Presented at ACC 2018.

00%  414%
69%  86.2%
p=0.0018
1
a
A 4

Baseline 5 Years
Paired Analysis (N=29)
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MitraClip en la IM: Porcentaje de Pacientes con IM <2+ en las
Consultas Iniciales y de Seguimiento| COAPT

The NEW ENGLAND
JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Transcatheter Mitral-Valve Repair in Patients
with Heart Failure
G.W. Stone, J.A. Lindenfeld, W.T. Abraham, S. Kar, D.S. Lim, .M. Mishell MitraClip (n=302) 49.0%
! ‘ ‘ ‘ GDMT (n=311) 55.3%

1e COAPT Investigators 30 days
MitraClip (n=273) % 5.9%
GDMT (n=257) 37.4%
6 months
MitraClip (n=240) % 4.6%
GDMT (n=218) 42.2%
12 months
MitraClip (n=210) 4.3%
GDMT (n=175) 34.3%
24 months
MitraClip (n=114) 77.2% 0%
GDMT (n=76) 15.8% 40.8%

Abbott CONFIDENTIAL Internal use only. Not to be reproduced, redistributed or excerpted.
©2018 Abbott. All rights reserved. AP2946933-INT

Nans Study Flow and Follow-up

1576 pts with HF and MR considered for enroliment between September
25%, 2012 and June 23", 2017 at 89 centers in the US and Canada

Eligible for enrollment
N=665

Roll-in cases
N=51 at 34 sites

Stone GW et al NEJM 2018 (DOI: 10.1056/NEJM0a1806640).

Stone G W, Lindenfeld J, Abraham WT, et al. Transcatheter Mitral-Valve Repair in Patients with Heart Failure. N Engl J Med. 2018. FUNDAClON
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HOSPITAL UNIVERSITARO



CARDIOVASCULAR

SYMPOSIUM

17/18 AUGUST
2018

MitraClip en la IM: Porcentaje de Pacientes con IM <2+ en las
Consultas Iniciales y de Seguimiento| MITRA-FR

DESCRIPCION GENERAL DEL ESTUDIO RESULTADOS CLAVE

ICYCC - FUNDACION FAVALORO
BUENOS AIRES . ARGENTINA

The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

MITRA-FR

Percutaneous Repair or Medical Treatment \ / lbla U
for Secondary Mitral Regurgitation

J.-F. Obadia, D. Messika-Zeitoun, G. Leurent, B. lung, G. Bonnet, N. Piriou, Prespecified Secondary End pOints

T. Lefévre, C. Piot, F. Rouleau, D. Carrié, M. Nejjari, P. Ohlmann, F. Leclercq,

C. Saint Etienne, E. Teiger, L. Leroux, N. Karam, N. Michel, M. Gilard, E. Donal, H

J.-N. Trochu, B. Cormier, X. Armoiry, F. Boutitie, D. Maucort-Boulch, C. Barnel, MR Grade eVOIUt’on Core’ab
G. Samson, P. Guerin, A. Vahanian, and N. Mewton, for the MITRA-FR Investigators*

100%
5%
a
\ /i[w%m N
145 not eligible
2%
3 consent Issues
A 4
o
Baseine Discharge Baseine 12 months
[ 152 Patients Intention To Treat 152 Patients ] MITRACLIP - Paired data (N=123) MITRACLIP - Paired data (N=97)
43 Exclusions €— FO"OW—UP > 99% ’_. 15 Exclusions
[ 109 Patients  Per-protocol Analysis 137 Patients ] ESC Conqress
. L]
150
£sc congress , Munich 2018
Munich 2018 108
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. Obadia J. et al. NEJM 2018 DOI: 10.1056/NEJM0a1805374
Obadia J. Percutaneous Repair with the MitraClip device for Severe Secondary Mitral Regurgitation. Presented at ESC 2018. FAVA!O.RQ_ L
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TVT Registry

Outcomes With Transcatheter Mitral Valve ®

Repair in the United States Acute PI'OCCdural RC SultS

An STS/ACC TVT Registry Report

Paul Sorajja, MD," S anth Vemulapalli, MD," Ted Feldman, MD," Michael Mack, MD," David R. Holmes, In, MD,"
‘Amanda Stebbins, MS,” Saibal Kar, MD," Vinod Thourani, MD,* Gorav Ailawiadi, MD? N .
R R T e e 200% mmmm  wGraded | 92.8% with post-procedural MR <2
H Grade 3
U,
80% - e Crado s SLDA, T.5%
Grade 0/1 In-hospital mortality = 2.7%
60% -
85.9% discharged home
Data Analysis ] .
y 40% Median LOS, 2 days (1, 5 days)
« Patient characteristics, procedural, and in-hospital events
sourced from TVT registry (n=2,952) 20% -
« Acute procedural success defined as post-procedural =
MR =2, without surery or death o | Acute procedure success = 91.8%
« 30-day and 1-year events from linked CMS claims data Baseline Postimplant
(n=1,867 or 63%)
« Examined death, MV surgery, and re-hospitalization for
heart failure
@ The Society AMERICAN
AT EPR—— . of Thoracic COLLEGE of
"‘s‘::.'c' AMERIC \\’ > e y Su - 1
STS/ACC TV Registy 0= @k, STSIACC TVT Registry rgeons CARDIOLOGY
. Sorajja P, Vemulapalli S, Feldman T, et al. Outcomes With Transcatheter Mitral Valve Repair in the United States: An STS/ACC TVT Registry Report. J Am Coll Cardiol. 2017;70(19):2315-2327 FUNDAC'ON
Sorajja P, Vemulapalli S, Feldman T, et al. Clinical Outcomes at 1-year after Commercial Transcatheter Mitral Valve Repair in the United States. Presented at ACC 2017.
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Aspectos para que el Programa Funcione Mas Alla
de la Barrera Economica

» Conocer la evidencia que lo soporta aunque no sea tan
abrumadora como TAVI

* Formar un Team
» Tener un grupo dedicado a IC

» Tener equipos adecuados y personal especializado en
imagenes

* Entrenar el equipo de Intervencionistas, Muy pocos y con
volumen.
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