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4 Generaciones de MITRACLIP

CACI 2021

MitraClip Pipeline

GEN 1 . GEN2 | GEN3 [ GEN4

MitraClip MitraClip NT MitraClip NTR & MitraClip MitraClip G4
XTR
Breakthrough Technology to restore Leaflet grasping and steering « Improved grasping, *  Enable ability to choose Cﬁp size
leaflet coaptation with a delivery enhancements IeTereas] aeE s E e GUrEGE b‘ased on MV anatomy with 4
system specifically designed for the MV area sizes

*  Ability to grasp leaflets

* Customized repair with 2 Clip simultaneously or independently

H 1
S with Controlled Gripper Actuation
* Enhanced steering accuracy (CGA)
1
and ease-of-use e Streamlined procedure with

simplified system deployment &
reduced number of steps*
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MITRACLIP G4: revision

4 medidas de clips: NT, XT, NTW, XTW

Seleccion del clip basada en la anatomia
Procedimiento simplificado:

40% reduccion pasos de preparacion
Secuencia de deployment simplificada
Actuacion controlada de grippers
Grasping simultaneo o independiente

Mejoras en el delivery system:
estabilidad y precision

Monitoreo de presion de Al
Mejor evaluacion de la reduccion de la IM
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17 mm at 120 degrees

50% wider

e in the grasping
: area

50% wider
in the grasping
area

G4 XT/XTW

22 mm at 120 degrees
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Wide Clip
MR Reduction
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~50% MORE
COAPTATION
SURFACE AREA*



MITRACLIP G4: FY )

Actuacion controlada de grippers

: CACI| 2021
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MITRACLIP G4:

Modificaciones en el sistema de liberacion

« Trayectoria recta al cruzar al VI
« Mayor precision al seleccionar sitio de clipado
« Orientacion estable del clip al cruzar al VI
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MITRACLIP G4: A C R

) SV -
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Monitoreo de presion de Al

* La elevacion de presion de Al es proporcional a la severidad de la IM.
« Lareduccion de la presion de Al caracteriza a una reparacion exitosa.

MitraClip G4 LAP signal

Max (Peak)

Informacion hemodinamica relevante para
optimizar la reduccion de la IM

Average

Min [Valley)

4 Ch 5GC Ref Cath
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Evolucion de la experiencia clinica con Mitraclip

EXPAND G4 Study
Phase |
Phasell

EXPAND Study
COAPT™ CAS

COAPT™

ACCESS EUROPE

EVEREST Il Realism

EVEREST Il High Risk Study

EVEREST Il RCT

EVEREST | 55 pts

2003

2004

CACI 2021

Phase I: 101 pts
Phase II: Enrolling 1000+

Observational Study
Core Lab/CEC Adjudication
2020-Present

Observational Study

1041 pts
Core Lab/ CEC Adjudication
2018-Present
Currently Continued Access

Enrolling Pts 2017-Present

614 pts RCT
2013-2017

567 pts Single-Arm Study
2009-2012
965 pts Continued Access
2009-2014
78 pts Single-Arm Study
2007-2008
279 pts RCT
2005-2008
Feasibility Study
2003-2006 .. .
Over 16 Years of Clinical Experience
2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022
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EXPAND G4: distribuciéon de clips usados }g
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WIDER CLIPS USED IN MAIJORITY OF CASES

CLIP MIX # CLIP USED/SUBIJECT
(N=100, 8 combinations) {(N=100, 3 combinations)

7%
XTW and NT

87%
Treated with at
least one wide Clip

2%
XT-only
2%
XTW and XT
60% 3%
Treated with NTW NTW and XTW

alone or followed
by another Clip

1%
3 Clips

NT/NTW/NT

More subjects treated with 1 Clip
than in the EXPAND study (55%)"
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EXPAND G4: eficacia del procedimiento

EXPAND G4 EXPAND1? TVT Registryz ACCESS-EU3 CACI20Z]
(N=101) (N=1040) (N=2,952) (N=567)
Implant Rate 99.0% (100/101) 98.9% (1030/1041) A o e
% (n/N) [95% Confidence Interval] [94.6%, 100.0%] [98.12%, 99.5%] e
i 99.0% (99/100) 95.9% (983,/1026) 91.8% 91%
LS PR U] DU () [94.6%, 100.0%] [94.4%, 97.0%] (2,709/2,952) [514/565)

% (n/N) [95% Confidence Interval]

Device Time (min)

(ECL)

(ECL)

Site-Reported

Site-Reported

et [ e R 39.0 [24.0-63.0] 46.0 [30.0-71.0] NA NA
Fluoroscopy Time (min)

e 16.2 [11.1 - 22.1] 17.2 [11.1 = 27.0] NA 25.0 (0.0, 152)
FREESENIT T (Tl 80.0 [57.0-109.0] 80.0 [54.0-115.0] NA 100.0 (15, 390)
Median [Inter-Quartile Range] ' ' ' ) ’ ’ ’ ’
Length of Stay in Hospital for Index 3.3+4.2 3.2+4.2 (US only) NA 7.7+8.2

Procedure, Mean+SD

.
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EXPAND G4: eficacia clinica

Q

NYHA Class Change
P <0.0001*

100% - '

7,4%

80% -

NYHA I/11
92.6%

% Population
=
X

20% A
NYHA /1l
21.8%

0% -

Baseline
N=101

30 Days
N=95

B NYHAClass| ®mNYHAClassll ®mNYHACIlasslll B NYHA Class IV
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Mitraclip G4:

Mayor tasa de exito técnico que generaciones anteriores
Mantenimiento de la seguridad

Eficacia clinica

Disponible en Argentina a inicios de 2022
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Reparacion Percutanea de la
Valvula Tricuspide

TRICLIP

Dr. Marcelo Agliero
Instituto de Cardiologia de Corrientes
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Historia natural de la Ins. Tricuspidea

CACI 2021
Survival in patients with isolated tricuspid Survival in patients with isolated tricuspid
regurgitation compared to matched controls regurgitation stratified according to EROA
100 -
Hﬁ““\xﬂ 87 22%
80 e .
-
S ® o0 70+ 6%
= s 66 = 6%
2 ) 3
e 40 5 40 —
3 b 3827%
20 - 20
p < 0.001
P <0.01 0
0 T ! T T T T |
0 5 10 0 2 4 6 8 10
Control 178 173 158 133 13 Jeas
Isolated TR 89 78 7 50 4 RRMnDeC At e
Time to Last Follow-up Totul 453 908 52 104 70 L
ERO<40 285 253 210 163 46 23
—— Matched Controls — Isolated TR ERO:40 68 55 42 a1 24 8

| ~~€eROz40mm? —ERO<sOmm? |
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Baja accesibilidad al tratamiento correctivo

Patients with severe Patients referred for
tricuspid regurgitation heart valve surgery
Stuge O et al. J Thorac Cardio Surg 2006 Scully et al. J Thorac Cardiovasc Surg 1995

N=1,600,000 Tricuspid N=4,741
0.5% < surgery ™ 1.3%

34% 45%
Other : —
valve .
surgery 4001 v v |lso
= 80
- T M Severe TR
é [p<0.001| % 60 u Moderate TR
£ E ® Mild TR
A = 40
= #No TR
. > |88 20
0

3 Months S5 Years
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Tratamiento endovascular de la IT
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THE INTERNATIONAL MULTICENTER TRIVALVE REGISTRY

Taramasso et al JACC Cardiovasc Interv 2019;12(2):155-165

* 312 high-risk patients: m oo

* 76+8.6 years of age — FORMA _ - %""

. 8% —

55% women Cardioband ____ g \ 3% [ /P
* EuroSCORE II: 9+8% 4% 2
TriCinch—— - ]
* 95% NYHA class Il to IV T G A \
@ Trialign // \ o -MitraClip

* Functional TR in 93% 6% / . i

* Mean tricuspid annulus: 46.9+9 mm
“s! b [
)11 A\' Wi CAV| J
9%
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TRICLIP: UNIQUELY DESIGNED FOR THE RIGHT HEART

F/E Knob
Multi-axis steering enables movement across

all lines of coaptation fl

S/L Knob

Knob configuration allows
height above valve

Hi g-h support \ : Two Sizes for Patient Specific
delivery system — iy g Therapy Options

i - NT  XT
( -
= Delivery system curves anatomically designed ‘i" ‘L

for direct access to the tricuspid valve

— .
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TRILUMINATE. SusTAINED TR REDUCTION

TR Reduction Sustained 70% Moderate or Less at 1Y

at 1 Year (n=62)

p <0.0001 p = 0.96

13% 100%
No Grade
Change 0%
01 Grade g 60% 70%
Reduction .”E‘
v
@2+ Grade £ 40%
Reduction A
20% 29%
8%
0% 8% [
Baseline 1 Year 30 Days 1 Year
87.1% showed at least 1 grade (n=62)  (n=62) (n=63)  (n=63)

®m None m Mild

improvement at 1 Year
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Moderate = Severe ™ Massive ® Torrential
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TRILUMINATE. CONTINUED CLINICAL IMPROVEMENTS

Sustained Symptomatic Improvement

p <0.0001 p = 0.39
100% 5w 8o
17% 18% 17%
80%
(0]
83% 82% 83% g .
g 6o% 64% 3
@ @4 60
= 0% O
2 4 S
()
Ay 20% 31% 50
0% 40
Baseline 1 Year 30 Days 1 Year
(n=65) (n=65) (n=66) (n=66)
mNYHA I m NYHA II NYHA III mNYHA IV
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Continued KCCQ

Improvement

A = 20 [15, 25], p < 0.0001

A =61, 11], p=0.0290

66 72

52

200 400
Follow-up (days)
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TRILUMINATE. REDUCED HOSPITALIZATIONS Cacke

Reduced Hospitalization Rate Procedural Success Predictive
of Mortality and Heart Failure

40% reduction, p = 0.0030 Hospitalizations at 1Y

1.6 50
3, 45} TR Moderate or less (30 days)
S ~ 40- =—TR Severe or greater (30 days)
= 1 b3 o\°
& S
3 = 30| HR[95% CI]=0.31[0.10,1.01]
= = 24.5%
3 0.8 l 8 25-{ p=0.041 (Log rank test)
0= = 20
= 3 o
& > = 15
5 = 8.8%
g 5
N
= 0.78
£ o 0 T
= 1 Year Pre-Device (n=70) 1 Year Post-Device 0 60 120 180 240 300 360 420
:o: (n=70)

Time Post Index Procedure (Days)
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SELECTION ASSISTANCE FOR TRICLIP

Ideal for edge-to-edge repair

Edge-to-edge repair to be considered

Edge-to-edge repair not recommended or
only in exceptional cases

Secondary TR with structurally normal leaflets

Severe TR based on the 5 grade scale

Good transesophageal & transgastric echocardiographic
windows

Coaptation defect < 3 — 4 mm measured at the location
of planned Clip placement and good leafiet mobility

Central TR jet extending in the antero-septal commissure

No PM/ICD lead

Normal to moderately reduced RV function, normal to
moderate RV/annular dimension

No pulmonary hypertension

Secondary TR with normal leaflets or primary TR with
leaflet prolapse

Massive TR based on the 5 grade scale

Sufficient transesophageal &
echocardiographic windows

transgastric

Coaptation defect 4 — 7 mmeasured at the location of
planned Clip placement, reduced leafiet mobility

Central TR jet extending in the postero-septal or antero-
posterior commissure

Presence of PM/ICD lead, no significant leaflet
interaction and no potential interaction with clip

Moderately reduced RV function, moderate RV/annular
dilatation

Post-capillary pulmonary hypertension

Severe leaflet (rheumatic) thickening or shortening or
destruction or very large leaflet prolapse

Torrential TR based on the 5 grade scale

Insufficient echocardiographic windows

Coaptation defect 7 mm measured at the location of
planned Clip placement or/and severe leaflet tethering

Non-central or very eccentric jets or jets originating from
antero-posterior commissure

PM/ICD lead-induced TR

Severely reduced RV function or severe RV/annular
dilatation

Pre-capillary pulmonary hypertension
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sPAP: 35mmHg RA area: 40cm?

mPAP: 22mmHg PISA: 11 mm
PCWP: 15SmmHg Vena contracta: 10 mm

EROA: 0.61cm?
Regurgitation volume: 55ml/beat
sPAP 42 mmHg

TAPSE: 25 mm
Vena cava inferior: 2,6 cm
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(5 chamber view)
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CLIP POSITIONING
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FINAL RESULT -
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