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MitraClip

katetrizacne zavedena svorka zachycujici oba cipy chlopné
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EVEREST Il — design studie

funkCni nebo degenerativni MR 3+, 4

Study Design
EVEREST II Randomized Controlled Trial (RCT)

279 Patients enrolled at 37 sites

Significant MR (3+ or 4+)
Specific Anatomical Criteria

Randomized 2:1
"4 \

Percutaneous Group Surgery Group
MitraClip System Surgical Repair or Replacement
N=184 N=95

{ b

Echocardiography Core Lab and Clinical Follow-Up:
Baseline, 30 days, 6 months, 1 year, 18 months, and
annually through 5 years

(Feldman T, N Engl J Med 2011;364:1395 — 1406)

Evamiston Nospdtal. EVEREST II RCT — ACC 2011 Investigational Device only in the U.S. Not available for sale in the U.S.




Anatomicka kriteria EVEREST I

Functional MR
= Non- rheumatic MV .

disease
= Pathology in the A2-P2-
segments
= MVAz4cm?
= Sufficient leaflet tissue for
mechanical coaptation
= Degenerative MR:
~ Flail gap < 10mm ~ Degenerative MR
- Flail width £ 15mm
= Funtional MR:
- Coaptation depth
<11mm
- Coaptaton length
22mm

| Coaptation /
length

‘ Coaptation
| 22mm

depth
<11mm

__ Flail gap
—— < 10mm

Flail width
< 15mm

Feldman T et al., J Am Coll Cardiol 2009;54:686—-94
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EVEREST Il — klinicky efekt

NYHA Functional Class

At Baseline, 1 and 2 Years (matched)

. _ Intention to Treat
* Within group difference (p<0.05)

t Between group difference at 1 year (p<0.05)
+ Between group difference at 2 year (p<0.05)
*
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Baselne 1Year 2 Years Baseline 1 Year 2 Years
(N=127) (N=127) (N=127) (N=56) (N=56) (N=56)

Percutaneous Surgery

Ted Feldman, ACC 2011 Late Breaking Trial
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5 year Follow-Up
Mitral Regurgitation Grade

EVEREST II RCT All Treated Patients (N=258)
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Studie EVEREST I

V4 o

— analyza podskupin 12 meésicu

Subgroup

All patients
Sex
Male
Female
Age
=70 yr
<70 yr
MR
Functional
Degenerative
LVEF
<b0%
=60%

Percutaneous

Repair

Surgery

no. of events/total no. (%)

100/181 (55)

63/114 (55)
37/67 (55)

52/86 (60)
48/95 (51)

26/48 (54)
74/133 (56)

35/68 (51)
64/111 (58)

65/89 (73)

43/59 (73)
22/30 (73)

23/38 (61)
42/51 (82)

12/24 (50)
53/65 (82)

15/28 (54)
50/61 (82)

I
-50
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Difference between Percutaneous Repair and Surgery (%) Interaction
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Surgery Better Percutaneous
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Percutaneous Mitral Valve Repair
for Mitral Regurgitation in
High-Risk Patients

Results of the EVEREST Il Study

Donald D. Glower, MD,* Saibal Kar, MD,{ Alfredo Trento, MD,{ D. Scott Lim, MD,{ Tanvir Bajwa, MD,§||
Ramon Quesada, MD,¥ Patrick L. Whitlow, MD,# Michael J. Rinaldi, MD,** Paul Grayburn, MD, {7
Michael J. Mack, MD,{{ Laura Mauri, MD,1}§§ Patrick M. McCarthy, MD,|||| Ted Feldman, MDYq

J Am Coll Cardiol 2014.64:172-81

RESULTS In the studies, 327 of 351 patients completed 12 months of follow-up. Patients were elderly (76 = 11 years of
age), with 70% having functional MR and 60% having prior cardiac surgery. The mitral valve device reduced MR to =2+
in 86% of patients at discharge (n = 325; p < 0.0001). Major adverse events at 30 days included death in 4.8%,
myocardial infarction in 1.1%, and stroke in 2.6%. At 12 months, MR was =2+ in 84% of patients (n = 225; p = 0.0001).
From baseline to 12 months, left ventricular (LV) end-diastolic volume improved from 161 = 56 ml to 143 £ 53 ml

(n = 203; p = 0.0007) and LV end-systolic volume improved from 87 = 47 ml to 79 £ 44 ml {n = 202; p = 0.0001). New
York Heart Association functional class improved from 82% in class 1II/IV at baseline to 83% in class I/11 at 12 months
(n = 234; p < 0.0001). The 36-item Short Form Health Survey physical and mental guality-of-life scores improved from
baseline to 12 months {n = 197; p < 0.0001). Annual hospitalization rate for heart failure fell from 0.79% pre-procedure
to 0.41% post-procedure (n = 338; p = 0.0001). Kaplan-Meier survival estimate at 12 months was 77.2%.

CONCLUSIONS The percutaneous mitral valve device significantly reduced MR, improved clinical symptoms, and
decreased LV dimensions at 12 months in this high-surgical-risk cohort. (Endovascular Valve Edge-to-Edge REpair STudy



MitraClip Therapy Current Global Adoption

Treating Centers 7
Patients (clinical Over 42,000
and commercial)
)

Implant Rate’ 97%
Functional MR? 64%
Degenerative 22% 1. First-time procedures only. Includes commercial patients, ACCESS | and
MR23 ACCESS Il patients

2. OUS Commercial Experience
Mixed 14% 3. Etiology not inclusive of U.S. cases as of 14/04/2014

Data As of November 30, 2016. Source: Data on file at Abbott Vascular



Taktika implantace MitraClipu:
centralni jet — technika 1 klipu centralne

vice jetl — specialni techniky

ZIPPING TECHNIQUE SMALL INDENTATION LARGE INDENTATION



Kasuistika

Zena, 75 let, NYHA lI-Il1,
persistentni FS (2009)

Vyznamna MR, stredni TR

Plastika Mi (prstenec Sorin),
plastika TR (deVega)

Pooperacne ischemie spodni
stény — SKG - utlak RC — SVG
ad RPLS

Za mesic: uvolneny prstenec
Mi chlopné, téezka MR, EF 30%
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Periproceduralni TEE:
stav pred, MR 4+/4 st
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3D TEE: uvolnény prstenec
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X plane: uvolnény prstenec
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2D-navigace klipu
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3D: navigace klipu
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X-plane: pozice klipu pred zachycenim cipt mitralni
chlopne
4:05-2016
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Vysledny stav: MR 1/4 st
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3D TEE: stav po vykonu
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Chronické srdecni selhani a MitraClip:
naCasovani intervence

Timing

Outpatient clinic

Medical CRT -
ther‘a py M |traC||p Hospitalization

Inotrope use
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MitraClip a srdecni selhani

The EVEREST II High Surgical Risk Cohort  Whitlow ACC 2012

Hospitalizations for Heart Failure Hospitalization

1 year prior to MitraClip

40% g

é_-’ ’:g:ggg;' "E L 1vear post MitraClip
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1 Year Prior 1 Year Post c
to MitraClip Discharge : < 0 -
OiE @ FMR DMR
n =110 Matched cases n =42 Matched cases
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Dalsi katetrizacni techniky — mitralni regurgitace
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Carillon annuloplasty device:
kotva v koronarnim sinu

Distal anchor
(in great cardiac vein, GCV)

‘Erimp tube Proximal anchor
(at ostium of CS)

*+  AMADEUS®: Prospective, non-randomized, single arm N =30

» TITANZ: Prospective, non-randomized, non-blinded double arm | N =53

* TITANII®: Prospective assessment of Carillon N=30
Total = 113

* Dilated Ischemic or Non-ischemic Cardiomyopathy
*  FMR moderate to severe ( 2+ to 4+)

* EF<40%

* NYHAClass =1V

* 6 minute walk distance between 150 to 450 meters
* Stable on heart failure meds
* No anatomical exclusions —enrolled all comers

Inclusion
Criteria

P"ma_ry * Thirty-day rate of Major Adverse Events

Endpoint

* Hemodynamic Changes (up to 1 yr): FMR Quantification; LV Dimensions
* Functional Changes (up to 2 yr): 6 minute walk distance; NYHA Class

* Quality of Life (up to 1 yr): KCCQ

Secondary
Endpoints

A TKE
\/
(Haude, PCR London Valve 2016)




TITAN | + II: vysledky
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Cardioband:

katetrizacne implantovany
prstenec mitralni chlopné

30% average reduction in A-P

89%MR<2+ B86%MR<2+ 93% MR < 2+ 93%MR<2+  92%MRs<2+
at Discharge at 30 Days at 6 Months at 12 Months at 24 Months
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Mitralign

Mitralni regurgitace NYHA tfida 6-min WT
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(Nickenig et al. JACC 2016; 67: 2927-36)
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Neochord:
umela slasinka
(ruptura, elongace SlaSinek + prolaps)

TOP-MINI (2013-2015) TACT study: n= 30
n 79
Vék 70 let (59-77) ol .
Implantace 3-6 $lasinek so% —
« Umrti 2/72 70% 81%
Priznivy efekt vykonu 60% ecS~——
 95% za 12 mésicu :g; >8%

e 1x reoperace 30%‘: —Type A Central P2, no LV dilatation

* 1x konzervat. 20% —Type B

10% ~=Type C
Colli A., JACC 2016 (67):13 0%
0 30 60 20 120 150 180
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Budoucnhost:
katetrizacné implantovatelna mitralni chlopen

Pocty implantaci

- Radové desitky

Implantace

« Transseptalné

£ il < * transapikalné

Delivery sheath

| | e 32-42F (10-14 mm)

S Upé&snost implantace

e 77-93%

| Casna mortalita

/ o) £ e O ¢ 4-50%

BY Tt St ! Problemy

4 AS &\Q\/Mry /% Fixace / embolizace
 Trombosa levé siné

* Leaky

» Vaskularni komplikace

CardiAQ-Edwards Tiara (Neovasc)

Tendyne (Abbott) Twelve (Medtronic)
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@ European Heart Journal [2012) 33, 2451249 ESC/EACTS GUIDELINES L:‘;

FURDPEAN doi: 10.1093/eurheartj/ehs 109
SOCINTY QOF
CARROLDGY ™

Guidelines on the management of valvular heart
disease (version 2012)

percutaneous edge-to-edge procedure may be considered in
patients with symptomatic severe primary MR, who fulfil the
echo criteria of eligibility, are judged inoperable or at high surgical
risk by a ‘heart team’, and have a life expectancy greater than 1
year (recommendation class lib, level of evidence C).

In patients with secondary MR experience from a limited humber of
patients in the EVEREST trials and from observational studies suggests
that percutaneous edge-to-edge mitral valve repair is feasible—at
low procedural risk and may provide short-term improvement in
functional condition and LV function.

These findings have to be confirmed in larger series with longer follow-up and with a

randomized deSIQn' The new Paradigm: Ongoing trials of

MitraClip vs Optimal Medical Therapy

Data on coronary sinus annuloplasty are limited [ ey —

and most initial devices have been withdrawn PRz
Number of patients 430 288 380
S - - w

sl : Switzerland, Italy,
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KLIN NYHAclass =l =l >l

i i Allcause mortality and  Cardiovascular mortality and
Primary efficacy Recurent heart faure unplanmed for  unplanned hospitalizations for
endpoint ~ hosphalzatons e e




