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Prévalence de |’ IM fonctionnelle

IM fonctionnelle et IC systolique

grade Il ou + 60% des patients

grade lllou+  40% des patients

apres un I[dM  30% des patients

...malgré le traitement pharmacologique optimal

Di Salvo TG, J Am Coll Cardiol 2010, Rossi A, Heart 2011
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Mécanisme de |’ IM fonctionnelle
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Mécanisme de |’ IM fonctionnelle

® (Caractere dynamique
* 30% - 70% aggravation a |’ effort

® Corrélation avec I’ augmentation de la mortalité

Sous — estimation de I’ impact de I IM

fonctionnelle
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Impact sur la mortalite et la morbidite

VC>04cm->HRx 2

VC > 0.7 cm -> survie a 4 ans 55%

VC 0.3-0.69 cm -> survie a 4 ans 57%

VC >0.2 cm -> HR X 6.72 (cardiopathie ischémique)

Rossi A, Heart, 2011, Agricola E, PSE’Q ‘
Eur J Heart Failure 2009, Szymanski C, Am J Cardiol 2011 CLERMONT FERRANID f



Effect of MR Grade on Cumulative Survival Rate
for Patients with LVSD
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, American Heart Journal, 2002:144;524-9. Trichon BH, Am J Cardiol 2003;91:538-543.
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Réduction de I’ IM fonctionnelle

Amelioration du pronostic

® Réduction 21 grade =>amélioration de la survie a 36 mois

(HR 0.35, C1 0.13-0.94, p=0.04)

®  Réduction 2 11% du VR => remodelage inverse

(sensibilité 90%, spécificité 80%, AUC 0.85)

®  Réduction 2 1 grade => remodelage inverse dans 71 % des cas

(6% de risque d” aggravation d’ IC vs 57%)
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Réduction de I’ IM fonctionnelle

® Traitement pharmacologique optimal
® Chirurgie cardiaque
® Resynchronisation

—

® Valvuloplastie percutanée
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VALVULOPLASTIE MITRALE
PERCUTANEE

® Directe

MITRA-CLIP

® |ndirecte

CARILLON
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Pertinent Anatomical Relationships for
Percutaneous Annuloplasty Device

Johrs Hopkins Bayview MC
(4 §
CARDIAC

GCV/CS

Vitros®
W/L:253/100

CS Anatomy Conducive to Anatomical Challenges:

Percutaneous Rx 1. CS/LCx relationship
2. Superior CS position
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Delivering the implant
Echo and fluoro to guide tissue plication

93

bpm

1/21

Goal:

® Optimize efficacy and implant success
® Minimize impact on coronary arteries
e Minimize frequency of recapture (with associated contrast use / venous trauma)

Technique:

® Pull the proximal anchor toward the CS target location guided by echo and then
check position with Fluoro. Simultaneous use is not recommended.

® Confirm adequate coronary artery flow and optimal FMR reduction prior to
deploying proximal anchor

PSR |
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Completed EU Multi-Centre Studies
with the Carillon device

AMADEUS - published in Circulation’
® Feasibility study of Carillon system.

® 30 patients implanted across 6 centers with 6-
month f/u.

® Feasibility established with improvement in
MR, functional status and quality of life.

TITAN - published in Eur J. Heart Failure?

e Safety and efficacy trial w/ non-blinded, non-
randomized comparison group.

® 36 patients implanted across 7 centers with 2-

year f/u.
1 Schofer J, Siminiak T, Haude M, et.al., Circulation. 2009;120:326-33. “
2 Siminiak T, Wu JC, Haude M, Hoppe UC, Sadowski J, et.al, EuJHF 2012: 14(8): 931-8. CILEIRIMIQ@INIT [FIERIRVAINID)



EFFICACITE DU SYSTEME
CARILLON
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EFFICACITE DU SYSTEME
CARILLON

LV End Diastolic Diameter LV End Systolic Diameter
0.4 0.8
17 12 9 8 15 L 9 6
03 0.6
0.2 —h
----- 0.4 A
L -A B N I
S R L S 02 e e
a o= \ a s &«
g -0.1 \ ‘g 0 |
2 02 N 2 02 \
-0.3 —| P<0.001 i P=0.003 \
04 - 04 | |
36 34 31 25 36 33 28 22
0.5 -0.6
Baseline ™ 6M 12M Baseline ™ 6M 12M
LV End Diastolic Volume LV End Systolic Volume
40 40
17 13 9 7 17 12 9 7
30 a 30
20 — 20

ALVEDV (mi)
3 o
ALVESV (mi)
3 o
/

/ ﬁ

—=a— Implanted

PSR
CLERMONTT [FERIRANID




Carillon Device Evolution
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ETUDE TITAN I

® Prospective, multi-center (5), single-arm.
® |nclusions / exclusions similar to TITAN.
® 30 patients implanted.

® One-year follow up period.

® Endpoints similar to TITAN.

® Safety; Hemodynamics; Functional Status; QolL.
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TITAN Il Study Design

® |nclusion criteria

Dilated Ischemic or Non-ischemic Cardiomyopathy

FMR moderate to severe (2 +t0 4 +)

EF <40%

NYHA Class Il — IV

6 minute walk distance between 150 to 450 meters
Stable on heart failure meds

PSR
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PSR Clermont-FD Implant Rate

Subjects enrolled

Enrolled screen
failure
I

1- Unsuitable venous anatomy
1- LAA Clot

Carillon Device Non implanted
placement attempted —
N= 17 2- Coronary Artery
Compromise

Successful
implantation
N= 15

—)>

N=19

| Implant Rate = 889,
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Implanted Patients - Baseline Demographics

PSR «

Age (years) 71.9 (58-79)
Gender M =60%
Ischemic 7 (47%)
Non-Ischemic 8 (53%)
NYHA Class

1] 13 (92%)

\Y; 2 (8%)
MR Grade

2+ 9 (60%)

3+ 6 (40%)
History of CABG/PCA 7 (47%)
History of Ml 7 (47%)
Atrial Fibrillation 6 (40%)

CLERMONT [FERRANP)
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Procedural Data (N=17)

Procedure length (min) 69.0 £32.5

Contrast dye (ml) 170.1 £66.8

Cx artery crossing 10/17 (59%)

||j Cx artery compromise 2/17 (12%)
Device Recaptured 4/17 (24%)

PSR
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Procedural Safety Issues

MI 0%
Cardiac perforation 0%
Device embolization 0%
S PCI

urgery or 0%

related to the procedure

- MAE Rate 0%

Transient AF 2 (13%)

Vein dissection 3 (20%)
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1 Month Follow-up

Survival Rate
100%
Device Integrity

100%
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Functional Data

Baseline 1 Month % Change

NYHA cl

€858 3131035 2.13+052  -33.3%
N=15
MWD

° N_1:m) 208.6 t92 3757115  +25.8%

All patients improved at least 1 NYHA class
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Echo Data — FMR parameters

Baseline 1 Month % Change
MR Grade
N=6 2.33 £0.52 1.66 £1.03 - 30.6%
VC (cm
N (= 4 ) 0.67 £0.19 0.49 £0.27 - 23.8%
RV (ml)
N =4 22.6 £9.7 11.0 £10.8 - 58.0%
EROA (cm?
N =(4 ) 0.17 £0.09 0.08 +0.08 - 61.2%
MRJA/LAA (%
N ) p0s81% 2231167 - 36.2%
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Conclusions 1

e L ‘IM fonctionnelle:

® est un facteur aggravant le pronostic de
I’ Insuffisance cardiaque

¢ est sous estimée par I’ évaluation échographique de
repos.

® n’ est pas une fatalité mais peut étre réduite par
différentes méthodes dont la valvuloplastie
percutanée par le dispositif CARILLON®
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Conclusions 2

¢ Le dispositif CARILLON ®

® Donne des résultats encourageants sur la
faisabilité et la securité

e Améliore le statut fonctionnel de tous les patients
implanteés.

® Les résultats de TITAN i

® I?oivent’confirmer le maintient de la réduction de
I'IM et I amélioration fonctionnelle a un an

® Doivent étre confrontés au traitement
| pharmacologique par une étude comparative
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EFFICACITE DU SYSTEME
CARILLON

European Journal of Heart Failure
EUROPEAN doi:10.1093/eurjhf/hfs076

SOCIETY OF
CARDIOLOGY ®
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TITAN vs TITAN I
MR Improvement
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TITAN vs TITAN I
Reverse Remodeling
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Hemodynamic Data — LV assessment

Baseline 1 Month % Change

WEDVImD 14734870 137.81385 5.1
N=6
|
WESVIMD) 41931300 10311370 125
N=5
EF (°
WVEF(R) 0724100 319183 22.1

N=5




Procedure Overview and Highlights

gz rlie]

Perform Venogram

Deploy Distal Anchor

CARILLON® Mitral Contour System®

Therapy Highlights

Coronary Sinus Position
¢ Straightforward Access

Adjustable

* Accomodates Variable
Anatomy

Recapturable
* Real-Time MR Assessmen
* Real-Time Coronary
Assessmen .
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