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Primary objective : efficacy and safety of percutaneous Mitral Valve
Repair in patients with heart failure and severe secondary mitral
regurgitation. 12 months = 24 months
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Percutaneous Repair or Medical Treatment Transcatheter Mitral-Valve Repair in Patients
for Secondary Mitral Regurgitation with Heart Batlure X
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Study funding

* Study Sponsor: Hospices Civils de
Lyon

Academic Study supported by a French
Research Program grant from ministry
of Health “PHRC”

* Abbott Vascular involvement :
- Proctoring of the teams
- Financing 84% of the clips

ESC Congress "..r'-.'orlud Congress ° @
Paris 2019 of Cardiology



e KA

ePrimary Endpoint “Composite” : All-Cause Deaths or first Unplanned
rehospitalization for Heart failure

eInclusion Criteria
eSymptomatic despite GDMT (NYHA 2lI).
e At least one hospitalization for HF within 12 months preceding randomization
eSevere Secondary MR = ERO > 20 mm? or R.vol>30 mL/beat
*15% < EF <40%
*Not eligible for surgery by a local Heart Team, (No central eligibility)
eCentralized echocardiographic Corelab
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\ /ﬂ‘ﬂa-gﬂ Baseline characteristics 1/2

Optimal Medical
Treatment Group
(n=152)

Age year mean (£SD) 70.1+10.1 70.6 9.9 0.69
>75 year n (%) 51 (33.6) 59 (38.8%) 0.40
Males n- (%) 120 (78.9) 107 (70.4%) 0.11
Ischemic Cardiomyopathy  n - (%) 95 (62.5) 60% 85 (56.3%) 0.29
NYHA Class II n - (%) 56 (36.8) 44 (28.9%)

Percutaneous Repair

Characteristics

Group (n=152)

NYHA Class Il n - (%) 82 (53.9) 96 (63.2%) 0.27
NYHA Class IV n - (%) 14 (9.2) 2/3 12 (7.9%)
LVEF mean (+SD) 333+6.5 EF=33% 32.9+6.7
Effect regurg. Orif. area - mn? mean (1SD) 31+10 S=31mm? 31+11 0.42

Togetiner with
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\ /hafr | Baseline characteristics 2/2

Characteristics

NTproBNP - ng/L median [IQR] 3407 [1948; 6790] | 3292 [1937; 6343]

Implantable cardioverter-defibrillator
Diuretics

Beta-blockers

ACE- inhibitor / ARB

Mineralocorticoid Receptor Antagonist

ARB and Neprilysin Inhibitor

Systolic Blood Pressure mmHg mean (1SD)

Togetiner with
ESC Congress World Congress
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Percutaneous Optimal Medical
Repair Group Treatment Group

90 (59.2%)

82 (53.9%) 0.42

151 (99.3%) 149 (98.0%) 0.62
134 (88.2%) 138 (90.8%) 0.57
111 (73.0%) 113 (74.3%) 0.55
86 (56.6%) 80 (53.0%) 0.56
14 (10.0%) 17 (12.1%) 0.70
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\ iha. Efficacy and Safety after 24 months

& SafEty Peri procedural complications
e I E—
Peri-procedural Mortality (at 3 days) —

Vascular complication requiring surgery 5 (3.5%)
. (]

/ Hemorrhage transfusion

Tamponade 2 (1.4%)
* Efficacy Technical ImplantationSuccess MVARC 132/138 (>95% )
-1 Clip = 46%
ESC Congress ;:':r;::l Congress -2 Clips = 45%
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ITT Primary composite endpoint >99% follow-up

- All-Cause Death
- First Unplanned rehospit for HF

Mitraclip + Med. treat.

Medical treatment

HR=1.01;95%CI 0.77 to 1.34

Control group
Intervention group
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NYHA
at 12 and 24 months

Worst-case Scenario

Toqgether with
ESC Congress World Congress
Paris 2019 of Cardiology

100% -
75% -
50% | NYHA IV
= NYHA LN
= NYHA I
| NYHA |
25% -
0% -
PR Group MTGroup PR Group MT Group PR Group MT Group
Baseline Baseline 12 months 12 months 24 months 24 months
N=30 N=87 N=90 N=87 N=90 N=87
.0



/ v \ Percut. repair Medical treatment
v Subgroup Events/N (%) Events/N (%) HR (95% CI) P Walug*
.
/ lbla, K CENTRE SIZE 011
N <= 15 Randomized patients 4275 (56.0) 4974 (66.2) 0.80 {0.53. 1.20) | ———
N = 15 Randomized patients 5577 (71.4) 5378  {67.9) 1.25 (0.86. 1.83) -
AGE 0.44
<= 75T 631101  (62.4) 60/93  (B4.5) 1.11 {0.78. 1.60) ——
= 75 Yr 3451 (B6.7) 4258 (11.2) 0.88 {0.56. 1.40) —e
GENDER 0.84
Male 7720 (84.2) 74107 {69.2) 1.00 {0.73. 1.39) b
Female 2032 (62.5) 28145  (62.2) 1.03 (0.58. 1.84) T |
NYHA 0.62
Class Il 3456 (60.7) 25/44 (568 1.17 {068, 1.98) -
Class I11/1V 6396  (65.6) 7708 (71.3) 1.00 (0.71. 1.40) A
ISCHEMIC CARDIOMYOPATHY 0.58
Yes 5885  (61.1) 57085  (67.1) 0.97 (0.67. 1.40) —
No 3957 (68.4) 44/66  (66.7) 1.14 (0.74, 1.76) —_
FULMONARY ARTERY PRESSURE 0.88
< 50 mmHg 3053 (56.6) 24145 (53.3) 1.14 {0.86. 1.96) e
2 50 mmHg 5574  (74.3) 66/88  (75.0) 1.08 {0.76, 1.56) -
ATRIAL FIBRILLATION 017
Yes 3449 (69.4) 3048 (B25) 1.32 {0.80, 2.18) P
No 5583 (59.1) 68/38  (BB.7) 0.86 (0,80, 1.23) ]
S u b- g rou p PREVIOUS HOSPIT FOR CHF 0.28
<2 58/57  (60.8) 5488  (61.4) 1.47 (0.80. 1.69) —
. 22 3855 (69.1) 47163 (748) 0.85{0.55. 1.31) b
An a I Sis CREATININE 0.01
y <15 mg/dl 4076 (52.6) 58085  (68.2) 0.71{0.47. 1.08) e
2 15 mg/dl 5672  (77.8) 4365  (65.2) 1.57 {1.04, 2.39) P
HEMOGLOBINE 0.80
at 24 mont h S < Median 4976 (845) auss  (86.7) 1,02 (0,69, 1.51) —
= Median 4873 (63.0) 52080  (65.0) 1.03 (0,68, 1.54) ]
F 0&a7
< 30% 24137  (64.9) 36/48  (75.0) 0.98 (0.58, 1.65) —
2 30% 73115 (63.5) 661103 {64.1) 1.03 (0.74. 1.45) ]
TRICUSPID REGURGITATION 0.89
Mild 89111 (82.2) 79119 {66.4) 1.02 (0.74. 1.42) s
Moderate/Severe 22129 (75.9) 17023 (739) 1.02 (0.54, 1.93) | i
LV TELEDIASTOLIC DIAMETER 0.75
<65 mm 2644  (59.1) 27146 (58.7) 0.95 {0.55. 1.64) — 1
= 65 mm 71108 (85.7) 74105 (705) 1.06 (0.76, 1.47) ——
ICE 084
<30 mm2 4577  (58.4) 5380  (66.3) 0.88 (0,58, 1.32) e
30-40 mm2 3346 (T1.7) 3252 (615) 1.63 (0.88. 2.71) f——
> 40 mm2 19728 (655) 1720  (85.0) 0.59 (0,29, 1.20) | |
OVERALL 971152 (63.8) 1021152 (67.1) 1.01 (0.77. 1.34) —— 082
T T T T T
0.25 0.5 1 15 2 3
FrgEnE <--Percut. repair better-- --MT better->
E SC ca m:] ress wa r I d co nq ress * P-Value is the test of interaction between treatment and eachsubgroup unadjusted for multiplicity
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24 months Percutaneous Tﬂ:?;ﬁ:; ¢ Hazard Ratio
Per-protocol Repair Group Group (95%CI)
Analysis (N=109) (N=137)
Composite primary outcome: 70 (64.2) 94 (68.6) 1.04 (0.76-1.42)
death from any cause or
unplanned hospitalization for
heart failure — no. (%)
Secondary outcomes
Death from any cause 37 (33.9) 48 (35.0) 0.99 (0.64-1.52)
Cardiovascular death 34 (31.2) 44 (32.1) 0.99 (0.63-1.55)
Unplanned hospitalization for 64 (58.7) 87 (63.5) 1.03 (0.74-1.43)
heart failure
Major adverse cardiovascular 72 (66.1) 94 (68.6) 1.09 (0.80-1.48)

Together with
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Mortality
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ITT Primary composite endpoint (95% follow-up)

- All-Cause Death
- First Unplanned rehospit for HF

\

Incidence of first hospitalization for HF

1.0

0.8

0.6

0.4

0.2
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Mitraclip + Med. treat.

Medical treatment

HR =0.47 (0.22-0.98)

15 18 21 24
HR =0.97 (0.72-1.30)
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Transcatheter Mitral-Valve Repair in l’atlentq

Roll in period

5 patient / Center

3 patient / center

Enrolment / Inclusion / center 3.2 years: 8.2 /Center = 2,6/y 4.8 years: 7.8/center = 1.6/y
Technical Implantation success 96% 98%
a EROA (mean # SD) 31+ 10 mm? 41 + 15 mm? N
LVEDV (mean * SD) 135 + 35 mL/m? 101 + 34 mL/m?

GDMT at baseline and FU

-

variable adjustment in each group
per “real-world” practice

few major changes during FUJ

GDMT at baseline

Mortality at 1y and 2y

= 23% and 34%

= 20% and 46%/29%

[ MR >3+ atBL=> 12m =» 24m

8% > 17% => ?

7.4% > 5% > 0.9% ]
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"‘““.”"”"””"" R, “1 * Medical Treatment Y The N E w E N G L A N D Transcatheter Mitral-Valve Repair in 1’.1r1cnt*:

for Secondary Mitral Re ;;\’;(‘65\( ’_fl JOU RNA L of M E D I C I N E with I{tflrtl ailure (JO’OQ

But
- Only ERO can be compared (MR grades not standardized)
- No major differences in NYHA class and LVEF
- Shorter 6-min walk test distance in Coapt (=50 m)
- Mortality in control group : 46 % in Coapt / 34% in Mitra.fr

Confirmation :
- High mortality rate during FU
- Mitraclip well tolerated after 2 years

ESC Congress ’ﬁi'-orlud Congress ° @
Paris 2019 of Cardiology



YO
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Manuscript Online =

 The 24 months results of the MITRA-FR trial confirms that the addition of
percutaneous clip to medical treatment did not decrease the rate of death or
unplanned hospitalization for heart failure.

« After 24 months we have seen trends in subgroup or post hoc analysis but the
lack of power limits the relevance of such analysis.

* Next steps = Mitra.fr patients up to 5 years
=>» Meta-analysis on individual data
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