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TEER History in Japan
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Indication of TEER in Japan

TEER was approved for high surgical risk patients with
symptomatic severe MR (grade 3+ or 4+ at rest or exercise)
with LV ejection fraction more than 20%.

Exclusion criteria...

* Functional MR patients under suboptimal GDMT
* Acute worsened MR

e Catecholamine dependent (supported is OK)

* Under support device such as ECMO and Impella
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DATA PERIOD : 2018.04.01 ~2022.12.31
Change in Case number and Certified Hospital in Japan

700 EF Expansion 5000 Case
From 30% to 20%  ©4 Launch 100 Certified Hospitals 6000 Case
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( Q1: Jan — Mar, Q2: Apr — Jun, Q3: Jul — Sep, Q4: Oct — Dec )
This data is based on Abbott Medical Japan LLC own aggregate results.
Proprietary and confidential — do not distribute Please note that there may be some deviation from the actual data.



OCEAN-Mitral Registry from OCEAN-SHD family
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A total of 21 centers participated
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Age 80 (73-85) Body size area, m? 1.5 (1.4-1.7)
Male 1209 (56.2) Prior myocardial infarction 502 (23.3)
Hypertension 1452 (67.5) ACE-I/ARB/ARNI 1371 (63.9)
Diabetes 579 (26.9) B blocker 1614 (75.1)
Atrial fibrillation 1368 (63.7) MR etiology
Hemodialysis 113 (5.3) Primary MR 639 (29.7)
CRT therapy 232 (10.3) Secondary MR 1617 (75.2)
Prior open heart surgery 298 (13.9) Atrial FMR 419 (19.5)
STS score (MVR) 9.1(5.8-14.1) | LvDd, mm 57 (50-64)
BNP, pg/mL 342 (170-675) LVDs, mm 43 (33-54)
eGFR, ml/min/1.73m? 38 (26-51) LA diameter, mm 49 (44-55)
HF hospitalization < 1 year 1541 (71.7) LVEF, % 43 (31-61)
NYHA class EROA, cm2 0.35(0.25-0.47)
I 744 (34.6) Mitral valve area, cm? 5.1(4.2-6.2)
1l 1047 (48.7) Moderate/severe TR 766 (35.6)
., 312 (14.5) TRPG, mmHg 33 (25-44)

Data were presented as Median (interquartile range) or n (%)




TABLE 2 Procedural Outcomes (N = 2,150)

Impact of MitraClip G4

Clip generation

G2 1,532/2,150 (71.3) b <0.001 b <0.001
G4 618/2,150 (28.7) I | | |
Number of clips p <0.001 p <0.001
G2 1.46 + 0.53 | | I I
G4° 1.30 + 0.50 4o 0 [ 30
Device time, minutes . Z'
-

p <0.001 MR 4+ [RL%

59.7

Fluoloscopy time, minutes

76.5% 0
MR 3+ °  73.4% 74.3% 67.0%
p <0.001
MR 2+
MR 1+/0+ 5% y
M G2 G4 Baseline Discharge 30 days | Baseline Discharge 30 days
G2 G4

ocEANSSHD Wiy MitraClip G4 improved the procedure quality, but




* Longer clip type was more commonly used in

XT38

(1.3%) _ oxXTW 45
(7.4%)

NT 261
(42.7%)
NTW 297
(48.6%)

primary MR.
* Due to initial stage of MitraClip G4 in Japan,
XT series were rarely used.
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Clip Selection of MitraClip G4
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Serial MR Severity

MR < 2+: 96.7/% MR < 2+:94.1%
MR < 1+: 75.1% MR < 1+:67.0%
100% e I
80% m MR 0+
60% o MR 1+
40% O MR 2+
O MR 3+
20%
m MR 4+
0% N S |
Baseline 1 month 1 year
N =979
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Serial NYHA Class

NYHA I/1l: 96.7% NYHA I/11: 95.0%
NYHA I: 53.9% NYHA |: 55.5%
100% — o
80%
O NYHA |
60%
ONYHA [l
40%
O NYHA Il
20%
mNYHA IV
0% — =
Baseline 1 month 1 year
N =1010
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NYHA class dramatically improved at 1 month and durable at 1 year.



Other adverse events

Cardiovascular death 7.9%
Non-cardiovascular death 4.8%
Single leaflet device attachment 1.7%
Leaflet tear 1.2%
Mitral valve re-intervention 2.4%

* TRAMI registry

Mortality 20.2% @1Y

HF hospitalization 14.1% @1Y
* TVT registry

Mortality 25.8% @1Y

HF hospitalization 20.2% @1Y

No. at risk
Death
HF hospitalization

0.5

04

03

0.2

0.1

One-Year Outcomes

=== Death or HF hospitalization 22.9%
== HF hospitalization 15.0%
=== Death 12.3%

0 180 360 (days)
2150 1933 1665
2150 1786 1475

1786 1475

Death or HF hospitalization 2150

QOCETS—L

Kubo S, et al. J Am Heart Assoc. 2023 Oct 17;12(20):e030747.



Impact of Residual MR on Death/HF Hospitalization

0 = MR 3+/4+ 32.4%  MRO+/1+ vs. MR2+, p<0.001

— R 2+ 30.2% MRO+/1+ vs. MR3+/4+,p = 0.007
—— MR O0+/14+ 20.4% MR2+ vs. MR 3+/4+,p = 0.70

04

0.2
o MR should be reduced
as much as possible.
0.0
180 360 (davs
No. at risk (days)
MR 0+/1+ 1630 1387 1158
MR 2+ 440 338 269
NR 3+/4+ 80 61 48
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Kubo S, et al. J Am Heart Assoc. 2023 Oct 17;12(20):e030747.



Impact of Residual MR according to MR Etiology

Primary MR Secondary MR
00 —  MR3+/4+ 281%  MRO+/1+ vs. MR2+ p < 0.001 %o e MR3+/4+ 36.0%  MRO+/1+vs. MR2+,p = 0.07
— MR 2+ 34.0%  MRO+/1+vs. MR3+/4+,p < 0.001 = MR 2+ 28.3%  MRO+/1+vs. MR3+/4+,p = 0.03
04 04
= MRO+/1+ 12.6%  MR2+ vs. MR 3+/4+,p = 0.43 =  MRO+/1+ 23.5%  MR2+ vs. MR 3+/4+, p = 0.24
03 03
[
0.2 02
01 0.1
0.0 0.0
0 80
No. at risk %0 30 (ways) No. at risk 1 390 (eays)
MR 0+/1+ 455 412 359  MRO+/1+ 1175 975 799
MR 2+ 147 105 82 MR2+ 293 233 187
MR 3+/4+ 37 31 24 MR 3+/4+ 43 30 24
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Adverse effects of residual MR were more strongly observed in primary MR



Cardiac Damage and TEER Outcomes in DMR

All-cause death Cardiovascular death

for degenerative MR 100% ©100% e =+ o
o 0
n=579 B W 58.3%
78.9% 82.6%
i ﬁ i ﬁ ﬁ i 75% 75.3% 75%4

Stage 0: No or mild LV/LA damage Stage 0: No or mild LV/LA damage

Stage 1: Mild LV/LA damage Stage 1: Mild LV/LA damage
Stage 2: Moderate LV/LA damage 50% Stage 2: Moderate LV/LA damage

Stage 3: RV damage

Patients undergoing M-TEER

50%

Stage 3: RV damage

Staging of cardiac damage

Stage 0 25% 25%1
No cardiac p=o0es p=0014
damage
n=8 (1 ?W) Stage 1 0%
By Mild LV/LA ) o]
damage 0 200 400 600 0 200 400 600
— 0 - - - -
76 (13.1%) Heart failure rehospitalization NYHA functional class
p <0.001 p <0.001 p <0.001
1,2 p <0.001 100% ogbn  ESm - =5 -
<0.001
Stage 3 — 1 — 0-96 80% B - 39.1
i L © p <0.001 0.83 452 )
Right heart damage 52 o —_— 48.9
n=176 (30.4%) c % 60% 5.8
- £ s 061
® = 06
N i 40%
Stage 2 L3 o0a S
o g v 441 744 58.6 59.8
Moderate LV/LA 89 S 40.1 s
damage Tw o2 0.16 — .
n=319 (55.1%) 0 0.01 o N 25 34
baseline one-year baseline one-year baseline one-year
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Sugiura A, et al. Circ Cardiovasc Interv. 2024:e013794.




Predictors of Adverse Events in FMR after TEER

o 0.41 ,<0.001*
3 0.3 == High-risk group (N = 212)
2 mmmmm Intermediate-risk group (N = 652) —
5 mmmmm  Low-risk group (N = 647)
gc 02 Number of HF admission
o ® 16%
> 0
- o
S0
S ® 0.1- 89,
ETD * —<  Plasma BNP level
O3 4%
0.0
0 100 200 300 400 -
O N Intravenous catecholamines
High-risk: 212 186 172 160 135 —
Intermediate-risk: 652 596 561 532 465
Low-risk: 647 629 603 587 510

Imamura T, et al. J Clin Med. 2024,;13(3):851.

QOCETS—L




Clinical Impact of LVEF Worsening after TEER

TEER patients for severe MR in the OCEAN registry
(n=2,019)

Predictors of wEF

Overall | PMR | svik |
LVEDV
Preserved LVEF Worsened LVEF LVEF LVEF LVESV
after TEER after TEER
(a relative decrease BNP Stroke volume BNP
of >12.9%) Moderate or severe The degree of Previous CRT
AR MR reduction >3
Procedural time
Serial changes in LVEF and LV volume of wEF Long-term outcomes of wEF and pEF
p<0.001 »=0.001 p<0.001
- EeT— 2 100%
o) »<0.001 p 031 (mL)  (mL) P0G p=0.02 3
” o 485 e 0 I ]61 > 1467 oo | g ™
50 46.4 glo 50 150 141.8 220001 £ _ Log-Rank p = 0.84
: S8 % HR: 1.14;95% CI: 0.72-1.80  wEF group
40 40 120 93.4 100.8 2 8
89.2 Z g
30 30 90 3y
20 20 60 2
7
10 10 30 8 .
0 0 0 No. at risk 9 : < 3 Gears)
LVEF Stroke volume LVEDV LVESV pEFgroup 1362 1146 915 476 302 140 66
(n=347) (n=242) (n=307) (n=307)
WEF group 657 52 436 22 149 70 35

® at baseline ™ at discharge = at 1 year

mat baseline w at discharge wat | year

Ono S, et al. Revised.




OCEAN-Mitral 6 Published, Ongoing >50 proposals
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Data of >3700 patients with >2000 MitraClip G4
Coming Soon!
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* |nitial results of TEER with MitraClip in Japan were excellent
compared with results from other countries.

* MitraClip G4 system had an impact on procedural quality, but the
effect of MR reduction was under investigation.

* Our OCEAN-Mitral registry suggested that we have to reduce MR as
much as possible irrespective of mitral valve anatomy.

 OCEAN-Miitral registry is ready to create a lot of evidence in the
future like the OCEAN-TAVI registry.
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