Bicaval Tricvalve in severe tricuspid regurgitation:
1-year outcomes from Tricbicaval registry
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Why this study?

Tricvalve - First CAVI device CE mark approval (May 21)
FDA breakthrough designation
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But... knowledge of the efficacy and safety of CAVI with Tricvalve RHF / / Orga n failure
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Why this study?

QOL improvements 6-12 months are equivalent to any other TTV therapies
(TRICUS EURO N=35 patients)
Primary End-point at 6-month Primary End-point at 1-year

e

56.5£23.59

42012223 /
/ 58.59 + 26.06

59.7 £ 23.6

Basehine 30 Days 3 Months 6 Months 1 Year
n=44 n=38 n=39 n=38 n=39

P-Value = 0.0004

Baseline 30- 3-month 6-month -
n=35 n ,‘?.’ ne3l n=29 Baseline 30 Days 3 Months 6 Months

B NYHA 11 EENYHA I [ NYHA W n=35 n=29 n=3l1 n=30

But ...real-world data are currently lacking to determine
the role of this therapy in patients with severe

KR symptomatic TR
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How was the study executed? — Tricbicaval Registry

Retrospective multicenter registry initiated by
researchers and not supported by any external

funding

204 patients

27 hospitals
(Jan 20-Dec23)

prm—

Severe-Torrential TR

Refractory RHF

Inoperable and
mostly unsuitable for
orthotopic
repair/replacement

Appropriate bicaval

Anatomy (CT-scan)

Clinical, analytical, imaging, hemodynamic,
and CT characteristics, as well as adverse
events, were collected at baseline, 1 month,
and 12 months of follow-up.
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What are the essential results? Baseline characteristics

Most subjects had multiple comorbidities, were highly symptomatic, had high risk TRI-SCORE, and had
massive/torrential TR

Age, years: mean (SD) 77.8+7.5 EuroScore Il, mean (SD) 6.9+5.4

Female, n (%) 133 (65.2%) STS score, MVR, %, mean (SD) 95+7.9

j Hypertension, n (%) 135 (66.2%) TRI-SCORE, predicted in-hospital mortality,%, mean SD 23.2+19.1
Stroke/TIA, n (%) 29 (14.2%) TRI-SCORE 0-3 (Low Risk), n (%) 36 (17%)

‘ GFR <60 ml/min/m2, n (%) 145 (71.1%) TRI-SCORE 4-5 (Intermediate Risk), n (%) 75 (36.8%)
Dialysis, n (%) 5(2.5%) TRI-SCORE 2 6 (High Risk), n (%) 93 (45.6%

\ COPD, n (%) 31 (15.2%) Peripheral edema, n (%) 149 (73%)
CAD, n (%) 41 (20.1%) Ascitis, n (%) 63 (31 %)

- PAD, n (%) 7 (3.4 %) NYHA class l11-1V, (%) 158 (80%)

‘ Cardiac valve surgery, n (%) 102 (50%) HF hospitalization in past 12 months, n (%) 113 (60.8%)

Transcatheter valve intervention, n (%) 39 (19%) TR Severity

Pacemaker/ICD/-CRT, n (%) 70 (34.2%) Severe 25 (12.7%)

~ Atrial fibrillation, n (%) 192 (94.1%) Massive 76 (38.6%)

N
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What are the essential results? In-hospital outcomes

Intraprocedural success (TVARC) 96.1 %
SVC malposition — 2" valve implantation 1 (0.49%)
IVC malposition — 2"? valve implantation 6 (2.9%)
In-hospital mortality 17 (8.3%)
TVARC bleeding = 3 20 (9.8%)
Fluoroscopic TVARC major access complications 11 (5.39)
Time: TVARC major cardiac complications 8 (3.9%)
30 min | Cardiac tamponade 3(1.47%)
[20-41] New pacemaker implantation (1 Lead dysfunction pacemaker) 4 (1.96%)
Shoulder pain 96 (47.1%)
AKI requiring dialysis 5(2.4 %)
Length of hospital stay (days) 8 (4-24)
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What are the essential results?
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Predictors of In-Hospital Mortality

PREDICTORS

Age (per 10 year increase)

Prior tricuspid intervention

Previous hospitalization for heart failure
NYHA IV functional class

Ascites

Creatinine > 1,5 mg/dl

GGT »175 U/I

TAPSE <12 mm

Mitral regurgitation grade >3

Less risk

ODDS RATIO (95% ClI); p value
2.09 (0.85 - 5.13); p=0.109

3.10 (0.63 - 15.36); p=0.165
1.54 (0.41 - 5.78); p=0.524
4.36 (1.01 - 18.87); p=0.049
1.73 (0.53 - 5.63); p=0.363
3.62 (114 - 11.55); p=0.030
5.25 (1.40 - 19.66); p=0.014
6.92 (1.28 - 37.47); p=0.025

6.21 (0.65 - 59.50); p=0.113

1

10

More risk
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What are the essential results? Safety endpoints

Early events (<30 days)
n =204*

MORTALITY

Intraprocedural mortality All-cause mortality: n (%) KX(eXe)

In-hospital mortality 17 (8.3)

All-cause mortality 19 (9.3)

Cardiovascular Mortality 15 (7.4)

TVARC MAJOR ADVERSE EVENTS

Life threatening bleeding (TVARC 5): n (%) 3(1.5)

Major vascular access complication: n (%) 11 (5.4)

Major cardiac complications: n (%) 9 (4.4)

Stage 2 or 3 AKl: n (%) 9 (4.4)
Requiring dialysis 5 (2.5)

Device-related dysfunction requiring for 1(0.5)
reintervention: n (%

COMPOSITE MAES: n (%) 28 (13.7)
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Late events (31 to 365

days)
e

NA
NA

19 (11.3)
17 (10.1)

5 (3.0)
0 (0.0)
3 (1.8)
7 (4.2)
4 (2.4)
3 (1.8)

11 (6.5)

Cumulative events (0 to

365 days)
n = 204*

NA
NA
38 (18.6)
32 (15.7)

8 (3.9)
11 (5.4)
12 (5.9)
16 (7.8)
9 (4.4)
4 (2.0)

39 (19.1)




What are the essential results?
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Predictors of In-Hospital Mortality

PREDICTORS
Age (per 10 year increase)
Prior tricuspid intervention

Previous hospitalization for heart failure

ODDS RATIO (95% Cl); p value
2.09 (0.85 - 5.13); p=0.109
3.10 (0.63 - 15.36); p=0.165

1.54 (0.41 - 5.78); p=0.524

QYHA IV functional class

4.36 (1.01 - 18.87); p=0.049 >

Ascites

1.73 (0.53 - 5.63); p=0.363
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3.62 (114 - 11.55); p=0.030 _>
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5.25 (1.40 - 19.66); p=0.014
5.92 (1.28 - 37.47); p=0.025

Mitral regurgitation grade =3
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What are the essential results? Safety endpoints

Late events (31 to 365 :
Early events (<30 days) das) Cumula?fls\;e :avyes';ts (Oto

n =204* n = 168** N = 204*

MORTALITY
Intraprocedural mortality All-cause mortality: n (%) KX(¢X¢) NA NA
In-hospital mortality 17 (8.3) NA NA
All-cause mortality 19 (9.3) 19 (11.3) 38 (18.6)
Cardiovascular Mortality 15 (7.4) 17 (10.1) 32 (15.7)
TVARC MAJOR ADVERSE EVENTS
Life threatening bleeding (TVARC 5): n (%) 3 (1.5) 5 (3.0) 8 (3.9)
Major vascular access complication: n (%) 11 (5.4) 0 (0.0) 11 (5.4)
Major cardiac complications: n (%) 9 (4.4) 3(1.8) 12 (5.9)
Stage 2 or 3 AKI: n (%) 9 (4.4) 7 (4.2) 16 (7.8)
Requiring dialysis 5 (2.5) 4 (2.4) 9 (4.4)
Device-related dysfunction requiring for 1 (0.5) 3 (1.8) 4 (2.0)
reintervention: n (%

COMPOSITE MAEs: n (%) 28 (13.7) 11 (6.5) 39 (19.1)
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What are the essential results? 1-y clinical outcomes

1 FUNCTIONAL CLASS [l | SIGNS OF RIGHTHF

p < 0,001

p < 0,001

31,2%

22,1%
20%
19.8% 19,8% - 4.9%
0% % -

Baseline 12 months Edema Ascites

Percentage of patients (%)
Percentage of patients (%)

$ KR ® NYHA | NYHA Il NYHA Il = NYHA IV ® Baseline ™12 monts
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What are the essential results? 1-y clinical outcomes

| HF HOSPITALIZATIONS

IRR 0.44 (95% CI 0.29 - 0.66) 400 -
p <0001

Mean dose reduction: -22.5 +/- 7.0 mg
p = 0.002

Incidence of HF hospitalizations
(events per 100 patient-years)

-d

-

o
1

Equivalent dose of furosemide (mg)

Mean dose: 94.9 +/-72.0mg  Mean dose: 67.0 +/- 49.9 mg

12 months before 12 months after
TricValve TricValve [ Pre-procedure dose 1 year follow-up dose
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What are the essential results? Echo parameters

LVEF, %

LVEDD, mm

Significant MR (grade 2ll1l)

TAPSE, mm

RV Strain, %

RV Fractional area change, %

RV basal diameter, mm

RV mid diameter, mm

RA area, mm?

TR grade
||
]
vV
Vv

RVSP, mmHg

Hepatic vein systolic flow
reversal, n (%)

IVC maximum diameter, mm

IVC Inspiratory collapse >50%

55.6 + 10.1 (202)
46.1 + 7.7 (168)
6 [2.9%] (204)
17.2 + 4.0 (188)
-17.9 + 6.6 (40)

40.4 £10.1 (116)

52.3 +9.2 (174)
43.9 +9.0 (111)
39.0 + 15.0 (131)
n=197
0 [0.0%]
25 [12.7%]
76 [38.6%]
96 [48.7%]
41.6 + 13.7 (100)

148 [72.5%] (204)

27.9 + 6.7 (143)
23 [11.3%] (204)

55.8 + 9.1 (130)
46.4 + 7.7 (103)
3 [1.8%] (80)
15.7 + 4.6 (120)
-15.9 + 3.8 (25)

36.9 £ 9.5 (80)

50.8 + 9.7 (100)
40.6 + 9.4 (75)

39.4 + 13.8 (79)
n=124
3 [2.4%)]
21 [16.9%]
48 [38.7%]
52 [41.9%]
40.0 £ 16.6 (54)

36 [31.6%)] (114)

24.8 + 6.1 (39)
22 [26.2%] (84)

Paired p value
(with respect to

12 months

57.2 + 9.3 (86)
46.8 + 8.1 (71)
3 [2.5%)] (41)
16.3 * 3.4 (82)
-18.0 + 5.8 (17)

38.9 + 9.5 (40)

48.5 + 8.4 (73)
41.2 + 8.3 (44)
37.5+12.1 (49)
n=384
9 [10.7%]
21 [25.0%]
28 [33.3%]
26 [31.0%)]
34.5+11.0(38)

17 [26.2%] (65)

25.1 + 7.3 (19)
16 [41.0%] (39)

Paired p value
(with respect to




Why is this important? Hemodynamic parameters

"HEMODYNAMIC IMPROVEMENT

Pressure (mmHg)

3
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p=0508

N
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RA mean (=)

PCR

» Baseline

p =006

]0 II II

1 IVC mean

p < 0,001

L IVCV wave

™ Inmediately after procedure
“ Follow-up (median = 3,1 months)
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Pre intervention
(n=190)

Systolic PAP, mmHg 41.5 (10.3)

Mean PAP, mmHg 27.1(6.5)

PCWP, mmHg 18.3 (5.3)

RVIfi2L 2.3 (1.4)

Cardiac output (I/min) 4.4 (1.5)

RA mean pressure, mmHg 16.7 (6.2)

RA V wave pressure, mmHg 25.8 (9.1)

IVC mean pressure, mmHg 16.7 (6.0)

IVC V wave pressure, mmHg 25.6 (8.7)

SVC mean pressure, mmHg 16.7 (6.1)

SVC V wave pressure, mmHg 25.4 (8.7)

Pcrlondonvalves.com

Immediate
post-
intervention
n=105

Not measured
Not measured
Not measured
Not measured
Not measured
21.9 (9.0)
37.7 (15.2)
15.8 (6.2)
19.0 (7.1)
18.1 (9.1)

22.8(11.2)

On follow-up
(n = 26)
Median FU 3.1
months

51.0 (26.1)

35.5 (21.4)

18.2 (6.0)
2.2(1.2)
4.2 (1.4)
17.2 (5.8)
32.8 (11.7)
13.3 (4.2)
17.4 (6.6)
15.6 (4.4)

22.0(8.0)




Why is this important?
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Tricvalve implantation is feasible with an acceptable safety profile in this highly comorbid
patient population and in an advanced stage of the disease

Treatment of severe TR with the Tricvalve system resulted in meaningful improvements in
functional status and venous peripheral congestion at 12 months, and in a significant
reduction of re-admissions due to RHF

TTVR with the Tricvalve system effectively reduces the IVC pressure and promotes a positive
RV remodelling despite the presence of massive or torrential TR at baseline in the vast
majority of the patients

K»R Pcrlondonvalves.com
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The essentials to remember

— Why? Real world clinical outcomes of Tricvalve are currently lacking
— What? Safety and effective outcomes at 1 year of follow
— How? Retrospective analysis from large, international registry

— What are the results? TricValve system demonstrated significant overall clinical
improvement at 1-year, with a mortality rate commensurate with their baseline
TRI-SCORE

— Why is this important? This is the first large registry to demonstrate that CAVI
with the TricValve system effectively reduces IVC pressure and significantly
improves functional status and peripheral venous congestion at 1-year, along with
a substantial reduction in hospital readmissions due to right heart failure
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