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CIPLACF2e Twenty Years of TAVI Evolution

99% 1% <3%

Procedural success 30-day mortality Vascular complication
at high-volume centres at high-volume centres at high-volume centres

Trial Year Outcome

The key to success

PARTNER 1 HR 2011 Non-inf. vs SAVR (HR)

. PARTNER 2 2016 Intermediate risk
«Strength of evidence
. . PARTNER 3 2019 Low risk: parity
«Device evolution
'Pre prOCGd u ral pla nn | ng Evolut Low Risk 2019 Low risk: non-inf.
«Minimalist approach (TF>95%) NOTION-2 e
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QOPLACEZS TAVR in 2030

1. Expansion of indications
2. Technological innovation
3. Artificial intelligence
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@PLACE%% Expanding Indications: The Pyramid Widens

High risk (STS>8%)

Standard of care since 2011 — ACC/AHA class |

Intermediate risk
Indication 2017 — well established

Low risk (STS<4%)

Approved 2019-2020 — volume explosion
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A Death from Any Cause, Stroke, or Rehospitalization B Death from Any Cause (with vital-status sweep)
1004 40 372 100 20+ Hazard ratio for death, 1.17 19.5
904 3456 004 (95% Cl, 0.86-1.59) 16.8
20 :
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0 ] o S Surgery
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- I R' k P t' t t 7 Years since Procedure Years since Procedure
In OW- Is a Ien s a No. at Risk No. at Risk
TAVR 496 453 435 418 394 366 333 288 TAVR 496 490 481 468 449 433 405 377
Years Surgery 454 371 349 328 310 283 265 229 Surgery 454 441 430 418 407 390 375 353
C stroke D Rehospitalization
100 107 Hazard ratio for stroke, 1.00 100+ 30 Hazard ratio for rehospitalization, 0.82
90+ (95% Cl, 0.62-1.59) gfli 904 (95% Cl, 0.62-1.10) oiie
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N Engl J Med Years since Procedure Years since Procedure
Volume 394(8):773-783 No. at Risk No. at Risk
TAVR 496 486 470 454 432 407 372 333 TAVR 496 455 440 422 399 375 342 298
February 19, 2026 Surgery 454 416 398 379 363 344 326 291 Surgery 454 380 359 339 322 301 277 240

CONGRESSO RoMA, 25 - 27 Giugno 2026



QPLACE2S Expanding Indications: The Pyramid Widens

26

PLATFORM OF LABORATORIES FOR ADVANCES IN CARDIAC EXPERIENCE

Structural Valve Deterioration
Intrinsic 1o the p: valve, includ

SAVR-TAVR-TAVR

Risk

+ Flail leaflet
* Leaflet fibrosis and/or calcification
« Strut fracture or deformation

TAVR-SAVR-TAVR

oW

Benefit

Well established High risk of coronar
TAVR-in-SAVR obstruction with T»‘Av;

in-TAVR
Limited experience

Feasibility of coronary 1 S s with TAVR
access after SAVR explantation

Minimally invas
procedure

at youn, e

Yerasi, C. et al. J Am Coll Cardiol Intv. 2021;14(11):1169-80. - EEEA FK
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FOCUS: VALVE LEAFLET MODIFICATION

Aortic Valve Leaflet Modification to Prevent TAVR-Induced Coronary Obstruction

STATE-OF-THE-ART REVIEW

Mechanism of Coronary Working Group Aortic Leaflet
Aortic Valve Leaflet Modification Obstruction After TAVR Gundance Modification

; iy i Direct Ostial Sinus Intra-Leaflet
A Working Group Position Statement on Best Practices and SR e Sequestration ) CT acquisition BASILICA Deployment
Step-by-Step Guide !éd and analysis
) Electrosurgical Balloon creates
4 @ Nativevs or mechanical orifice in
j __» bioprosthetic linear leaflet  leaflet, within
laceration which the valve

Valve to Valve to Solo vs doppio
Coronary Sinotubular y - BASILICA
Artery Distance  Junction Distance

BASILICA guide
< catheter selection i

Electrosurgery
troubleshooting

|
PR
Cerebral embolic N\ \3) ~
protection

CONGRESSO RoMA, 25 - 27 Giugno 2026

L
When to is deployed
CT Risk consider surgery
Assessment
]
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@ ESC European Heart Journal (2024) 00, 1-11 FASTTRACK - CLINICAL RESEARCH
E;‘fcf;l’rz‘a;s;;'ew https/doi.org/10.1093/eurheartj/ehae331 Valvular heart disease

Transcatheter aortic valve implantation in
low-risk tricuspid or bicuspid aortic stenosis:
the NOTION-2 trial

Death or disabling stroke
Tricuspid cohort
A
lz 7 257 Hazard ratio, 1.4 (95% CI, 0.2-8.5)
" £ 1 20
Aims and methods % 80 o
T 704 15
NOTION-2 2 604 104
. . . c
370 patients with severe symptomatic 3 504 Surgery
. . " 1
aortic stenosis < 75 years 2 40 — = A L g
A 5 304 0F T gy
N ° 7 o \ 3 6 9 12
S f.‘ 20 4 0.0
urger .
Py 8ery Intention- 8 10+
.m to-treat 0 T i
0 3 o 9 12
Months since procedure
Surgery As d No. at Risk
[ ] _ -treate Surgery 132 130 130 130 130 130
[ ) N =176 TAVI 138 138 138 135 135 135
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Death or disabling stroke
Bicuspid cohort
100 - 5. .
Hazard ratio, 3.1 (95% Cl, 0.3-30.0)

- 94

3 20 4

e 80 4

e 704 15

3

w 604 104

% 50 AV 6.1

9 41 -

- 51 lTU'J Surge

5 40 : R 20

= 0

5 304 r T T \

= 0 3 6 9 12

® 204

8 10 4

R e — .
0 3 6 9 12
Months since procedure

No. at Risk
Surgery 51 S0 S0 50 S0 S0
TAVI 49 a7 46 46 a6 46
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[European Real-World Experience ALIGN-AR Study ]

* 6 EU centers, 58 patients

* 20 centers, 180 patients

Technical Success

100% ﬁ

*0,6% 1°0,6%

Paravalvular AR > moderate .
0% $ | 0%
30d » 1y ’ :

New permanent pacemaker

| 502 } ) 7% |

19,6% (;v ‘ 24,0%
11

Vahl T et al. Lancet 2024; 403(10435):1451-1459

1,7% 26,9%

Adam M et al. JACC Intv. 2023;16:1965-1973
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1. Expansion of indications
2. Technological innovation
3. Artificial intelligence
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@PLAC 20 Technological innovation

< Biocompatibility SI EG E L TAVR 1 Radial Force

| vave | Material |
SIEGEL™  Nickel Free g
Market Leader  Nickel, Cobalt a A\ A —— N
EDITORIAL COMMENT +Pro-healing 'y A + Tiooue
Polymeric Transcatheter Heart Valves e . SIEGEL" iy Porcine
SIEGEL™ Coating Market Leader Dry Bovine
Are We Entering the Next Era of TAVR Durability? Market R
- <= Hemodynamics
Shinichi Shirai, MD, Masaomi Hayashi, MD, Kenichi Ishizu, MD QForeshortening ‘ fl Benchtop
Access Profile Valve EOA Gradient

m Foreshortening Sheath 26mm SIEGEL™ 3.0cm? 5.4 mmHg
Valve _

Mmomm @O i L
SIEGEL™ 8Fr

Market Leader 27%

I Market Leader 14 &16Fr -
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e Device selection & sizing

complications

° Results prediction accuracy

variability

e Pre-procedural Digital Twin

(AI Platforms Already in Use
° Real-time AR/Al intraprocedural guidance *  3mensio Structural Heart (Pie Medical)
o HeartFlow TAVI Planner
o Siemens PURE (Al annulus sizing)
o Caption Health Echo Al
° Predictive remote follow-up «  Medtronic Al-powered LAAO
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Al-enhanced baseline ECG for Staging Secondary Cardiac Damage in Severe
Aortic Stenosis Undergoing TAVI: a multicenter retrospective study

4 e QR ’fé’s‘::;:;::!.r:?,;\ ROC Curve - Binary Classification

scanned ECGs

<
v -
B o @ |
©T ©
o
©
606 (internal set) + G>J O —
246 (external set) -
’/— scanned ECGs _\‘ =
2}
Internal set External set o ﬂ: .
o o
Only 12-lead ECGs recorded on a . <)
single page were included (280 + AL ECst were :"C"f‘dEd F(fl:‘: ):L94 E o
88 negative samples from PTB-XL). HegEiNESampesiion oXL). |— o
Features extraction
S _
* s Buddy o AUC = 0.9957
© T T T T T

RVDys, PulmHTN, LVH,

'/- PAF, HeartAge, elc. \‘ False Positive Rate
£n R

Random forest i i )
(training repeating 10 Vg :1':-,:: reined / F D AS Ce n ZO et a |

times a 5-fold CV)
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INTERNAL COHORT

EXTERNAL COHORT

Machine learning prediction of myocardial recovery after
Transcatheter aortic valve replacement. The RECOVERY-AI Model.

. Mean ROC Curves with Variation Range

—— o
[ —— Creation of 20 distinct 1.0
RECOVERY- datasets via SHUFFLING '
TAVR +
LOST TAVI
\_COHORTS
0.8
TRAINING SET TEST SET
Internal Validation
2
© 0.6
10-FOLD CROSS o
VALIDATION g
2
)
o
a
[
’g 0.4
OPTIMAL MODEL
0.2
Retraining on
whole INTERNAL v —
COHORT /,' —— Mean ROC Curve - Internal Validation (Mean AUC = 0.81)
— S —-== Mean ROC Curve - External Validation (Mean AUC = 0.78)
e 0.0 === ifi =
\tii% e A TesTsEr Random Classifier (AUC = 0.5)
MTRAC g uR External Validation
BOOTSTRAPPING 0.0 0.2 0.4 0.6 0.8 1.0
COHORT ‘
~_ _

False Ppsitive Rate

o F D’Ascenzo et a
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. TAVI: THE FUTURE OF CARDIAC CARE. 5'
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