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What is Structural Heart Disease
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What is Aortic Stenosis?

Healthy and diseased aortic valves

Normal aortic valve
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survival

5-year survival rate of distant metastatic lung cancer, colorectal
cancer, breast cancer, ovarian cancer, prostate cancer, and
severe, inoperable AS
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Aortic Stenosty/ery ‘Poor Natural History
-
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A Survival after onset of symptoms is 50% at 2 years



Aortic Stenosis Effect ofcEreatment
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Transcatheter Aortic-Valve Replacement (TA

A This less invasive procedure
allows the aortic valve to be
replaced with a new valve while
the heart is still beating

A For patients who are at
Intermediate risk or high-risk for
open-heart surgery, TAVR may
be an alternative




What is TAVR
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AV Procedure by Procedure 2012- 2018
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TAVR-Growth:Trajectory

Estimated Global TAVR Procedures

300,000 " ROW 289,000
M ys.
250,000 M ey 256,000
223,000
200,000 202,000
182,000
SAPIEN 3 163'000
150,000 SAPIEN XT 144,000
SAPIEN 125,000
100,000 103,000
' 83,000

71,000
56,000

l 41,000
50,000 32,000
0

2012 2013 2014 2015 2016 2017 2018 2019 2020 2021 2022 2023 2024 2025

Inop HR IR All-comers
In the next 10 years,
TAVR will increase 4X

22



PatienttHistory

iBQgear—old male with a history of HTN, dyslipidemia, type 2
diabetes mellitus, carotid artery disease, severe bilateral
lower extremity peripheral arterial disease, mesenteric
Ischemia, status post suge_rlor mesenteric artery stenting,
CAD with previous CABG in 2012 with subsequent PCI; histc
ﬁf petrim_ziment pacemaker implantation, chronic diastolic

eart failure.

ASevere symptomatic aortic stenosis with New York Heart
Association Class lIl CHF

MSTS score of 13.5%.



TAVR Protocol CT Scan
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TAVRwitlCavalAortic Access

A Obtain femoral venous access.
Crossing catheter system is placed
In IVC and crossed into abdominal
aorta

A TAVR introducer sheath is
positioned from femoral vein across
the transcaval tract into abdominal
aorta

A TAVR is performed normally

A Transcaval tract is closed using a
nitinol occluder device



Alternative/Access TAVRanscaval

/8D CTA reconstruction of crossing
point from IVC to Aorta.
ASimultaneous aorto/venogram




Alternative /Access TAVRanscaval

No aortocavalflow on CTA the next day

Successful Caval-Aortic Tract Closure ADO-1 Device



Gaps in Treatment Lead to Largely Undertreated Patients

UNDERTREATED POPULATIONS ACROSS AORTIC, TRICUSPID, AND N

AM*

Mitral Regurgitation
(M/S)

1.6M!

Tricuspid Regurgitation
940K* (M/S)
Aortic Stenosis
(M/S)

. 14% treated** 0.6% treated 1.5% treated”

29



Prevalence of moderate or severe valve disease (%)
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More Lives Are Compromised by MR than Any Other Valve Diseas
Less than 1.5% Are Tredfed"

All Valve Disease

AV Disease

MV Disease
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SIGNIFICANT MR IS 4X
MORE PREVALENT THAN
SIGNIFICANT AORTIC

STENOSI8/ITH OVER
4 MILLION PATIENTS
SUFFERING FROM SEVERE
MR IN THE U.S ALONE.
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Patient {History

A 85yo male

A History of HTN, dyslipidemia, COPD, persistent atrial fibrillation, CAD
previous CABG, chronic kidney disease, who was hospitalized due to
acute on chronic diastolic heart failure and cardiogenic shock related
severe mitral regurgitation.

A The patient was previously admitted four times in the previous 2
month for acute heart failure.

A The patient was high risk for surgical mitral valve replacement/repair
(STS 13%).

A Plan TranscatheteMitral Valve Repair witMitraClip



MitraClip Procedural'Animation




Severe Mitral Regurgitation by TEE _
Severe’Prolapse of Anterior/MV: LLeaflet
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Tracec 1+ MR post Single Clip




The ENCIRCLE Trial ‘

Currently Enrolling

Screened: 103
Treated: 28
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Transcatheter/Mitral Valve: Replacement

\/ This study will establish the safety and effectiveness of the
Edwards SAPIEN M3 System

\/ For patients with symptomatic, at least 3+ mitral
regurgitation

\/ For patients who commercially available surgical or
transcatheter treatment options are deemed unsuitable



Patient Identification w

-

If your patient presents with the following, request review by the Case Review Board
for inclusion into the ENCIRCLE trial
» Reduced coaptation length
« Reduced mitral valve area
« Short leaflet length —
» Excessive leaflet tethering —
- Cleft “ ,
« Large flail width** - s
» Need for multiple clips T

Large jet width -

Multiple jets
« Significant calcium interfering with grasping area**
« Carpentier Type llla (e.g., rheumatic heart disease or calcification) =

**Suitability for the SAPIEN M3 device to be evaluated on a case-by-case basis E‘ 'N é IRCLE

CAUTION - Investigational device. Limited by Federal (United States) law to investigational use.



Edwards SAPIEN M3 Procedure w
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ENCIRCLE

CAUTION - Investigational device. Limited by Federal (United States) law to investigational use.



THE

). TRISCEND I

PIVOTAL TRIAL

EVOQUE Implant

The TRISCEND Il clinical trial is to determine
the safety and effectiveness of the EVOQUE
valve, a device designed to replace the
tricuspid valve with no open heart surgery.

This trial is for patients with severe or greater
tricuspid regurgitation.




Key! Inclusion/Exclusion Criteria

Inclusion Criteria:

A Symptomatic tricuspid regurgitation (TR) despite medical therapy

A TR graded as severe or greater

A Appropriate for transcatheter tricuspid valve replacement per the local heart team
Exclusion Criteria:

A Tricuspid valve anatomic contraindications

A Need for emergent or urgent surgery or any planned cardiac surgery within the next
12 months

A Hemodynamic instability
A Refractory heart failure requiring advanced intervention
A Currently participating in another investigational study



EVOQUE/Implant:Animation
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Delivery System - Right Groin Access (Diastole) Patient ID: 202005CAS_774 -009-CT-10
Implant (Right): En Face (Right): Bottoms Up (Right):

—_ =T

Caudal 9° JRAO: 180° . Caudal’  90°

Delivery System Model Summary: Favorable

@ Right Groin (O Left Groin

Case Report Note: The intended use of this report Is to provide an adjunctive case planning resource

and should notbe et for disgnostio purposes 3mensio Structural Heart 10.4 SP2










Pre: Massive 5+ TR Post: Trace TR, Mean Gradiemi@HG






CORCINCH-HF Trial

ADesign Prospective, randomized, opéabel, multicenter, international,
clinical safety and efficacy investigation

ARandomization Treatment withAccuCinclBystem plus guideline
directed medical therapy (GDMT) or GDMT alone

AEnrollment 400 randomized subjects at up to 80 centers worldwide
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Key Elgibility Criteria

PD2SOGA2Y CNIYOQUAZ2Y XHE: YR Xnms:
ANew York Heart Association (NYHA) Classification:
A NYHA Il with a heart failure hospitalization in the past 12 months
A NYHA I
A NYHA IV ambulatory

AVendRALFa02t A0 RAIFIYSGSNI 2F xpp YY
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AStroke Prevention
ARhythm Control
APacing



Left Atrial Appendage




Right Atrium Left Atrium




What if we exclude the LAA from central circulation?







JAMA

PROTECT AFYdar Results

Device Control Hazard ratio P
group group WATCHMAN/
rate rate warfarin (95% ClI)

Primary efficacy 2.3 3.8 0.61 (0.38, 0.97) 0.0348
CV death 1.0 2.4 0.40 (0.21, 0.75) 0.0045
All stroke 15 2.2 0.70 (0.39, 1.26) 0.2244
Hemorrhagic stroke 0.2 1.1 0.16 (0.04, 0.51) 0.0049
Ischemic stroke 1.4 1.1 1.30 (0.64, 2.84) 0.4921
Disabling stroke 0.5 1.2 0.37 (0.15, 1.00)
All-cause mortality 3.2 4.8 0.66 (0.45, 0.98) 0.0379
Primary safety 3.6 3.1 1.21 (0.78, 1.94) 0.4051

Device superior to Control: primary efficacy, CV death, hemorrhagic stroke
and all-cause mortality



Watchman Longerm Follow up

PROTECT AFéar Superiority

Rate per 100 patient-years

10

B WATCHMAN (n=463)
B Warfarin (n=244)
Superior
| Superior 34% lower
40% lower ‘ 4.8
‘ 3.8 Superior
60% lower 3.2
2.3 ‘ 2.4
1.0

All-cause death
P=0.0379

CV or unexplained
death
P=0.0045

Primary efficacy
Ps=0.96



NCDR LAAO Registry™
e Ending Timeframe : 202204
Executive Summary - Base Metrics

eReports Dashboard

ATIGRAL, CARIHCAAR.L]AR ERTE KALINTEY

Participant : 476266 - Hillcrest Medical Center Category : All

Mefrics Aggregated on: Mar 1, 2023 11:39:59 PM | Induding data submitted through Feb 23, 2023 12:14:27 PM

8 - Proportion of patients who expenence a stroke (ischemic or hemorrhagic), or systemic thromboembolism, or mortality infra or post procedure and prior to discharge
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9 - Proportion of patients with an ischemic stroke or systemic thromboembaolism intra or post procedure and prior to discharge.
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Early Rhythm Control EASET Trial
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Ablation as First Line Therapy

Patients with Treatment Success (%)
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Freedom from Recurrence of Atrial Fibrillation
(Intention-to-treat analysi$

/ =
CABANA

Free From Recurrence, %
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Hazard ratio, 0.52 (95% Cl, 0.45-0.60); P<.001

Catheter ablation

Drug therapy
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JAMA 2019;321(13):1261274



Primary Endpoint of death, disabling stroke, serious bleeding,
or cardiac arrest by intentioto-treat analysis

154
Hazard ratio, 0.86 (95% Cl, 0.65-1.15); Log-rank P=.30
124
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Time Since Randomization, mo JAMA2019;321(13):1261.274




Randomization

Subjects
2204

Ablation Therapy Drug Therapy

1108 1096

Not Ablated Crossover Ablated
102 (9.2%) 301 (27.5%)

JAMA 2019;321(13):1261274




Primary Endpoint of death, disabling stroke, serious
bleeding, or cardiac arrest p@rotocol analysis

15+
Hazard ratio, 0.73 (95% Cl, 0.54-0.99); P=.046

12

Drug therapy

Event Rate, %

Catheter ablation
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JAMA 2019;321(13):1261274



Radiofrequency Sryoballoormblation

Eirmnira 1 PAaint_hv_nnint RE akhlatiAn ”nft) VS Single_shot Circumferential

De Pooter J, et al. JACC Clin Electrophysiol 2U1Y;5:2%5-305. Image courtesy of Medtronic.




The RACE-AF trial

PULMONARY VEIN ISOLATION

RANDOMIZED COMPARISON

PAROXYSMAL SECOND-GENERATION

NO DIFFERENCE

ATRIAL FIBRILLATION in
| e PVI DURABILITY

98 patients or

399 pulmonary veins

/Ml e | Median AF burden reduction:

ICM implanted >30 days prior to PVI CONTACT-FORCE SENSING 99.9% vs. 99.3%"
RADIOFREQUENCY *after 4-6 months (RF vs. cryo, NS)

AF BURDEN

Durably isolated pulmonary veins:
76% vs. 81%"

Circulation: Arrhythmia and Electrophysiology. 2021;14:e009573



Complications of AF Ablation

Radiofrequency Ablation Cryoballoon Ablation

Reddy VY, et al. J Am Coll Cardiol 2019;74:315-26.



Pulsed Field Ablation

Left atrial
appendage

Left atrium

Biphasic pulse train delivered
through ablation catheter

Electrical field Cardiomyocyte

Qosossovens

Left atrium ¢ 10F Steerable sheath

Pulmonary
vein

Leading to cardiomyocyte apoptosis and necrosis



Pulsed Field Ablation

Esophageal

Nerve cell
MES smooth muscle

Cardiomyocytes
( Ablated )

Vascular
smooth muscle




Complications of AF Ablation

Radiofrequency Ablation Cryoballoon Ablation Pulsed Field Ablation

Reddy VY, et al. J Am Coll Cardiol 2019;74:315-26.



Pulsed Field Ablation




PFA Trial Results

Primary efficacy events

90-day
blanking
period

66.2%

Performance goal: 50% at 12 months ===
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Months since ablation

Number at risk

150

147 114 103

PULSED AF Pivotal Trial
Circulation. 2023;147:1422432

Survival Probability (AF)

0.8

0.6

0.4

02

No. at Risk
0

1]

90-day Blanking Period

76

— —
365-day K-M Estimate
79.4+4.9%
66 60 54
200 300 335 400

Time to Failure (Days)

Freedom from primary
effectiveness failure probability, %

16 20 24 28 32 % 40 44

Time after index procedure, weeks



200 Cryoballoon PVI
- 63,5% paroxysmal AF*!
- Age 68 (58-77)*2

200 pulsed field PVI
- 58% paroxysmal AF*!
- Age 71 (62-77)%2

Cryoballoon PVI Long-term follow-up
- Cryoballoon vs Pulsed filed ablation in PAF

PFA PVI
%

(5N
guidewire ‘

*3n=0,062 *4 p<0,001




What to do when all else fails?

off the mark com &y mark parisi
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% LVSP (no left bundle capture) |

% Non-selective LBBP

% Selective LBBP

%:1:} RV septum pacing

LBBAP
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