CHARIT

12.11.2016

@

ARITE

10. KARDIOLOGIE-SYMPOSIUM
DES HERZZENTRUMS HIRSLANDEN
ZENTRALSCHWEIZ

Update TAVI

Florian Krackhardt

Medizinische Klinik m. S. Kardiologie
Campus Virchow-Klinikum
Charité
Universititsmedizin Berlin

*TAVI bei Patienten mit intermediarem oder niedrigem OP-Risiko?

*TAVI als Standardeingriff
Lebensqualitat
Haltbarkeit der Klappen
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Verbesserung der Technologie und Erfahrung der Zentren
Vaskulare Komplikationen
Paravalvulares Leck
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Schrittmacherabhéngigkeit
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In the next 10 years, TAVI will grow X4
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Indikation Leitlinien Datenlage

AVR indications are frozen in the past

s [Level

Recommendation
TAVI should be considered in
high-risk patients with severe
symptomatic AS who may
still be suitable for surgery, lla| B
but in whom TAV! is favoured
by a ‘heart team’ based on
the individual risk profile and
anatomic suitability.
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Table 11 Recommendations far the use of
transcatheter aortie valve implantation
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Clinical outcomes of patients with estimated
low or intermediate surgical risk undergoing
transcatheter aortic valve implantation

Peter . Stefan %, Sarah 3 :
Christoph Huber?, Thomas Pilgrim, Steffen Glockler!, Crochan J. O'Sullivan',
Bemhard Meier!, Peter Juni?, Thierry Carrel’, and Stephan Windecker'*

Eur Heart Journal 2013
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Primary Outcome CHARITE
Death from Any Cause at 2 Years m—

Characteristic, % or mean = SD n-l;li\‘/tls nsgvg p-value
Age (yrs) 79.2 =49 79.0 4.7 0.71
Male 53.8 52.6 0.84
STS Score 29+16 31x17 030

STS Score < 4% 83.4 80.0 0.46

Logistic EuroSCORE | 84+40 89=*55 0.38

NYHA class Il or IV 48.6 45.5 0.61

3 Am Coll Cardiol. 2015;65(20):2184-2194. G0i:10.1016/} jacc. 2015.03.014

Composite rate of
death from any cause, stroke or myocardial infarction
1 year after the procedure

TAVI 13.1% vs. SAVR 16.3%

Absolute difference -3.2%; p=0.43 (for superiority)

*Intention-to-treat population

—

P-value (log-rank) = 0.54.

3 Am Coll Cardiol. 2015,65(20):2184-2194. doi10.1016(}jacc. 2015.03.014



PARTNER 2A und S3i Studien
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Corevalve High Risk Pivotal Trial:
subgroup analysis STS<7
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Log-rank P=0.01

Months Post-Procedure
197 101 1®

161 151 %

Intermediate Risk Symptomatic Severe Aortic Stenosis

Intermediate Risk ASSESSMENT by Heart Valve Team

TAITAG TAVR

v

ASSESSMENT:

Tran
Ac

Transfemoral (TF)

1:1 Randomization

Transapical |
TransAortic (TAITAO)

1:1 Randomization

B ER B

Primary Endpoint: All-Cause Mortality, All Stroke, or Mod/Sev AR at One Year
(Non-inferiority Propensity Score Analysis)

2032 Patienten
TAVI vs SVR

The NEW ENGLAND
JOURNAL o MEDICINE

T or Surgical
in Intermediate-Risk Patients

Lars G Swensson, M5,  Kods

mit schwerer Aortenstenose und intermediarem Risiko

Primarer Endpunkt: Gesamtmortalitét, Schlaganfall oder moderate bis schwere
Aorteninsuffizienz im 2 Jahres Follow-up
Device Sapien XT

(charie

PARTNER 2A

Hazard ratio, 0.89 (9
100 P=025

Death from Any Cause
or Disabling Stroke (%)

5% C1, 0.73-1.09)

Months since Procedure

No. at Risk
TAVR 1011 918 %01 870 842
Sugey 1021 838 812 783 770

« Sapien XT

« CTimaging not

825 811 801 774
M7 7S T 695

universally used
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PARTNER 2A — Transfemoral cohort

04

Hazard ratio, 0.79 (95% C1, 0.62-1.00)
P=005

Death from Any Cause
o Disabling Stroke (%)

Months since Procedure

No. at Risk
Y 775 718 709 685 663 652 644 634 612
Sugery 775 643 628 604 595 577 569 S57 538

Echokardiographie

A Aortic-Valve Area
P-039  P<000 P<000l  P<0001

15 TAVR
Surgery

Aortic Valve Area (cr?)
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No. of Patients with
Echocardiographic
Findings
TAVR 89 89 s 567
Surgery 861 77 s0 4
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Echokardiographie Partner 2A Cohort A Randomised Trial
Involving Intermediate Risk Patients
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€ Death from Any Cause, According to Sevelty of Paravalvulr Aortic Regurgitation
1001 50

Overall P-0.001 by log-rank test
Hazard ratio for mil vs. none o trace
035 (95% C1, 0.63-1.45); P-082

. Non-Inferiority der TAVI Prozedur
S i Outcome nach_ 2 Jahren fur die Endpunkte
P<0.001 Gesamtmortalitat und Schlaganfall

-
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Geringerer Druckgradient tiber der Prothese
gréssere Offnungsflache

Patients (%)

w

. Grosseres paravalvulares Leck
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. Vorteile im Bezug auf die sekundaren Endpunkte:
Blutungsereignisse

3 3 H 2 15 1 Ei 2 Akutes Nierenversagen
Months since Procedure Neuaufgetretenes Vorhofflimmern
Noworome e w e e s s Kirzerer Krankenhausaufenthalt
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Edwards SAPIEN 3
Transcatheter Heart Valve

SAPIEN SAPIEN XT SAPIEN 3

Valve
Technology

Bovine pericardial tissue

Enhanced frame
geometry for
ultra-low
delivery profile

Sheath
Compatibility

Outer skirt minimizes
paravalvular leak

. 08 o 0@ e 88
Valve Sizes

23mm 26mm 23mm  26mm 29mm  20mm  28mm  26mm  29mm

PARTNER 2A und S3 trial @HARITE ARITE
Studiendesign
Intermediate Risk ic Severe Aortic
Intermediate Risk ASSESSMENT by Heart Valve Team The PARTNER 2A and S3i Trial
P2 S3i P2A Lancet On-line
078 n=2032
12 2
ASSESSMENT: ASSESSMENT:
Optimal Va ; 3 .
Delvery Ac srsierored Transcatheter aortic valve replacement versus surgical valve )@4'\ ®
: replacement in intermediate-risk patients: a propensity
Tensienoral (17 P Transtemoral (7F) Transhorit (TAITAG) score analysis

1:1 Randomization 1:1 Randomization

TF TAVR TAITAO TAVR TFTAVR TAITao TAVR
SAPIEN 3 SAPIEN 3 SAPIEN XT A SAPIEN 3

Primary Endpoint: All-Cause Mortality, All Stroke, or Mod/Sev AR at One Year
(Non-inferiority Propensity Score Analysis)




S3i verglichen mit PARTNER 2 konventionell operierten
Patienten in der Propensity Score Analyse

Primary Endpoint - Non-inferiority
Death, Stroke, or AR = Mod at 1 Year {Vl)

Fovors TAVR  Favirs Surgery

Primary Non-Inferiority Endpoint Met
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Partner 2A und S3i Trials

1.Bei Patienten mit intermediérem Risiko:
Sapien-3 1-Jahres Raten nach TAVI:
Gesamtmortalitat 7,4 %
Schlaganfall 4.6 %
Schwere Aorteninsuffizienz (Paravalvuléres Leck) 1,5 %

2.Beim Vergleich der Sapien3 mit dem Outcome der chirurgisch
versorgten Patienten zeigen die 1-Jahresdaten:
Nicht-Unterlegenheit hinsichtlich des primaren Endpunktes
Mortalitéat, Schlaganfall oder moderate - hohergradige Aorteninsuffizienz

Uberlegenheit der Prozedur mit der Sapien 3 firr die Endpunkte
Gesamtmortalitat und Schlaganfall

Prozedur bedingter Effekt
Time-to-event Analyse findet sich dieser Vorteil in den ersten Monaten

Superiority Analysis
Components of Primary Endpaint (V1)

FE— [EE—
Favors TAYR Favors Surgery

) Welghted Difference -8.2% [ Superiorty Testing
Mortality Upper 2-sided 98% CI 2.4% povalue < 0.001

- L]

4 2 ] 2 [ ]
‘Weighted Difference -3.5% [l Superiority Testing
Stroke s

-0 ] -

L) L) ALl
Weighted Differance +1.2% [l Superiority Testing
AR > Moderate _([AEHERERY

@

ARITE

Highlights from TCT 2016:
Partner Il Quality of Life

Ferauto | o B e

ignificant nteraction (P<0.001) between
reatment effect and access site for the
primary endpoint and multiple
secondary endpoints

*TAVI bei Patienten mit intermediérem oder niedrigem OP-Risiko?

*TAVI als Standardeingriff
Lebensqualitat
Haltbarkeit der Klappen

*Komplikationsrate
Verbesserung der Technologie und Erfahrung der Zentren
Vaskulare Komplikationen
Paravalvuléres Leck
Schlaganfall
Schrittmacherabhéngigkeit

Haltbarkeit der Klappenprothesen CC: ARITE

Highlights from TCT 2016:
Partner | 5ye Echo

Pamela ! Douglas) MD)




Haltbarkeit der Klappenprothesen

Haltbarkeit der Klappenprothesen
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AV Mean Gradient Populztion Trend
ity 1 1el Mictzrm to 5 Yrs VAR

Early change:
12.1-9.2 mmHg

Decompositon of

Haltbarkeit der Klappenprothesen C
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*TAVI bei Patienten mit intermediarem oder niedrigem OP-Risiko?

*TAVI als Standardeingriff
Lebensqualitat
Haltbarkeit der Klappen

*Komplikationsrate
Verbesserung der Technologie und Erfahrung der Zentren
Vaskulare Komplikationen
Paravalvuléres Leck
Schlaganfall
Schrittmacherabhangigkeit
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3 PCR.  Vascular Complications @ 30 days i
20% Weighted average (n=4247)
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Reduction in Major Vasecular Complications PCR  Paravalvular Aortic Regurgitation Job e
In Transfemoral Patients .
Weighted average (n=3679)
naw Mild 30% / Moderate-Severe 3%
100% Mild
e
H 3%
S oo
k3 3,8%
3
s“ 40% 53%
: R
£an o
2 0,4%
witimm H
o
o> tct2016 EvltR | ACURATE | Portico SAPIEN 3 Direct Flow Lots

Valves 2015, an Mieghem, et L. preseted at ACC 2016

Strokes at 30-days
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PCR Stroke @ 30 days B
Weighted average (n=8987)
1% 2.9% PARTNER 1 and 2 Trials
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Vascular complications
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Paravalvular leak PVL

Conduction disturbance
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PCR  Permanent Pacemaker @ 30 days 1S
Weighted average (n=8987)

11.3%
30%
: N 21,6%
k] 19,8%
£ 20%
WASHINGTON, DC —Cerebral protection during transcatheter £ 0% 5% 8% 85%
aortic valve replacement using the Sentinel filter device (Claret :g 3,4% 3,8%
Medical) is safe and appears to trap embolic debris in almost 8
) . . Lo 0%
every single procedure, but this does not translate into significant Extreme Risk | Extreme sk | High Rk | Extreme Ris | ntermedate | Extreme sk | High Rik
reductions in new brain lesion volume on MRI. Risk USPivatal | US Pivatal
e ) . N-179 N-276 N-348 N-284 P2 N=489 N=390
Those are the findings from the SENTINEL randomized trial, N=1011
presented here at TCT 2016 SAPIEN SAPIEN XT CoreValve
oo et et e, : st Qe
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Zusammenfassung: Ideale Leitlinien fur 2016 ??
L Table 11 Racommendations for the use of mmendations
Leitlinien _ ) _ . tramscatheter sortic vale implantation Recommendations | TAVL | SavR
TAVI bei inoperablen Patienten oder Patienten mit hohem OP-Risiko — —
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Reduzierte Mortalitats- und reduzierte Komplikationsraten x;'{:-:%:z%
s ' »

= i Low-risk patie na(e )i-8

rm‘;\::/::wmmv:m ow-risk patients (o)

Diskussion um eine Indikationsausweitung
Entwicklung neuer Klappenprothesen
Verbesserte Implantationstechniken

Dem chirurgischem Klappenersatz zumindest gleichwertig
Wenn nicht sogar tiberlegen
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Haltbarkeit der Prothesen O 7 (O partner 1 A-Corevalve Us

e e b o

Schrittmacherrate e i i s O Corevalve US — partner Ii
n orevalve US - Partner
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MANAGEMENT OF SEVERE AORTIC STENOSIS
FUTURE OUTLOOK

vahl

Vielen Dank fur Ihre Aufmerksamkeit !

FUTURE MANAGEMENT STRATEGIES FOR PATIENTS WITH SYMPTOMATIC SEVERE AOKTIC STENOSS.

2012 GUIDEL\NEFefLQ\. JLAR HEART DISEASE
2014 (‘0? . FOR THE MANAGEMENT OF
PATIEN'T ™ .VITH VALVULAR HEART DISEASE




