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ASYMPTOMATICKA AORTALNI STENOZA

1. Falesne asymptomaticka
2. Skutecne asymptomaticka

3. Nelze urcit

Roc¢ni mortalita 1-2%



GUIDELINES

DYSFUNKCE LEVE KOMORY ABNORMALNI ZATEZOVY TEST KRITICKA STENOZA

226 Souhrn Doporuceni ESC/EACTS pro |é¢bu chlopennich vad 2021

B) Asymptomaticka aortalni stenéza

Intervence je doporucena u asymptomatickych pacientl s tézkou aortalni stendzou a systolickou dysfunkci levé | B
komory (EF LK < 50 %), pokud dysfunkce neni zpuasobena jinou pfricinou.

Intervence je doporucena u asymptomatickych pacientl s tézkou aortalni stendzou s prokazatelnymi symptomy pfi
zatézovém testu.

Intervence by méla byt zvazena u asymptomatickych pacientu s tézkou aortalni stendzou a systolickou dysfunkci

levé komory (EF LK < 55 %), pokud dysfunkce neni zpisobena jinou pficinou. 1z :

Intervence by méla byt zvazena u pacientu s tézkou aortalni stenézou a trvalym snizenim krevniho tlaku o > 20 mm

Hg béhem zatézového testu. lla C

Intervence by méla byt zvazena u asymptomatickych pacientd s tézkou aortalni stenézou s EF LK > 55 %

a normalnim zatézovym testem, pokud je proceduralni riziko nizké a je pritomen alespon jeden z nasledujicich

parametru:

e tésna aortalni stendza (stredni gradient > 60 mm Hg a nebo V.. > 5 m/s) lla B
o tézké kalcifikace aortalni chlopné (idealné stanovené CT) a zvySovani V,,,, = 0,3 m/s/rok

e vyznamné zvyseny BNP (> trojnasobné zvyseni oproti normalni hodnoté pro dany vék a pohlavi) potvrzené
opakovanym mérenim, bez jiné vysvétlujici pficiny



FIGURE 1 Aortic Stenosis Staging Classification Based on Extent of Cardiac Damage

Stages/Criteria
No Cardiac Damage LV Damage

Increased LV Mass Index
>115 g/m?2 (Male)
>95 g/m2 (Female)

Echocardiogram

E/e’ >14

<50%

ERATE

Stage O Stage1 Stage 2

LA or Mitral Damage

Indexed LA Volume
>35 mL/m?2

Moderate-Severe Mitral
Regurgitation

LV Ejection Fraction Atrial Fibrillation

Stage 3 Stage 4

Pulmonary Vasculature

or Tricuspid Damage RV Damage

Systolic Pulmonary
Hypertension
>60 mm Hg

Moderate-Severe Right
Ventricular Dysfunction

Moderate-Severe
Tricuspid Regurgitation

J Am Coll Cardiol 2022;80:783-800



A 40 -
P (log rank) < 0.0001
- , 30 - 28.2%
1. Bez poskozeni srdce e
2. Poskozeni levé komory S ”_,_Jf
3. Poskozeni levé siné/mitr.chl./FiS £ 2]
4. Plicni hypertenze/trikusp.reg. “ 14.6%
5. Dysfunkce pravé komory 10 -
J 7.1%
. ﬁ 2.5%

0 3 6 9 12 15 18 21 24
Months From Procedure

Number at risk:

— Baseline Stage O 121 119 119 118 M7 M7 16 15 113

— Baseline Stage 1 287 279 277 273 271 264 263 259 255

— Baseline Stage 2 1,014 957 936 915 891 873 856 844 827

— Baseline Stage 3 412 374 359 344 329 313 306 293 284
Baseline Stage 4 140 126 17 112 109 105 100 99 96

J Am Coll Cardiol 2022:80:783-800



Baseline Stage of
Cardiac Damage
(N=1,974)

1-Year Post-AVR Change

in Stage of Cardiac Damage

Stage 1(14.5%)

&
&

Stage 3 (20.9%)
Predictor of 1-Year Worsening in Cardiac Damage

Y > E f « Hypertension: OR: 1.73; 95% Cl: 1.01-2.96; P = 0.044

Stage 4 (7.1%) * Surgical AVR: OR: 2.04; 95% Cl: 1.52-2.74; P < 0.0001

Généreux P, et al. J Am Coll Cardiol. 2022;80(8):783-800.

Improvement

15.6%

Aortic Valve
Replacement

Worsening

26.5%

Impact of 1-Year Change in Stage
of Cardiac Damage on 2-Year
Clinical Outcomes

1-Year Change in Stage Adjusted HR (95% Cl)

Improvement —a—- 0.49 (95% ClI: 0.20-1.16)
No Change [} 1.0
Worsening 195 (95% Cl: 1.02-3.72)
P=0.023
T T
01 1.0 10

Adjusted HR for 2-Year Death

1-Year Change in Stage Adjusted HR (95% CI)

Improvement a1 0.60 (95% CI: 0.34-1.06)
No Change ) 1.0
Worsening @ 2.25(95 Cl: 1.46-3.46)
P<0.001
T T
01 1.0 10

Adjusted HR for 2-Year Death or HF Hospitalization



AVATAR studie

Kardiochirurgie vs. Konzervativni

Circulation

ORIGINAL RESEARCH ARTICLE

Aortic Valve Replacement Versus Conservative
Treatment in Asymptomatic Severe Aortic
Stenosis: The AVATAR Trial

Marko Banovic, MD, PhD; Svetozar Putnik, MD, PhD; Martin Penicka, MD, PhD; Gheorghe Doros, PhD;
Marek A. Deja(®, MD, PhD; Radka Kockova®, MD, PhD; Martin Kotrc, MD; Sigita Glaveckaite, MD, PhD;
Hrvoje Gasparovic, MD, PhD; Nikola Pavlovic, MD, PhD; Lazar Velicki, MD, PhD; Stefano Salizzoni®, MD, PhD;
Wojtek Wojakowski®, MD, PhD; Guy Van Camp, MD, PhD; Serge D. Nikolic, PhD; Bernard lung®, MD;
Jozef Bartunek™, MD, PhD; on behalf of the AVATAR Trial Investigators®
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EARLY TAVI studie 901 pacientu, prumerny vek 76 let

1:1 randomizace TAVI (Sapien) vs. Konzerv.
The NEW ENGLAND JOURNAL of MEDICINE Medién SledOVéni 318 rOku

‘ ORIGINAL ARTICLE

Stredni gradient 47 mmHg, AVA 0,9+0,2

Transcatheter Aortic-Valve Replacement for

Asymptomatic Severe Aortic Stenosis Nizkeé riziko (STS 1 , 6)
P. Généreux, A. Schwartz, J.B. Oldemeyer, P. Pibarot, D.). Cohen, P. Blanke, M 4
B.R. Lindman, V. Babaliaros, W.F. Fearon, D.V. Daniels, A.K. Chhatriwalla,
Asymptomaticky statut 2
C. Kavinsky, H. Gada, P. Shah, M. Szerlip, T. Dahle, K. Goel, W. O’Neill, T. Sheth, . , R 0
C.. Davidson, R.R. Makkar, H. Prince, Y. Zhao, R.T. Hahn, J. Leipsic, B. Redfors,
S.J. Pocock, M. Mack, and M.B. Leon, for the EARLY TAVR Trial Investigators* N eg atlvn I trea d m I | I teSt (90 /O) n e bo

klinické hodnoceni
NT-proBNP 275 pg/ml

Exclusion: EFLK < 50%, STS>10

This article was published on October 28,
2024, at NEJM.org.
DOI: 10.1056/NEJM0a2405880



A Death, Stroke, or Unplanned Hospitalization for Cardiovascular
Causes (%)
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Figure S3. Forest Plot of Pre-specified Subgroup Analyses

Subgroups HR [95% ClI]
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Male (n=623)

Female (n=278)
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Konverze na TAVI u 388 pacientu (87%)
behem sledovani median 3,8 roku

47% béhem prvnich 12 mésicu
95% béhem 60 mesicu

11 pacientu v konzervativni vétvi
zemrelo pred konverzi do TAVI

B Conversion to Aortic-Valve Replacement
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Figure SS. Conversion to AVR in the Clinical Surveillance Arm Through 2 Years
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STREDNE TEZKA AORTALNI STENOZA
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Transcatheter Aortic Valve Replacement

TAVR UNLOAD in Patients With Systolic Heart Failure and
Moderate Aortic Stenosis
77 let,STS 44 + 3 4 ) TAVR UNLOAD
56% NYHA 3/4 % 100 -
ICHS 76% § .| R 098 05% i 0:61-156)
£ 73.8%
EFLK 39% % 60 - _,_.r 61.9%
AVA 1,2 cm2, stredni gradient 18,8 8 . Jfﬂ_‘_._ﬁ_—
=
mmHg f o -
Lga 0 - ';.H_"J— T T T T T T T 1
Median sledovani 23 mésicu 0O 6 12 18 24 30 36 4 48 54 60
Konverze na TAVI u 43% béhem |2 M N Time Since Randomization (Months)
Bezpecnost a klinicka efektivita 12 M — 89 78 4 20 7
89 69 42 19

—— TAVR CASS
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Evolut™ EXPAND TAVR Il Pivotal Trial

ClinicalTrials.gov ID @ NCT05149755 | Pocet pacientt: 2250
Sponsor @ Medtronic Cardiovascular | Zacatek 2021 Primarni data 2029 Kompletni ukonceni 2037

Information provided by © Medtronic Cardiovascular (Responsible Party)

Last Update Posted @ 2025-02-13

CRecruting [

PROGRESS: Management of Moderate Aortic Stenosis by Clinical Surveillance or TAVR (PROGRESS)

ClinicalTrials.gov ID @ NCT04889872 Pocet pacient: 650
Sponsor @ Edwards Lifesciences Zacatek 2022 Primarni ukonceni 2026 Kompletni ukonceni 2034
Information provided by @ Edwards Lifesciences (Responsible Party)

Last Update Posted @ 2025-02-20



AORTALNI STENOZA U ZEN




Smaller aortic root/annuli,
smaller LVOT Less aortic valve
Smaller AVA, lower SV, calcification load and
lower AV gradient fibrotic prominence

. S e |
High prevalence of griicistenge’s;in Women Concentric LVH, smaller

paradoxical Low-flow, LV cavity, higher filling
low-gradient AS (i.e. with pressure, higher relative

preserved LVEF) wall thickness, lower LV
mass index

J Thorac Dis 2024;16(9):6308-6319



Evolut™

THE L Risk
© PARTNER 3 Trial

l TRIAL
£
TAVI arm: 33% TAVI arm: 36%

@ N=496 N=725

Studie TAVI vs. SAVR u pacientu s nizkym rizikem — zastoupeni zen

1. Mack MJ, Leon MB, Thourani VH et al. Transcatheter aortic valve replacement with a balloon-expandable valve in low-risk patients. N Engl J Med. 2019; 380: 1695-705.
2. Popma JJ, Deeb GM, Yakubov SJ et al. Transcatheter aortic-valve replacement with a self-expanding valve in low-risk patients. N Engl J Med. 2019; 380: 1706-715.



Studie RHEIA - TAVI vs. SAVR u zen

Key Inclusion and Exclusion Criteria v

Inclusion:

Women with severe symptomatic AS
meeting the following criteria:

* High gradient severe AS
or

* Low gradient severe AS

per ESC guidelines

ESC Congress 2024
London & Online

Exclusion:

Bicuspid aortic valve

Unicuspid aortic valve
Non-calcified aortic valve
Complex coronary artery disease

Other anatomical features increasing
the risk of complications with TAVI or
surgery



Procedural Findings

TAVI
I
Valve type:
SAPIEN 3 / SAPIEN 3 ULTRA 43% [ 57%

Concomitant procedures %

Percutaneous Coronary Intervention 0%
Pacemaker implantation 0.5%
Other 0%

N

RHEIA
Surgery
| % |
Valve type:

Edwards Magna Ease / Intuity 59.7% [/ 12.2%

Livanova Perceval 15.5%
Surgery approach:

Full / Mini sternotomy 66.3% / 27.3%
CABG 6.8%
Aortic annulus enlargement 0%
Surgery for AF 2.9%
Ascending Aorta replacement 1.5%
Mitral valve intervention 0.5%
Tricuspid valve intervention 1.0%

Other 0.5%



Studie RHEIA - TAVI vs. SAVR u zen

Primary Endpoint: All-cause Death, Stroke or
304 KM difference: -8.2% Rehospitalization e SUrgery

95% CI: -13.1% to -3.3% TAVR
p<0.001

N
o
1

~16.8

9.5

-
o
1

All-cause Death, Stroke
or Rehospitalization(%)

0 1 Months from Implant Procedure 12

No. at Risk
TAVR 376 358 277

Surgery 336 302 220




Studie RHEIA - TAVI vs. SAVR u zen DHEIA

Primary outcome Key secondary outcomes

SAVR == TAY| m—

1 5 . 6 Permanent pacemaker implantation
7 TAVI: 8.8%
8 9 09 sAVR:2.9%

Difference (95% CIl): +5.9% (1.5, 10.4)

a—‘—'_'_’; p=0.01

p=0.03 ﬁ New onset atrial fibrillation
0 T T T T T I_A/VV- TAV' 3.3%

20

All-cause mortality, stroke
and rehospitalisation, %
=

D 3 E 9 -12 oo o000 SAVR: 28.8%
Number at risk Months since procedure Difference (95% Cl): -25.5% (-32.2,-18.9)
sAVR 205 182 177 172 104 p<0.001

TAVI 215 203 200 196 121

26



Primary Endpoint Components at 1 year .

CHEITA
I T T T
Death 2 (0.9%) 4 (2.0%) -1.0% [-3.3%, 1.3%] 0.44
Cardiac death 1 (0.5%) 1(0.5%) 0.0% [-1.3%, 1.3%)] 1.00
Non-cardiac death 1 (0.5%) 3 (1.5%) -1.0% [-2.9%, 0.9%] 0.36
Stroke 7 (3.3%) 6 (3.0%) 0.3% [-3.0%, 3.7%)] 1.00
Disabling stroke 2 (0.9%) 3(1.5%) -0.6% [-2.7%, 1.6%] 0.68
Non-disabling stroke 5 (2.4%) 3 (1.5%) 0.9% [-1.7%, 3.5%] 0.72

Rehospitalization

valve-related or

procedure-related or 10 (4.8%) 23 (11.4%) -6.6% [-11.9%, -1.4%] 0.02
worsening congestive

heart failure



Other Secondary Endpoints Q,:‘E‘ A

Patients discharged home (%) Median index hospitalization
stay (days)

. .

TAVI Surgery TAVI Surgery




ZAVER

Asymptomaticka aortalni stenoza
TAVI vs. SAVR u Zen

Stredne tezka aortalni stenoza a dysfunkce leve komory






CEVNI MOZKOVA PRIHODA — NEUROPROTEKCE BEHEMVYKONU

Primary Endpoint: Stroke at 72h / Discharge

A -0.6%

95% C1 [-1.7, 0.5] Control = CEP
p=0.30
2.9%
A0.2%
2.3% 95% CI [-0.7, 1.1]
p=0.67 A-0.8%
95% Cl [-1.5, -0.1]
1.7% p=0.02
1.5%
1.3%
0.5%
All Stroke Non-Disabling Stroke Disabling Stroke
e (Primary Endpoint) —

The Protected TAVR study - TCT 2022



What do we know about surgical bioprosthesis?

2. All surgical valves are not equivalent

16 983 Pts
Mean age = 7245

Lt Open. 2022

Drigralivestigation | Cardiokogy
Comparison of Long-term Performance of Bioprosthetic Aortic Valves in Sweden
From 2003t02018

ichan Parson, MG Nkl Claser, U, P Jobus Mlson, ME o g friberg, M, 060, Al Framcs Commcadia ML PO, ik Lartipy L A0

Standardized cumulative incidence

Regression-standardized cumulative risk of re-intevention

254

(=]
=1

—
=]

w

Time. v

10

15

Biocor/Epic Group

Perimount Group

ENGINEERED FOR
LONG-TERM DURABILITY

Outstanding published freedom from explant due to
structural valve deterioration.??

© A fatigue-resistant, radiopaque, high-strength titanium
stent is designed to reduce stress on leaflets during
the cardiac cycle and allows for larger EOAs811.23

@ A pericardial-covered stent to reduce the risk of
abrasion and structural valve deterioration?*-26

© Computer-controlled tissue thickness and
fiber orientation?”

@ Additional valve protection on an integral valve holder

© Linx" Anticalcification (AC) treatment? a valve
treatment that resists calcification four ways?-34



TRVANLIVOST CHLOPNI DEFINICE DYSFUNKCE PROTEZY

5-y Cumulative incidence rate of SVD

6 The use of Different Definitions of SVD Has Important
HR, 0.46; 95% Cl, 0.27-0.78; P=.004 Clinical Implications
5 | 4.38% NOTION Trial 8-Year SVD Results
4_ P =.002 B SAVR
30% - 28.3% mTAVR

20% A

Surgery RCT (n=971)

2 . : 0, - 0,
I‘ —| 10% J . 0 . 0
1 | TAVIRCT (n=1128) 0% -
i - ESC/EACTS Definition VIVID Definition Bioprosthetic Valve Failure

8 Year SVD

SVD cumulative incidence, %

0 _l Includes any mean Mea negra adie t >20 mm Hg Valve-related death, s
7] gradient >20 mm Hg and an incre of at least he mody amic SVD
>10 mm Hg a ft 3 months valve re-i t entiol f ||0W| ng
I : I ! I post-procedure d agno fBVD

Time postprocedure, y

JAMA Cardiol. 2023 Feb 1;8(2):111-119. doi: 10.1001/
Jjamacardio.2022.4627



Valve size distribution ot

RHEIA
TAVI Surgery
29 mm 20 mm 27 mm
1% 19 mm

5% 5% 25 mm

26 mm f 23 mm 11% 11%
0,
E0) 23 mm 21 mm
43% 34%

No 29 mm
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Number at risk:
TAVR

Surgery

KN
o

All-cause Death

= Surgery
- TAVR
1-yr HR [95% CI] = 5-yr OR [95% CI] =
0.41 [0.14, 1.17] 1.24 [0.79, 1.97]
P=0.08 P=0.35
A 1.4% INOWAA A -0.3% A -1.6% A-1.9%
7.2 15
2.5% 4.7%
1.0% 5.6%
‘ . . | 2.4% | | | | | |
0] 12 24 36 48 60
Months from Procedure
496 490 478 460 438 405
454 427 409 394 379 346



(o Fartner 3 Cquses of Death 0-5 Years

CV Causes Non-CV Causes
Cause, No. of pts TAVR Surgery Cause, No. of pts TAVR Surgery
Cardiac Cause 8 9 Cancer 9 5
Acute Ml 0 2
Cardiac Arrest 2 1 COVID-19 3 1
Cardiogenic Shock 0 1 . .
CHF 2 3 Cirrhosis 1 0
Endocarditis 0 1 MVA 1 1
Sudden Cardiac Death 4 1
Non-coronary Parkinson's Disease 0 1
Vascular Conditions 1 o )
Procedure-related 2 2 Respiratory Failure 3 4
Stroke _ _ 3 4 Sepsis 4 1
Traumatic Head Injury 6 0
from Fall Suicide 1 0
Totals 261 Totals 22 13

"Due to chronic respiratory disease or pneumonia



@ FARTNER 3 Vital Status Sweep

e 30 | — Surgery
B - TAVR
%) 5-yr OR [95% CI] =
> 1-yr HR [95% Cl] = 1.14[0.73, 1.77]
| 20 0.41 [0.14, 1.18] P = 0.56
< P=0.09
o
A -1.2%
Q o r-04%  AT1Eh .
D 4o | A 1.4% A 0.7% 10.2%
0 9.0%
S 249
X Lol 3.1%
= 1.0%
0 - .
0 12 24 36 48 60
Months f P
Number at risk: onths from Procedure
TAVR 496 490 479 463 445 415

Surgery 454 435 424 413 404 378



MORTALITA — KATETRIZACNI X CHIRURGICKA

B 1avi ) SsAVR

5-year Mortality Rate 2-year Mortality Rate
80 80

70 67.8 70

60 55.3 55.4 -
N 50
- 40
. 30 287 27.6 28.9 30
N 20
P=0.47 0.0[-3.2, 3.2]
. 10
P=0.76 P =0.50 1.02 [0 85-1. 23] P =0.55 SRS 2 s - -
O 0 ] - ==
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I Life expectancy at 65 years, 2021
(by NUTS 2 region; in years)
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