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Antitromboticka a antikoagulacni |écba u chlopni

Jak postupovat pfri |é¢bé u pacientl s chlopenni vadou a chlopennimi nahradami ?
Které situace vyzaduji antikoagulacni léCbu ?

Kdy pouzit nova antikoagulancia v [éCbé chlopennich vad?

Jak postupovat u komplikaci béhem |écby a jak postupovat v pripadé nutného
preruseni lécby ?

Jak postupovat u pacientek s antikoagulacni Iécbou béhem téhotenstvi?

Je mozné zlepsit terapii u pacientd, kteri vyzaduiji trvalou antikoagulacni Ié¢bu ?
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Cil antitrombotické terapie u pacientu s chlopennimi
vadami a nahradami

Minimalizovat riziko tromboembolickych a Udrzet nizky vyskyt krvacivych

ischemickych prihod komplikaci
- CMP - Spojené s vykonem
- Systémova embolizace - Bez vazby na vykon (GIT....)

Infarkt myokardu
Trombodza chlopné

Periproceduralni i dlouhodoba leCebna strategie




Valvularni fibrilace sini v historickém kontextu

> Am J Med. 1947 Dec;3(6):718-39. doi: 10.1016/0002-9343(47)90218-0.
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Five Patients
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léCba u pacientu s FS

Annals of Internal Medicine

‘ REVIEW

Meta-analysis: Antithrombotic Therapy to Prevent Stroke in Patients
Who Have Nonvalvular Atrial Fibrillation

Robert G. Hart, MD; Lesly A. Pearce, M5; and Maria I. Aguilar, MD

Table 2. Adjusted-Dose Warfarin Compared with Placebo or No Treatment*

Study, Year Secondary
(Reference) Prevention,
%t
AFASAK |, 198992); &
1990 (3)

SPAF |, 1991 (5)

BAATAF, 1990 (4)1
CAFA, 1991 (&)

SPINAF, 1992 (7)

EAFT, 1993 (8)** 1

gmhwm

6 trialstt 20

Participants, Target Strokes/Patients/Patient-Years;
n INR Warfarin vs. Placebo or Control,
n/n/n

671 2842 9/335/413 vs. 19/336/398
421 2.0-4.5§ 8/210/263 vs. 19/211/245
420 1.5-2.78 3/212/487 vs. 13/208/435
378 2.0-3.0 6/187/237 vs. 9/191/241
&M 1.4-2.88 7/281/489 vs. 23/290/483
439 2540 20/225/507 vs. 50/214/405

2900 - 53/1450/2396 vs. 133/1450/2207

Relative Risk Absolute Risk Reduction,

Reduction %y ¥

(95% Cl),

¥

54 2.6

60| 4.7

78| 24

33 1.2

70| 33

68| 84

64 (49 to 74) Primary prevention, 2.7;

secondary prevention, 8.4

Conclusions: Adjusted-dose warfarin and antiplatelet agents re-
duce stroke by approximately 60% and by approximately 20%,
respectively, in patients who have atrial fibrillation. Warfarin is
substantially more efficacious (by approximately 40%) than anti-
platelet therapy. Absolute increases in major extracranial hemor-
rhage associated with antithrombotic therapy in participants from
the trials included in this meta-analysis were less than the absolute
reductions in stroke. Judicious use of antithrombotic therapy impor-
tantly reduces stroke for most patients who have atrial fibrillation.

Do studii nebyli zarazeni pacienti s revmatickym onemocnénim srdce Ci chlopennimi nahradami.




Warfarin versus NOAK u pacientu s nevalvularni FS

Warfarin

1.Malé terapeutické okno:
Riziko krvaceni pfiINR > 3, riziko trombembolické

komplikace < 2a v disledku malého terapeutického
okna

2. U&inek VKA na koagulaci je zprostfe

pusobeni

finitu VKS k jeha s ¢ove q. 98 T | e
t . 1 0
|Cr¥t§rca ° “ “ “ e C e m <LMWH,UFH, Fondaparinux + AT
o ] o]

y , Dabigatran <LMWH, UFH + AT
Prelom 90. Catek 21. stoleti

Dabigatran inhibitor trombinu | Fibrinogen | | Fibrin |
Xabany — inhibitory Xa




Nativni chlopné

Comparisons of NOACs and Warfarin in Patients With Atrial Fibrillation and VHD

SUBGROUP ANALYSES OF INDUSTRY-FOUNDED, MULTICENTER, RANDOMIZED CLINICAL TRIALS

\/H () Rivaroxaban  Apixaban Dabigatran

(ROCKET-AF, VHD 14% ) (ARISTOTLE, VHD 26%) (RE-LY, VHD 22%) (ENGAGE AF, VHD 13%)

Edoxaban

Patients

.' q from RCTs - » aIb
: for patients \ \, \, { k \

with NVAF

Stroke or SE
0.59 (0.37-0.93)
(HR, 95% CI for 0.89 (0.75-1.07) 0.70 (0.51-0.97) 0.97 (0.65-1.45)

DOAC vs VKA)

P for interaction 0.76 0.38 0.63 (D150)

(VHD vs no VHD) 0.65 (D110)

Breithardt G, et al. Avezum A, et al. Ezekowitz MD, et al. De Caterina R, et al.
Eur Heart J (2014) Circulation (2015) Circulation (2016) J Am Coll Cardiol (2017)

0.69 (0.44-1.07)

0.26 (E60)

Z celkového poctu 71 531 pacientd mélo 13 585 (19,0 %) stfedné tézkou/ tézkou chlopenni
vadu nebo predchozi chlopenni intervenci i bioprotézu. Naprosta vétSina (N = 10 633, tj. 78,2%)
méla mitralni regurigtaci.
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Antikoagulacni |écba u pacientu s chlopenni vadou a FS

Tida Urovei
Doporuten doporueni  diikazi

Antikoagulace

Pro prevenci CMP u pacientd s FS
q s indikaci k antikoagulacni lécbé je
doporuceno upfednostnit NOAC pred
podanim warfarinu u nemocnych
s aortalni stenozou, aortalni a mitralni
regurgitaci.
C

Podani NOAC neni doporuceno

q u pacientd s FS a stfedné tézkou/tézkou

mitralni stenozou.




Revmaticka mitralni stenoza

ORIGINAL ARTICLE (FREE PREVIEW )

Rivaroxaban in Rheumatic Heart Disease—Associated Atrial Fibrillation

Stuart ). Connolly, M.D., Ganesan Karthikeyan, M.D., D.M., Mpiko Ntsekhe, M.D., Ph.D., Abraham Haileamlak, M.D., Ahmed El Sayed, M.D., Alaa El
Shamrawy, M.D., Albertino Damasceno, M.D., Ph.D., Alvaro Avezum, M.D., Ph.D., Antonio M.L. Dans, M.D., Bernard Gitura, M.Med., Dayi Hu, M.D.,
Emmanuel R. Kamanzi, M.Med., et al., for the INVICTUS Investigatorst

RESULTS (Of 4565 enrolled patients, 4531 were included in the final analysis. The mean
age of the patients was 50.5 years, and 72.3% were women. Permanent discontinuation
of trial medication was more common with rivaroxaban than with vitamin K antagonist
therapy at all visits. In the intention-to-treat analysis, 500 patients in the rivaroxaban
group and 446 in the vitamin K antagonist group had a primary-outcome event. Survival
curves were nonproportional. The restricted mean survival time was 1599 days in the
rivaroxaban group and 1675 days in the vitamin K antagonist group (difference, —76 days;
95% confidence interval [CI], 121 to —31; P<0.001). A higher incidence of death
occurred in the rivaroxaban group than in the vitamin K antagonist group (restricted
mean survival time, 1608 days vs. 1680 days; difference, —72 days; 95% CI, -117 to -28).

No significant between-group difference in the rate of major bleeding was noted.

NEJM Sept. 2022



Studie INVICTUS
f138 center ve 24 \

zemich
- Afrika, Asie, a
% { Latinskd America

- PHRI, Hamilton
Coordinating Centre

. /

/ \ Rivaroxaban 20mg od (n=2275)
. . _ . (15 mg od if CrCl 15-49 ml/min)
Patients with RHD-AF with either of: ,
- Mitral stenosis (valve area <2cm?) | — @
- CHA,DS,VASc score 22 ,
\ J VKA (n=2256)

(INR 2-3) Am Heart J 2020;225:69-77



Studie INVICTUS

324 Rivaroxaban
100~ 28
904 24
. 20- VKA Stroke, Systemic Embolism, MI, or Death
% 5 ig' from Vascular or Unknown Causes
£ o0 4 . ldo
£ 5o 3+ Hazard ratio, 1.25 (95% Cl, 1.10-1.41) > Proportional-hazards ratio, 1.25 (95% Cl, 1.10-1.41)
0 T T T T T T T T 1 -
'é 40+ 0 6 12 18 24 30 36 42 48 54 §' N
T 30 Hld 8.21
v g 6.49 560/2275
10 S 6
0 T T T T T T T T 1 g 446!2256
0 6 12 18 24 30 36 42 48 54 ,&n 44
Months since Randomization =
No. at Risk
Ri b 2275 2124 2023 1931 1838 1750 1356 8 '
VKA T 225 2100 2003 1944 13850 1309 1392 8 CONCLUSIONS Rivaroxaban Group
Among patients with rheumatic heart disease-associated
Continued Receipt of Trial N . . . . . -
atrial fibrillation, vitamin K antagonist therapy led to a
HW VKA Group M Rivaroxat . . .
lower rate of a composite of cardiovascular events or death
100 98 - than rivaroxaban therapy, without a higher rate of bleeding.
w 207 (95% CI, 0.51-1.15)
E 80
S 70 &
S 6o- 6
S 50+ )
_&n 40 -oé
S 30 3 0.67
E 20 & 56/2251 li:m
& 104 VKA Group Rivaroxaban Group
0 -

Year 1 Year 2 Year 3 Year 4



Mechanické protezy a antikoagulacni lécba




Mechanické protézy
RE-ALIGN

KM curves for the composite of a first
thromboembolic event or death

—— Dabigatran —— Warfarin
1~0‘°E
— <3 . —
w =
2 06
G 1 p = 0.24 for comparison of treatment groups
2 0.4 (Wald %2 test)
o) m
3 0.2 A
g 0.
o . Start of RE-ALIGN extension trial
0.0 T T T T T T T 1
0 50 100 150 200 250 300 350 400
Time to First Event (Days)
No. at risk
Dabigatran 168 156 126 108 73 44 15 7
Warfarin 84 82 66 55 40 22 9 4

First thromboembolic event includes stroke, systemic embolism, transient ischaemic
attack, myocardial infarction. 13

1.0

N

Probability of No Event

0.0

No. at risk

0.8

0.6

0.4+

0.2+

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Dabigatran versus Warfarin in Patients
with Mechanical Heart Valves

John W. Eikelboom, M.D., Stuart J. Connolly, M.D., Martina Brueckmann, M.D.,
Christopher B. Granger, M.D., Arie P. Kappetein, M.D., Ph.D.,
Michael J. Mack, M.D., Jon Blatchford, C.Stat., Kevin Devenny, B.Sc.,
Jeffrey Friedman, M.D., Kelly Guiver, M.Sc., Ruth Harper, Ph.D., Yasser Khder, M.D.,
Maximilian T. Lobmeyer, Ph.D., Hugo Maas, Ph.D., Jens-Uwe Voigt, M.D.,
Maarten L. Simoons, M.D., and Frans Van de Werf, M.D., Ph.D.,
for the RE-ALIGN Investigators*

KM curves for a first bleeding event

(any bleeding)

—— Dabigatran —— Warfarin

p = 0.01 for comparison of treatment groups
(Wald #2 test)

" Start of RE-ALIGN extension trial

Dabigatran 168

Warfarin

84

T T T T T T 1
50 100 150 200 250 300 350 400
Time to First Event (Days)

129 103 86 58 32 1 6
73 56 50 38 22 1 4



Mechanicke protézy
RE-ALIGN ; priciny neuspéchu ??

79% pacientl bylo zarazeno bezprostredné po implantaci mechanické
chlopné (9 pacientu meélo CMP a 7 zavazné krvaceni do perikardu) —

NOAK nejsou bezpecné a ucinné pro ¢asné pooperacni obdobi ——
trauma pri operaci vyvolava prechodny hyperkoagulacni stav a aktivuje vnejsi
koagulacni kaskadu , kterou inhibuji VKA

Dabigatran inhibuje trombin, které jsou socasti koagulacni kaskady v
poméru 1:1 a mechanické chlopné neustale aktivuji kaskadu vedouci k
vysokym lokalnim koncentracim

VKA - inhibice vice faktoru v koagulacni kaskadeé ( vnéjSich i vnitrnich)




Mechanicke protézy
PROACT -Xa

Patients with On-X aortic valve replacement > 3 months prior

(n=1000)

Randomize
1:1

Apixaban 5 mg BID
Apixaban 2.5 mg BID in selected patients

Open
Label

2-year follow-up

Primary endpoint: composite of valve thrombosis and valve-related thromboembolism

Continued warfarin
INR goal 2.0 - 3.0

Secondary endpoints: components of primary composite endpoint, major bleeding

Co-primary efficacy objectives:

1. To determine if apixaban is non-inferior to warfarin for primary composite outcome
2. To determine if apixaban provides acceptable anticoagulation compared with an objective

performance criterion (OPC)

V 9/2022 byla studie
pozastavena

z dUvodu nedostatku dukazu
podporujicich noninferioritu
apixabanu oproti warfarinu v
pripadé trombodzy a
tromboembolie na chlopni



Mechanicka nahrada - lécba

U pacientt po implantaci MHV je doporucovana celozivotni OAC s VKA.

U pacientd s VKA je doporucovano samomonitorovani INR za predpokladu odpovidajiciho tréninku a kontroly kvality.

U pacientl po implantaci BHV, ktefi maji dalsi indikaci k antikoagulaci, je doporucovana OAC.®
U pacientu s BHV a FS by mélo byt zvazeno uprednostnéni NOAC pred VKA po 3 mésicich po operaci.

U pacientu, u kterych neni indikovana OAC, by méla byt zvazena nizka davka ASA (75-100 mg/den) nebo OAC s VKA
béhem prvnich 3 mésich po operaci.

U pacientt, u kterych neni indikovana OAC, by méla byt zvazena OAC s VKA béhem prvnich 3 mésicu po implantaci
BHV do mitralni nebo trikuspidalni pozice.

U vybranych pacientd s MHV v pripadé soucasné aterosklerdzy a nizkého rizika krvaceni by mohlo byt zvazeno
pridani nizke davky ASA (75-100 mg) k VKA.

Pridani nizke davky ASA (75-100 mg) k VKA by mélo byt zvazeno po tromboembolické pfihodé pres adekvatni
hodnotu INR.
U pacientt s FS po impla

ntaci BHV do mitralni pozice by mohlo byt zvazeno uprednostneni NOAC pred VKA béhem

NOAC nejsou doporucena u pacientu s MHV.

lib

lib




Mechanicke protézy- doporucené hodnoty INR

Trombogenicita Rizikové faktory pacienta®

protézy Zadné Jeden a vice rizikovych faktori
Nizka® 2,5 3.0

Strednit 3,0 3,5

Vysoka“ 3,5 4.0

INR — mezinarodni normalizovany pomer.

* Nahrada mitralni nebo trikuspidalni chlopné, tromboembolicka
prihoda v anamneéze, fibrilace sini, mitralni stenoza jakéhokoliv stupné;
EF LK < 35 %.

b Carbomedics, Medtronic Hall, ATS, Medtronic Open-Pivot, 5t Jude
Medical, Sorin Bicarbon.

¢ Jiné dvoulisté chlopenni nahrady s chybéjicimi dostatecnymi daty.

? Lillehei-Kaster, Omniscience, Starr-Edwards (kulickova), Bjork-Shiley

a dalsi diskove chlopenni nahrady.



Bioprotézy a IéCba




Lécba po implantaci bioprotézy v aortalni pozici

Antithrombotic therapy after bioprosthetic aortic valve implantation

INVESTIGATOR-INITIATED, OPEN LABEL, SINGLE CENTER, RANDOMIZED TRIAL

Warfarin Aspirin
H 3 28 (target INR, 2.0 to 3.0) (150 mg once daily)
il A Patients referred for first
A *“ time AVR with or without J ] J )
concomitant CABG N=167 N=161
Thromboembolic
o 6.6% 7.5%
complications
(follow-up 3 months) Difference, 0.9%; P=0.83

1.3%

Rafiq S, et al. Thromb Res. 2017;150:104-110




Lécba po implantaci bioprotézy v mitralni pozici

Rivaroxaban in Patients with Atrial Fibrillation and a Bioprosthetic Mitral Valve 100 .
80 |
Rivaroxaban Warfarin - " .
; (20 mg once daily) (target INR, 2.0 to 3.0) % 10+ —
Y7 Patients with atrial 3" . Riveroxaban
Iy fibrillation and a J ) ¢ / ) 2 o ij
bioprosthetic mitral valve N=500 N=501 E o o
Mean t|me to death’ 47 4 1 3 304 0 30 60 90 120 150 180 210 240 270 300 330 360
MACE, or major bleeding 347.5 days 340. days 20
(follow-up 12 months) Difference, 7.4 days; 95% CI, -1.4 to 16.3; P,,<0.001 10 L — ==

Major bIEEding events 1.4% 2.6% Oo 30 60 % 120 150 Du';o 20 240 270 300 330 360
ays
+

Guimaries HP, et al. N Engl ) Med 2020; 383:2117-2126 Py ot s

Warfarin 505 496 487 483 474 469 463 458 456 455 450 445
Rivaroxaban 500 493 491 484 483 481 479 473 469 466 459 453

Umrti z KV pfi¢in nebo TE piihod bylo u 17 pacientd (3,4 %) ve skupiné s rivaroxabanem a u 26 (5,1 %) ve
skupiné s warfarinem. Vyskyt CMP byl 0,6 % ve skupiné s rivaroxabanem a 2,4 % ve skupiné s warfarinem
Zavazné krvaceni bylo u 7 pacientl (1,4 %) ve skupiné s rivaroxabanem a u 13 (2,6 %) ve skupiné s warfarinem.
Cetnost ostatnich zavaznych nezadoucich pfihod byla v obou skupindch podobna.




Lecba po nahrade chlopni bioprotézou

Recommendations for perioperative and postoperative antithrombotic management

2017 VHD Guidelines

Surgical valve replacement

of valve replacement or repair

2021 VHD Guidelines Class

NOACs should be considered over VKA
after 3 months following surgical

implantation of a BHV, in patients with i
AF.

In patients with no baseline indications

for OAC, low-dose aspirin (75-

100 mg/day) or OAC using a VKA lla

should be considered for the first 3
months after surgical implantation of
an aortic BHV.

ESC/ EATS Guidelines for the management of valvular heart

disease, EHJ 2021




Lecba po nahrade chlopni bioprotézou

Recommendations for perioperative and postoperative antithrombotic management
of valve replacement or repair

2017 VHD Guidelines Class 2021 VHD Guidelines Class

Surgical valve replacement

NOACs may be considered over VKA
within 3 months following surgical
implantation of a BHV in mitral
position in patients with AF.

Ilb

ESC/ EATS Guidelines for the management of valvular heart
disease, EHJ 2021




Katetrizacni nahrady- TAVI




Randomizovaneé studie

Patients Therapeutic strategy Randomized controlled trials Completion date
. - POPular-TAVI (NCT02247128) —
: Single antiplatelet therapy [ | e—] DAPT vs. SAPT (clopidogrel) 2020 _
Antiplatelet vs.
Dual antiplatelet therapy CLOE (Funding under review)

DAPT vs. SAPT (clopidogrel)

GALILEO (NCT02556203) f
Rivaroxaban+ASA vs. DAPT -@-

2019 ] —

(results)

2020

[

ATLANTIS (NCT02664649)
Anticoagulation + Antiplatelet

Anticoagulation vs.
Dual antiplatelet therapy

Apixaban vs. standard of care
ADAPT-TAVR (NCT03284827) —
Edoxaban vs. DAPT 2020

=
—
=

[ R —— 2019 ] PR
=
=
—

Q
<
@)
L
o
e
c
o
.;
©
o=
°
IE
o
<

Anticoagulation alone ATLANTIS (NCT02664649) —
Anticoagulation VSs. Apixaban vs. standard of care

alone Anticoagulation + Antiplatelet AVATAR (NCT02735902) ' 2020
VKA vs. VKA+ASA

CLOE (Funding under review)
DAPT vs. SAPT (clopidogrel)

Indication for OAC

Anti coagul ant Anticoagulation (NOAC) * Antiplatelet

s Bt o e — 2020
8 Anticoagulation (VKA) £ Antiplatelet




Lécba pacientu po intervenci TAVI

Aspirin with or without Clopidogrel after Transcatheter Aortic-Valve Implantation 1004 401

Risk ratio for aspirin vs. aspirin+clopidogrel,
0.57 (95% Cl, 0.42-0.77)

POPULAR TAVI COHORT A | INVESTIGATOR-INITIATED, OPEN LABEL, MULTICENTER, RANDOMIZED TRIAL 304 Aspirin+clopidogre

K}
Aspirin DAPT £ " oy
665 (80 to 100 mg/day) (Aspirin + Clopidogrel 75 mg/day for 3 months) &g’ - Aspirin
. _ £3 101
Patients undergoing TAVI g2 50

with no baseline indication to (/ / (/ / L/ / e 0 — — — S

oral anticoagulation therapy N=331 N=334 ez 0 45 90 135 180 225 270 315 360
2

I bleedi 0 9 -

All bleeding 15.1% 26.6% S F
at 12 months Risk ratio, 0.57; 95% CI, 0.42 to 0.77; P=0.001 0 . |

0 45 90 155 léO 2%5 2|70 315 3éo
CcVv death, Stere, or 9 79/ Noninferior 9 go/ Days since TAVI Procedure
- - - . 0 . (1] .
myocardial infarction No. at Risk
248 244 243 239 238

Aspirin+clopidogrel 334 237 237 234

Brouwer J, et al. N Engl ) Med. 2020;383:1447-1457 Aspirin 331 280 279 276 271 269 267 266 264

Ll mamrmiant®r mAadctiimiiaiab TAV/L Liandl mmarm~ Xl sl aar L o~ Au-AI F anrntile~ e . A gl \1\’11'\'1 4

U }Jdblc It IJUUDI.UIJ Jlblbll IM\Vvl, (CIT TITITICTIT ITTUTAAUI IJ Iall Rl dl ItINUA U Cl, U)’I Vy L

krvaceni a kombinace krvaceni nebo tromboembolickych pfihod po 1 roce vyznamné meneé
S

Casty ve skupiné uzivajici samotny aspirin nez pri kombinaci aspirinu a clopidogrelu
y pu | 13 2
U



Lécba pacientu po intervenci TAVI

Anticoagulation with or without Clopidogrel after TAVI

POPULAR TAVI COHORT B | INVESTIGATOR-INITIATED, OPEN LABEL, MULTICENTER, RANDOMIZED TRIAL 1009

OAC OAC + Clopidogrel
3 1 3 (VKA or NOAC) B e

(75 mg/day for 3 months)

' Patients undergoing TAVI
' with baseline indication to J J J
oral anticoagulation therapy

N=157 N=156

754

504

Cumulative Percentage of Patients with Bleeding

40

304

20+

10

Oral anticoagulant+clopidogrel

Risk ratio for oral anticoagulant vs.
oral anticoagulant-+clopidogrel,
0.63 (95% Cl, 0.43-0.90)

T T T T T T T 1
45 90 135 180 225 270 315 360

6
:
All bleeding 21.7% 34.6% r_/” -
at 12 months Risk ratio, 0.63; 95% Cl, 0.43 to 0.90; P=0.01 g
13 4% Noninferior 17 3% K % < b i 2 o s ~
myocardial infarction . ) . R ESTA Dons
Nijenhuis VJ, et al. N Engl J Med. 2020;382:1696-1707 Clmmcgnt PR 1S D6 13 w1 iy a4 am oo

|léCbou nez ve skupiné se soucCasnou léCbou clopidogrelem.

U pacientt podstupujicich TAVI, ktefi dostavali oralni antikoagulacni IéCbu byl vyskyt zavazného
krvaceni po dobu 1 mésice nebo 1 roku nizsi ve skupiné pacientll se samotnou antikoagulacni




Lécba pacientu po intervenci TAVI

A Controlled Trial of Rivaroxaban after Transcatheter Aortic-Valve Replacement

GALILEO | INDUSTRY-FUNDED, OPEN LABEL, MULTICENTER, EVENT-DRIVEN, RANDOMIZED TRIAL

Rivaroxaban 10 m Aspirin 75-100 m
1,664 £ ; i

(with aspirin 75-100 mg/day for the first 3 mo)  (with clopidogrel 75 mg/day for the first 3 mo)
Patients without an ) )
established indication for / -

DAC after successful TAVI N=826 N=818
9.8% 7.2%

Hazard ratio, 1.35; 95% CI, 1.01 to 1.81; P=0.04

4.3% 2.8%

Dangas GD. et al. N Engl I Med. 2020;382:120-129

Death or thromboembolic
events (annualized)

Maijor, disabling, or life-
threatening bleeding

A Primary Efficacy Outcome

L0090 Hazard ratio for rivaroxaban group
vs. antiplatelet group,
0.15- 1.35 (95% Cl, 1.01-1.81)
0.75+ Rivaroxaban group
° 0.10
[
g :
£ 0504 0054 Antiplatelet group
=
£
v 0.00 T T T T T T T 1
0.254 0 90 180 270 360 450 540 630 720
000 T T T T T T T 1
0 90 180 270 360 450 540 630 720
Days since Randomization
No. at Risk

Rivaroxaban group 826 777 738 687 604 476 335 206 90
Antiplatelet group 818 779 740 699 622 496 339 211 93

aglﬁluvl T T O UNJ r.lv Mvr.lvvl LA~ 4 Ty YV 1\

umrti

|éCebna strategie zahrnuijici rivaroxaban v davce 10 mg denne spojena s vysSim rizikem

nebo tromboembolickych komplikaci a vysSim rizikem krvaceni nez strategie zalozena

D

Ia
antiagregacni lecbé




Lécba pacientu po intervenci TAVI

Reduced Leaflet Motion after Transcatheter Aortic-Valve Replacement

GALILEO 4D | INDUSTRY-FUNDED, OPEN LABEL, MULTICENTER, EVENT-DRIVEN, RANDOMIZED TRIAL

. 231 Rivaroxaban 10 mg Aspirin 75-100 mg
' b (with aspirin 75-100 mg/day for the first 3 mo)  (with clopidegrel 75 mg/day for the first 3 mo) .
'\ Patients without an ) ) “ \‘ rest YA s i
established indication for 1 = B Gudeomom
OAC after successful TAVI N=115 N=116 § s T\ "m';...“;.: 0]
| “ (P ‘L.va|d:‘ 3>’~\ | “
5 . 0 0 It g (-mdr?‘ ‘
Leaflet motion reduction 2.1% 10.9% | o
grade 23 at 3 months i
leference -8.8%; 95% CI’ _16‘5 tﬂ _-1 .9; P=o-o1 B Reduced Leaflet Motion and Leaflet Thickening, Intention-to-Treat Analysis
Reduced Leaflet Motion of Grade =3 Leaflet Thickening
Leaflet thickening 12.4% 32.4% )
g P 0017
De Backer O, et al. N Engl ] Med 2020;382:130-139 § ] ’ l

Rivaroxal ban Antiplatelet Rivaroxaban Antiplatelet
No. of Patients 97 101

» V podstudii studie GALILEO (zahrnuijici pacienty bez indikace dlouhodobé antikoagulace,
ktefi podstoupili TAVR) byla IéCba rivaroxabanem v prevenci subklinickych abnormalit
pohybu cipu ucinnéjsi nez protidestickova |écbé.

» V hlavni studii vSak byla IéCba rivaroxabanem spojena s vySsSim rizikem umrti nebo
tromboembolickych komplikaci a vysSim rizikem krvaceni nez protidestiCkova léCba .




Lécba pacientu po intervenci TAVI

The ATLANTIS trial
Primary endpoint (Intent-to-treat) [ Safetyanalysis.
Time to death, stroke, MI, systemic embolim, intracardiac or valve (Primary safety : BARC 4, 3a, 3b and 3¢)
thrombosis, VT/PE, major bleedings S rant
Indication for OAC (Stratum 1)
25%4 15%4 Hazard Ratio 0.91; 95% C1 0.52-1.60
20% >
15%4 —— Apixaban arrr 10%+4
10% 4 7
0% + 5 )
sxd 2 = No indication for OAC (Stratum 2)
{' Hazard Ratio 0.92; 95% CI 0.73-1.16 Hazard Ratio 1.09; 95% C1 0.69-1.69
0% T - T 0% - - - .
100 400 0 100 2 4
No at risk 0 40 20 No at risk %0 300 00
SOC 751 646 583 555 42 VKA (51) 228 196 180 170 14
Apbaban @EE 645 612 585 2 Apixaban (S1) @2E] 188 177 167
Andplar(52) @23 479 459 441 18
Apixaban (52) EZE]
Apbaban  Standard-of-care P Hazard ratio
(= 749) tn= 751) - (95% CI)
Primary outcome 138 (184%) 151 (20,1%) 092 (0.73-1,16)  Primary safety endpoinct 64 (85%) 64 (8.5%) 1.02 (0.72-1.44)
No indicati
OOMI: (:::;;';;w 89 (16.9%) 101 (19.3%) 0.57 0.88 (0.66-1,17)  Life-threatening bleeding 19 (2.5%) 18 (2.4%) 1.06 (0.55-2.02)
Ind fi
o.«'g?::cs‘:r, 49 (21.9%) 50 (21.9%) 1.02 (0.68-1.51)  Major bleeding 50 (6.7%) 48 (8.4%) 1,07 (0.72-159)
Major bleeding (BARC 2 or 32) 70 (9.3%) 78 (10.4%) 0.91 (0.66-1.26)
* Per-prococol anysis (v=1299) were consstent with ITT an o the prieary endpon
.Hu‘;‘;:a;v. cr;;i.“u. akiie s eediibh o i3 shol kel i 1k Any bleedingt 174 (23.2%) 170 (22.6%) 1.05 (0.85.1,30)
» Nonnfersoeity of apaiban verses the atandard of care was demonstrated for the primary {Life-thveatening fnchuding fatal) or dsatiing or majoe bleedieg (BARC 4, 3a, 3b and 3g),

endpomnt using a prespecified non-inferiortty mangi for the upper boundary of the hazard ratio of 1,2 as defined by Vaive Academic Research Consortium-2 (VARC:2)

—

Lécba apixabanem po TAVI nebyla superiorni oproti standardni antitrombotické |écbé, pokud jde o klinicky
prinos po dobu 1 roku. Byla vSak prokazana non-inferiorita. Vyskyt krvacivych prihod u apixabanu byla
podobny jako u soucasného standardu |éCby, v podstudii byl mensi vyskyt subklinické trombdzy a PE, ale
vetsi vyskyt nekardidlnich pficin umrti.

European Heart Journal, August 2022




What is new (34) @ESC
@EACTS

W e T,

Recommendations for perioperative and postoperative antithrombotic management
of valve replacement or repair

2017 VHD Guidelines Class 2021 VHD Guidelines Class
Transcatheter Aortic Valve Implantation
OAC is recommended lifelong for TAVI
patients who have other indications
for OAC.

Lifelong SAPT is recommended after

TAVI in patients with no baseline
indication for OAC.

SAPT may be considered after TAVI in
the case of high bleeding risk

Routine use of OAC is not
recommended after TAVI in patients
with no baseline indication for OAC.

ACTS

=
1]

) ) ) I0ZLESC/EACTS Guidelines for the management of valvolar heart disease
www.escardio.org/puidelines [European Heart Journal, 2021 = doi: 10.1093/surheartj/ehzb395; European Journal of Cardio-Thoracic Surgery; 2021 - doi: 101093/ ejcts/ezab3E0)



Schéma uzivani NOAC a VKA u pacientu
s chlopenni vadou a nahradou chlopne ???

Valvular heart disease

v v

Native valvular disease Prosthetic valve

| |
v v v v v v v
Mild Severe
Mitral Aortic Aortic . . . . .
o . - mitral mitral Mechanical valve Bioprosthetic valve
regurgitation regurgitation stenosis . .
stenosis stenosis

I I
L 2 v L 2 v

v
Unknown, .
- : ; s : e Mitral
NOACs safer and more effective than VKAs INVICTUS ortic position Mitral position Aortic position -
ongoing o
Unknown, VKA safer and Atrial No atrial NObAiT
EROACTAa MOISEHEEVERN | . . ion || fibrillation | | cafer and
ongoing than NOAC selchan
more
effective
than VKAs
A 4 A
iplat
NOAC probably Antiplatelet safer
and more
as safe and :
effective as VKA Siteeihan
NOAC

Eur Heart J Suppl, Volume 24, Issue Supplement_A, February 2022, Pages A19—
A31,




Antiagregace a antikoagulace u bioproteéz vc.
TAVI




Antikoagulace a téhotenstvi




Antikoagulace v tehotenstvi

(

-

~

warfarinova embryopatie
béhem 1.trimestru v 0,6-10 % (nasalni hypoplazie, chondrodysplazie),
neurotoxicita, riziko krvaceni
2. a 3. trimestr - riziko poSkozeni plodu 0,7-2% pfi terapii warfarinem a UFH )

1. trimestr;

warfarin pokud staCi DD <5 mg (riziko embryopatie je pod 3 %), LMWH je-li potfeba warfarin
v DD >5 mg (za kontroly antiXa)
13. tyden - 36. tyden: warfarin nebo LMWH

od 36. tydne

LMWH (za kontroly antiXa) nebo UFH

36 hodin pred porodem UFH
4-6 hodin pred porodem STOP

4-6 hodin po

porodu pokracovani pokud nejsou krvacivé komplikace

46 hodin po porodu lze warfarinem, bezpecny i pfi kojeni

~

1- 1,2 U/l u pravostrannych chlopni a chlopni v mitralni pozici.
\Monitorace antiXa 1x tydné, u UFH kazdych 36 hodin (aPTT) y

Cilova hodnota antiXa (4-6 hodin po aplikaci)
0,8-1,2 U/l u chlopni v aortalni pozici,




Mechanické nahrady a antikoagulace

{ Zeny s mechanickou chopenninéhvadou a wysolymi davkami VKA. J

(warfarin > 5 mg/den nebo fen mg/den nebo acenocumarol > 2
které planuji téhotenstvi: mmmmomhom&lﬁnamvéMVKAazdo

TEHOTENSTVI

/KA, monitorovat | Prevedeni na i.v. Uﬂmhospi- Prevedeni na LMWH 2krét
ladva | NEBO uﬂzace:amzzkmmdw NEBO | denné za hospitalizace; pecliva
ienéproﬁkolmole(la)‘ mitm(lla)“

Pfevedeni z LMWH/UFH na VKA
Pokradovat s VKA, monitorovat
2_J3. INR alespod jednou za d 2a hospitalizace (Ila). Monito-
trim. tydny (Ila).

36.
tyden

36 h pfed
planovanym
porodem

Porod

2018 ESC Guidelines for the management of
cardiovascular diseases during pregnancy



V4

Nutnost preruseni antikoagulacni |éCby

VKAs ;ays NOACs

Stop VKA —

Start UFH or _|
therapeutic dosage of LMWH

Stop LMWH —
Stop UFH 6h before procedure —

5

— Stop NOACs

Intervention

Restart UFH 12h-24h after procedure —
Restart VKA —

Switch to LMWH or continue UFH —

Stop UFH/LMWH: —
+* INR >2.0 (aortic)
* INR >2.5 (mitral)

+1

+2

+3

+4

+5

+6

— Start UFH 12h-24h after procedure

— Switch to LMWH or continue UFH

— Restart NOAC and stop UFH/LMWH

AV

@ESC

@EACTS

Management of OAC in
patients with an indication
for preoperative bridging

Reproduced trom Sousa-Uva M etal., Eur)
Cardiothorac Surg (2018).DOI: 10,1093/ ejets/ezx3ld,

ACTS

C/E

_ _ _ Z0Z1ESC/EACTS Guidelines tor the management of valvular heart disease
www.escardio.org/puidelines [Eurcpean Heart Journzal; 2021 = doi; 10,1093/ eurheartj/ehab395; European Journal of Cardio-Thoracic Surgery; 2021 = doi: 10,1093/ ejets/ezab3B9)




/aver

* u pacientd s vyznamnou revmatickou stendzou a u pacientu
s mechanickymi nahradami jsou nadale jedinou alternativou VKA

 pacienti s fibrilaci sini a aortalni stendzou, aortalni regurgitaci,
mitralni regurgitaci a mirnou mitralni stenézou jsou indikovani k
lécbeé NOAK

* pacienti s bioprotézami by méli v pripadé SR dlouhodobé uzivat ASA,
v pripadeé FS je doporucovana lécba NOAK

 pacienti po TAVI bez jiné indikace k antikoagulaci jsou indikovani k
SAPT, u pacientu s indikaci k antikoagulacni |éCbé nepfinasi adjuvantni
antiagregacni lécba benefit

* Individualizace lécby




Dékuji za pozornost




