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Je potrebné laboratérne monitorovanie
ucinnosti a nasledna individualizacia lieCby
antagonistami ADP receptorov (ADPRB)
u pacientov (s AKS) podstupujucich PCI?



Odporucania ESC

dualna protidostickova liecba

Recommendations m Level

Radlal over femoral access is recommended for coronary anglography and PCI if performed by an expert radia opcrator.“ "

In patients treated with DAPT, a daly aspirin dose of 73- 100mg i reearmmended A

A PPl in combination with DAPT® i recommended "+

Valgimigli et al. Eur Heart J 2018; 39: 213 — 260.
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Vyznam rezistencie na liecbu ADPRB v praxi: trombdza stentu
v dosledku vysokej reaktivity trombocytov na liecbe klopidogrelom
(verifikované optickou agregometriou a meranim fosforylacie VASP)






Otazky spojené s individualizaciou liecby
ADPRB

1. Ako monitorovat ucinnost liecby ADPRB? =
ako identifikovat jedincov s vysokou
reaktivitou trombocytov (HTPR)?

2. Ako individualizovat ucinnost liecby ADPRB?
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Ako monitorovat ucinnost liecby ADPRB?
Algoritmus l. internej kliniky JLF UK

- U&innosti lie¢by antagonistom ADP receptorov vysetrena vo vzorkach:

1. pred urgentnou koronarografiou
(stanovenie ucinnosti nasycovacej davky)

2. nadruhy den po koronarografii
(stanovenie ucinnosti udrziavacej davky)

3. priambulantnom vysSetreni 1 mesiac po koronarografii
(stanovenie ucinnosti dlhodobej udrziavacej liecby)

- U&innost lieby ADPRB je vySetrena pomocou optickej agregometrie
s indukciou ADP a merania fosforylacie VASP prietokovou cytometriou



Otazky spojené s individualizaciou liecby
ADPRB

1. Ako monitorovat ucinnost liecby ADPRB? =
ako identifikovat jedincov s vysokou
reaktivitou trombocytov (HTPR)?

2. Ako individualizovat ucinnost liecby ADPRB?




Ako individualizovat liecbu ADPRB?

(tailored antiplatelet therapy)

stale chyba EBM do6kaz v triede A u pacientov po PCI
(Studie GRAVITAS, ARCTIC, ANTARCTIC, Trigger-PCl)

individualizacia liecby klopidogrelom:

vyhody: moZe byt UCinna u Casti pacientoy, je v sulade s SPC, indikacnymi
obmedzeniami (zvySuje sa , len“ odporucena davka)

nevyhody: je nedostatocne Ucinna/neucinna u pomalych metabolizérov klopidogrelu
(v zavislosti do polymorfizmov CYP2C19), stratégia zlyhala v studii GRAVITAS

preklenutie rezistencie podanim antagonistu GP llb/llla receptorov:

vyhody: je v sulade s SPC, indikacnymi obmedzeniami, dlhodobé klinické skusenosti
nevyhody: kratky polcas, potreba kontinualneho i.v. podavania, cena liecby

zmena ADPRB



1. Individualizacia davkovania
Gravitas

Prva klinicka, randomizovana studia hodnotiaca efekt
individualizacie liecby klopidogrelom u pacientov po PCl s
implantaciou DES a HTPR (2214 pacientov) pomocou point-of-

care stanovenia.

Design sStudie Gravitas
Primarny endpoint:

-smrt z KV pricin, nefatainy
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@ trombdéza pocdas 6 mesiacov

Elektivna alebo urgenina PCl s
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Vysoka reaktivita Nizka reaktivita
trombocytov trombocytov

Nie

]

N?vy'§enie Standardna davka

davky davk-a klopidogrelu
Klopidogrel klopidogrelu 75mg /denne
600 mg 75 mg/denne

nasledne 150

mg

Standardna

Price et al. JAMA 2011; 305: 1097 - 1105



1. Individualizacia davkovania
Gravitas - vysledky

Patients with high on-treatmen!t piateiot reactivity
recaesving high- or standard-dose clopidogrel
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1. Individualizacia davkovania

Gravitas — sub-analyza

Subanalyza Studie GRAVITAS preukazala, ze v skupine s nizkou reaktivitou

trombocytov < 230 bol signifikantne nizsi vyskyt primarneho endpointu v
porovnani so skupinou s vysokou reaktivitou trombocytov po 60 dnoch
sledovania (HR, 0,18; 95% Cl, 0,04 az 0,79; P=0,02) a po 6 mesiacoch (HR,
0,43;95% Cl, 0,23 az 0,82; P=0,01)
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Price MJ et al. Circulation 2011; 124: 1132 - 1137



1. Individualizacia davkovania
ARCTIC

e klinicka, randomizovand, multicentricka Studia u pacientov s ischemickou chorobou srdca alebo
NSTEMI s implantaciou DES (2440 pacientov)

«  Rameno s monitorovanim liecby: v pripade vysokej reaktivity na lieCbe klopidogrelom zmena na
prasugrel (len 3,3% pacientov) alebo navysenie davky klopidogrelu o 75 mg; pacienti s nizkou
reaktivitou trombocytov na liecbe klopidogrelom event. prasugrelom zmena na klopidogrel 75
mg/denne

* Rameno bez monitorovania liecby: anopyrin + klopidogrel; anopyrin + prasugrel na rozhodnuti
lekara

- Point of care test — Verify Now; PRU > 235 nedostatocne ucinna

- Nebol zisteny signifikanty rozdiel v primarnom a sekundarnom endpointe v sledovanych ramenach
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Collet JP et al. NEJM 2012;
367: 2100 - 2109




2. preklenutie rezistencie podanim
antagonistu GP llb/llla receptorov

 Randomizovana klinicka studia u non-respondérov na klopidogrel po PClI
(149 pacientov)

* Opticka agregometria
 Dve ramena u non-respondérov na liecbu:
* -individualizované rameno: pridanie GP llb/Illa podla agregability

* - konvencéné rameno: pridanie GP llb/llla na rozhodnuti intervencného
kardiologa

 Vramene s individualizovanou liecbou signifikantne nizsi vyskyt KV prihod
ako v ramene bez individualizacie

- Conventional Group
- = - Active Group

Cuisset T et al., JACC Cardiovasc Interv 2008;
1: 649 - 653
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3. zmena za novy ADPRB

PRI of VASP-P (%) ADP indukovana reaktivita trombocytov (%)

e=4== \DP indukovana
<3 PRIVASP-P (%) reaktivita...

vzorkal vzorka 2 vzorka3 vzorkal vzorka 3

- zmena klopidogrelu na prasugrel u pacienta s trombozou stentu

Samos M et. al. Am J Emerg Med 2014; 32: 461 — 465.
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Abstract
Introduction: Dual antiplatelet treatment (DAPT) with clopidogrel and aspirin represents common approach in prevention of .
thromboembolic events in patients with acute coronary syndrome undergoing percutaneous coronary intervention (PCl). The
drawback of clopidogrel treatment is large interindividual variability in response. Aim: Our article aims to suggesting the most
convenient method in monitoring the DAPT of post-PCl patients. Methods: We analyzed the on-treatment platelet reactivity by [l ciopisogres seett 2§ o o001 13
light transmission aggregometry and vasodilator-stimulated phosphoprotein (VASP) flow cytometric assay. Samples were . .
obeained in 3 intervals: first prior to PCI, then |, and 30 days after PCI. Results: Based on VASP-platelet reactivity index (PRI), e o (YR

e observed 100% response rate in prasugrel-treated patients and 62% to 73 % in the clopidogrel group. Overall, only 2 (7%) T R N U T TR
patients with the VASP-PRI value in therapeutic range had major adverse cardiovascular events. Conclusion: Our results hint| [l Response measured by platelet reactivity (VASP index in %) for clo-

pidogrel and prasugrel group. VASP indicates vasoddator-stamulated
ASP-phosphorylation assay as a relevant method for guiding and tailoring DAP.

phosphoprotein; ADP, adenosine diphosphate

Prasugrel dosiahol signifikantne lepSiu inhibiciu ADP signalnej drahy v porovnani s
klopidogrelom u pacientov s akitnym STEMI podstupujtcich pPCI




3. zmena za novy ADPRB

TRANSLATE-ACS

- Prospektivna, observacna studia u pacientov s AKS po PCl (671 pacientov)

- VerifyNow®; HTPR = PRU > 208 (261 pacientov = 38,9%)
Dve ramena:

- klopidogrel bol zmeneny za prasugrel

- pokracujuca liecba klopidogrelom

4

- v ramene so zmenenou liecbou mali singnifikantne nizsi vyskyt KV prihod
ako v ramene s pokracujucou liecbou

Bagai A et al. Am Heart J 2017; 187: 19 — 28.



3. zmena za novy ADPRB

TRIGGER-PCI

* Klinickd, randomizovana Studia u pacientov s stabilnou koronarnou chorobou srdca s
elektivnymi PCl pouzitim DES a HTPR (423 pacientov)

* Verify Now®; PRU > 208
 Dve ramena:
-zmena klopidogrelu na prasugrel
- pokracovanie v liecbe klopidogrelom

- Pacienti v ramene so zmenenou liecbou mali signifikantne nizsiu reaktivitu trombocytov
ako v ramene bez zmeny

* Predcasne ukoncéena pre nizky vyskyt primarneho end-pointu
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TROPICAL ACS

 Randomizovana, multicetricka studia u pacientov s AKS
po PCI (2610 pacientov)

 Dve ramena: - anopyrin + prasugrel na 12 mesiacov

- deeskalacia prasugrelu na klopidogrel
podla monitorovania reaktivity trombocytov

- Nebol zisteny signifikantny rozdiel v sledovanych
skupinach ani v KV prihodach ani v krvacavych prihodach

Sibbing D et al. Lancet 2017; 390: 1747 — 1757.



ZAVER

stale chyba EBM dokaz v triede A podporujuci vyznam
individualizacie liecby ADPRB;

vacsina randomizovanych studii bola realizovana u pacientov so
stabilnou koronarnou chorobou a vyuzivala len 1 test funkcie
trombocytov (VerifyNow®); rozdielna definicia HTPR;

monitorovanie Ucinnosti liecby ADPRB mo6ze identifikovat pacientov
s HTPR; HTPR je spojena s rizikom trombozy stentu;

individualizacia liecby zmenou davkovania ADPRB sa zda byt
nedostatocne Ucinnou;

individualizdcia zmenou klopidogrelu za novy ADPRB moze znizit
reaktivitu trombocytov a znizit aj vyskyt kardiovaskularnych prihod.






