Antiagregacni terapie
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Rozdeéeleni antitromboticke lécby

antikoagulacni (anti-lla):

— neprimé inhibitory trombinu (nutnost AT Ill): heparin, LMWH
— primé inhibitory trombinu: dabigatran, argatroban

— kumariny — snizuji hladiny na K vit. zavislych faktoru: warfarin
antitromboticka (anti-Xa):

— neprimeé inhibitory Xa (nutnost AT Ill): LMWH, pentasacharid
— primé inhibitory Xa: xabany — rivaroxaban, abixaban, edoxaban
antiagregacni (antitrombocytarni):

— ASA,

— clopidogrel, prasugrel; elinogrel, ticagrelor

— Inhibitory GP lIb/llla

trombolyticka: streptokinaza, urokinaza, rt-PA

substitucni:
— ATIII, aPC



Cesty aktivace desticek

Fosfolipidy b. membrany

zanet
) - PGH2 Synt 2 }
k.arachidonova > PGG2/H2
PGH2 Synt 1 S
Cyclooxygenase
PGG2/H2 -+
e N y
Prostacyclin TXAZ2 Trombin A;DP
| I I > aktivace desticek
{
expozice Gplibllla
Vo< H

agregace



Acetylosalicylova kyselina

* lIrreverzibilni acetylace serinu 529 v COX-1

e Pokles:
 Aktivatoru desticek tromboxanu (TX) A2
 Jeho metabolitu tromboxanu TXB2 v séru

e 11-dehydro-tromboxanu B2 v moci
 Asi 30% je mimodestickového puvodu

 150x mensi afinita k COX-2:

« Acetylace serinu 516

* 10% cirkulujicich desticek obsahuje COX2
* Muze byt zdrojem TXA2



Inhibice COX-1

~acetylosalicylova kyselina (ASA):
~Anopyrin, Godasal, Acylpyrin, Aspirin, Stacyl
~100 (200) mg denne
~ucinek po celou dobu zivota trombocytu
~nutno vysadit minim. 5-10 dnti pred operacemi

~ ostatni antirevmatika (NSAID):

* indobufen (lbustrin)
- 2x200 mg

- reverzibilni uc¢inek 12-24 hod
- neprokazan priznivy klinicky efekt



Thienopyridiny

Irreverzibilni blokada ADP receptoru P2Y12:

— Vznik disulfidovych mistki mezi Iékem a cysteinem receptoru
— Jiz ve fazi megakaryopoezy — nutno pred operacemi vysadit 5-10 dnu

Prolécivo:
— Aktivni forma vznika v jatrech pusobenim cytochromu P450
* Ovlivneéni i jinymi léCivy
CYP2C19*1, pomalejsi metabolismus u alel *2, *3
CYP3A4
CYP1A2
CYP3AS:

Inhibice:
— CYP2B6

Vétsi variabilita u€inku na desticky nez ASA



Thienopyridiny

~ Ticlopidin (ApoTic)

~ 2x250 mg denné
~ Clopidogrel (Plavix)

~ 75 mg denne
~ Prasugrel

~ Take pro-lecCivo

~ MensSi variabilita efektu
Prima lécCiva, ne proléciva, méneé variabilni ucinek:
~ Ticagrelor (Brilic): p.o.
~ Cangrelor: i.v.
~ Elinogrel: p.o. + I.v.



Monitorace antiagregacni leCby - ASA

Klinicky:
— recidiva IM, CMP, ICHDKK
Laboratorne — definice (?) ucinnosti-rezistence:
« Agregace indukovana ADP 10 uM/ml v PRP:
- maxim agregace < 707%
Agregace indukovana ARA 0,5 mg/ml v PRP:
- maxim. agregace< 207
Agregace indukovana kationickym propylgalatem v PRP:

— pokles strmosti kfivky < cca 50%/min.
— doba k dosazeni 50% maxima > cca 100 sec.

PFA-100:
— prodlouzeni CT po kolagenu s epinefrinem nad horni hranici normy

. | metabolitu: tromboxanu-p2 v séru (11-dehydro v moéi)




Monitorace antiagregacni leCby
clopidogrel

Agregace indukovana ADP 5 nebo 20 uM/ml v PRP:
- pokles o 10-30% v absolutni hodnote oproti pred lécbou

VASP-P:
— fosforylace vasodilatatorem (PGE1) stimulovaného fosfoproteinu
— stimulace receptoru P2Y12 blokuje fosforylaci VASP

— méfi se fosforylace VASP po pridani ADP po predchozi
stimulaci PGE1

— Je-li P2Y12 blokovan clopidogrelem, pridani ADP nesnizi
fosforylaci VASP

— Ucinna lécba — fosforylace po pridani ADP neklesne < 507%



Monitorace antiagregacni leCby
agregace plné krve Multiplate®

* Impedancni agregometr
* plna krev

* Indukce agregace
— ARA (ASPI test) - monitorace: JAVSYAN

— ADP clopidogrelu
— ADP+PGE1 clopidogrelu
— trombinem (TRAP test) blok. lIb/llla



¥ VerifyNow POC Assay Mimics
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POC = point of care. PRU = platelel reaclion unit.



VerifyNow light transmittance
with agglutination of beads
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source

Uninhibited specimen Inhibited specimen

P2Y,. assay: ADP is agonist and the rate and extent of change is measured; reported as P2Y, . reaction units

Aspirin assay: AA is agonist and reactivity is reported as aspirin reaction units -
GP lIbAllla assay: iso-TRAP is agonist and reactivity is reported as platelet aggregation units




Monitorace inhibitoru GP IlIb/llIA

~ monoklonalni protilatky, peptidy a male molekuly

« Agregace v plné krvi - impedancni metoda
Multiplate®:

* TRAP test:< 30 U

* VerifyNow Assay®:
— Platelet Aggregation Units (PAU)
— abciximab (ReoPro®) eptifibitide (Integrilin®)

* 0-44 PAU - > 80% inhibice 0-31 PAU - > 80% inhibice
* 0-13 PAU - > 95% inhibice 0-10 PAU - > 95% inhibice
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* Dosud neexistuje doporuceni standardne
monitorovat antiagregacni terapii a dle vysledku
testu upravovat terapii

* Doporuceno je pouze v ramci klinickych studii



