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Uplatnenie vysledkov projektu

Laboratérne monitorovanie ucinku dualnej (DAT) a tripletnej antitrombotickej lieCby (TAT)
(kombinacia kys.acetylsalicylovej, antagonistu P2Y12 a priamych peroralnych
antikoagulancii - direct oral anticoagulants - DOAC) ma v klinickej praxi vyznam u pacientov
s akutnym koronarnym syndromom (AKS — infarkt myokardu s alebo bez elevacie ST
segmentu), ktori podstupuju perkutannu koronarnu intervenciu (PClI). Tito pacienti
podstupuju koronarografiu s balénkovym spriechodnenim uzaveru koronarnej cievy
(viacerych ciev) a zavedenim cievnej vystuze (koronarneho stentu) do spriechodnenej cievy
(ciev) s nutnost'ou dlhodobého uzivania antitrombotickej lieCby (DAT alebo TAT). Je
dokazané, Ze vysoka reaktivita trombocytov poc€as tejto antitrombotickej lieCby je spojena s
rizikom akutnej a subakutnej trombdzy koronarneho stentu a inych trombotickych
komplikacii. Naproti tomu mimoriadne nizka reaktivita trombocytov mdze byt spojena s
rizikom krvacavych komplikacii. Podla vysledkov Specifického laboratérneho monitorovania
funkcie dostiCiek, a tiez podla vysledkov antikoagulagnej aktivity DOAC, je mozné cielene
upravit' intenzitu protidosti¢kovej a antitrombotickej lieCby. Tymto spdsobom by bolo mozné
vacsine takychto komplikacii predchadzat a zlepSit prognézu vysokorizikovych pacientov s
AKS po PCI. V naSom subore pacientov, ktori absolvovali PCI pre koronarnu stenézu alebo
AKS, bol vyskyt nedostatonej odpovede na DAT u 30-50% pacientov, a to aj 1 mesiac po
PCI. Zavedenie takéhoto Specifického monitorovania DAT a TAT do rutinnej klinickej paxe u
pacientov s AKS po PCI by mohlo mat - okrem benefitu pre zdravie a kvalitu zivota tychto
pacientov - aj vyznamny ekonomicky prinos v znizeni ich mortality a morbidity, a teda aj v
znizeni nakladov na lie€bu dalSich trombotickych komplikacii (napr. znizenie nakladov na
lieCbu retrombo6zy koronarneho stentu a recidivy AKS, alebo aj znizenie nakladov na lieCbu
zavazneého krvacania).

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu v slovenskom jazyku
(max. 20 riadkov)

V nasom projekte sme prioritne sledovali pacientov s AKS (STEMI) s PCI (perkutannou
koronarnou intervenciou) a DAT (dualnou protidosti¢kovou lie€bou) a zamerali sme sana
otdzku moznej rezistencie (HTPR) na protidosti¢kovu lie€bu novymi antagonistami ADP
receptora. V pilotnej Studii bolo 23 AKS pacientov na lieCbe tikagrelorom a 23 AKS
pacientov na liegbe prasugrelom. Uginnost lieSby antagonistom ADP receptora bola
hodnotena pred urgentnou koronarografiou po podani nasycovacej davky antagonistu ADP
a 1.den po koronarografii po podani 1.udrziavacej davky antagonistu ADP. Zaujimavym
vysledkom $tudie je, Ze vo vzorkach meranych pomocou VASP-P po nasycovacej davke
ADP antagonistu pred koronarografiou s PCIl nedosiahol ani jeden z novych antagonistov
ADP receptora (prasugrel/ticagrelor) pozadovanu terapeuticku protidostiCkovua odpoved. V
nasej Studii bola dokumentovana nedostatona protidostickova odpoved (HTPR) na lieCbu
novymi antagonistami ADP, ktora méze viest k zavaznym neziaducim prihodam, ako je
trombdza stentu po PCI. V literature nie je jednoznacny konsenzus ako postupovat pri
nedostatocnej odpovedi na nové antagonisty ADP. Preferuje sa individualizovany pristup,
pri€om najviac skusenostije so switch stratégiou (prestavenie z prasugrelu na ticagrelor
alebo opacne). Popri pacientoch s AKS sme sledovali aj rezistenciu na lieCbu antagonistami
ADP v ramci DAT u pacientov podstupujucich komplexné elektivne perkutdnne koronarne
intervencie (PCI) z indikacie Iézie kmena LCA (favej koronarnej artérie) a z dovodu
koronarnej bifurkacnej alebo tazko kalcifikovanej lézie. Pacienti s HTPR maju vysSie riziko
trombotickych komplikacii, ako in-stent restendzy alebo potreby opakovanej
revaskularizacie cielovej tepny. Vo velkych Studiach testovanie neselektovanej populacie na
HTPR pred PCI neprinieslo jednoznaéné vysledky. Zamerali sme sa preto selektivne na PCI
komplexnych lézii. Tito pacienti su polymorbidni, rizikovej$i a maju vysSie riziko skorych aj
neskorych komplikacii vzhladom na technicku naro¢nost’ vykonu (PCI s vy$Sim rizikom). V
nasej $tudii boli u tychto pacientov realizované vySetrenia na u¢innost DAT a HTPR
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pomocou metody VASP-P a metddy PFA-100 s odberom vzoriek nasledujuci den po PCl a
1 mesiac po PCI. V rdmci 71 pacientov bolo 39 pacientov na klopidogrele, 28 pacientov na
tikagrelore a 4 pacienti na prasugrele. Z 20 pacientov s HTPR 1. deri po PCl bolo 17
pacientov na klopidogrele a 3 pacienti na tikagrelore a 1 mesiac po PCI bolo s HTPR 16
pacientov na klopidogrele a 2 pacienti na tikagrelore. Klinicky sa vyskytli u pacientov po
komplexnych PCI 3 pripady in-stent restendzy (4,2%), €o je viac ako 2-nasobok vyskytu u
neselektovanych pacientov podstupujucich PCI. Nedostato¢nu odpoved na lieCbu DAT
hned po PCI malo 34% pacientov podla VASP-P a 30% podla PFA-100. Nedostato¢nu
odpoved na lieCbu DAT po 1 mesiaci po PCI malo 30% pacientov podla VASP-P a 25%
pacientov podla PFA-100. Nedostato¢na odpoved na lieCbu inhibitormi ADP (najma
klopidogrel) mdze byt u tychto pacientov, ktori podstupuju elektivnu komplexnu PCI,
spojena so zvysenym rizikom vzniku v€asnejin-stent restendzy.

Suhrn vysledkov riesenia projektu a naplnenia cielov projektu v anglickom jazyku
(max. 20 riadkov)

We folowed up in our project mainly the patients with ACS (STEMI) undergoing PCI
(percutaneous coronary intervention) on DAT (dual antiplatelet treatment) and we focused to
possible antiplatelet resistance (HTPR) against antiplatelet treatment with newer ADP
inhibitors. There was in pilot study 23 ACS patients on ticagrelor and 23 ACS patients on
prasugrel. Effect of the treatment with ADP inhibitor was measured before the urgent
coronarography after loading dose of ADP inhibitor as well as on the 1st day after both the
coronarography and 1st maintenance dose of ADP inhibitor. There was an interesting

finding of the study that in the samples measured by VASP-P before coronarography with
PCI and after a loading dose of ADP inhibitor no newer ADP inhibitor (prasugrel/ticagrelor)
achieved targeted antiplatelet response. In our study there was confirmed insufficient
antiplatelet response (HTPR) on treatment with newer ADP inhibitors which can lead to
serious adverse events, e.g. stentthrombosis. There is missing data in the literature how to
manage the insufficient response on newer ADP inhibitors. Personalized management is
prefered although most of experiences is using the switch strategy (switch from prasugrel to
ticagrelor or reversely). Beside the ACS patients we followed also the resistance on ADP
inhibitor treatment in patients undergoing the culprit elective PCI due to LCA lesion and from
the reason of coronary bifurcation or severe calcified lesion. Patients with HTPR have higher
risk of thrombotic complications, e.g. in-stent restenose or need of recurrent
revascularization of targeted artery. In large trials the testing of unselected population on
HTPR before PCI didn’t bring any results. Therefore we selectively focused to culprit PCI
lesions. These patients have more comorbidities, higher risk and they have higher risk of
early and also advanced complications due to technical severity of method (high risk PCI).

In our study there was realized the testing of efficiency of DAT and HTPR using VASP-P
method as well as PFA-100 method with sampling next day after PCland 1 month after
PCIl. Among 71 patients there was 39 patients on clopidogrel, 28 patients on ticagrelor and 4
patients on prasugrel. Twenty patients had HTPR 1st day after PCl, among them 17 patients
on clopidogrel and 3 patients on ticagrelor. There were 16 patients with HTPR on
clopidogrel and 2 patients on ticagrelor one month after PCI. Three patients undergoing
culprit PCI showed in-stent thrombosis (4,2%) which is more than 2-fold higher than an
incidence in unselected patients undergoing PCI. The insufficient treatment response on
DAT 1st day after PCl was in 34% patients using VASP-P and 30% measured by PFA-100
and the insufficient treatment response on DAT 1 month after PCI had 30% of patients using
VASP-P and 25% of patients measured by PFA-100. The insufficient treatment response on
ADP inhibitors (especially on clopidogrel) can be associated in these patients undergoing
the elective culprit PCl with an increased risk of the early in-stent thrombosis.
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