ANTITROMBOTICKA LECBA U INFARKTU

Predstavuje dostupnost parenteralniho
protidestiCkoveho Ieku vyznamny prinos?

Martin Mates
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2008 ESC guidelines - STEMI

« Abciximab IIA Level A
* Tirofiban IB Level B
- Eptifibatide |IB Level C




2012 ESC guidelines - STEMI

GP lIb/llla inhibitors should be considered for bailout therapy if there is angiographic evidence of massive thrombus,
slow or no-reflow or a thrombotic complication.

Routine use of a GP lIb/llla inhibitor as an adjunct to primary PCl performed with unfractionated heparin may be
considered in patients without contraindications.

I1b

Upstream use of a GP lIb/llla inhibitor (vs. in-lab use) may be considered in high-risk patients undergoing transfer for
primary PCI.

Ilb

Options for GP llb/llla inhibitors are (with LoE for each agent):

» Abciximab

* Eptifibatide (with double bolus)

» Tirofiban (with a high bolus dose)




lIb/llla INHIBITORY intrakoronarne

« Zvysena lokalni
koncentrace

 Teoreticky silnejsi
ucinek na trombus

A. Analysis of mortality and reinfarction according to bolus abciximab route.

IC Abciximab IV Abciximab Odds ratio Odds ratio
Study or subgroup Events Total Events Total Weight M-H. Random. 95% ClI M-H. Random. 95% ClI
AIDA STEMI 31 1,032 31 1,033 59.3% 1.00 (0.60, 1.66) —-
CICERO 5 271 7 263 13.8% 0.69(0.22, 2.19) =
Dominguez-Rodriguez 0 25 1 25 29% 0.32(0.01, 8.25)
Iversen 2 185 9 170 18.3% 0.20(0.04, 0.92) B
Thiele 2 77 3 77 5.8% 0.66(0.11, 4.05)
Total (95% CI) 1,590 1,568 100.0% 0.77 (0.51, 1.17) R
Total events 40 51
Heterogeneity: Chi’=4.40, df=4 (p=0.36); 1°=9% 0.01 0.1 1 10 100

Test for overall effect: Z=1.22 (p=0.22)
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lIb/llla INHIBITORY

* Redukce kardiovaskularnich prihod
« Zvyseni krvaceni a vyskyt trombocytopenie

U pacientu pfedléenych thienopyridiny nejasny benefit

« Metanalyza pacientu se STEMI (n= 10 123) (Acc 2011;57:1190)
nefatalni IM 8,3 vs. 5,3% (p<0,001)
major krvaceni 1,2 vs 0,9% p=ns
minor krvaceni 3 vs 1,7%
trombocytopenie (0,8 vs. 0,04%) p<0,001




2018 ESC guidelines Revaskularizace
lIb/Illa Inhibitory

 Ball-out situace (neni podporeno RCT)
Rozsahly trombus
Slow flow
No reflow

- Studie pred érou novych P2Y , inhibitoru
» Krvaciveé komplikace vs. tromboischemicka protekce



LIMITACE PERORALNICH P2Y12 INHIBITORU

* Nutnost in-vivo konverze (thienopyridiny)
* Opozdeny ucinek

« Suboptimalni inhibice desticek

* Ireverzibilni inhibice

 Trvajici uCinek po ukonceni podavani



P2Y,, Receptor Antagonists

IPA Time to Reversibility
Agent Class (20 uM ADP) peak (d/c before
HEER onset CABG)
Ticlopidine 250 mg bid  €nopyridine 25% Ty O CEEDBE
(pro-drug) 5 days
Clopidogrel 300 mg LD 30% - 40% 12 hrs
Clopidogrel 600 mg LD thienopyridine  35% - 50% 6 hrs non reversible
Clopidogrel 75 mg qd (pro-drug) 30% - 35% - 5 days
Clopidogrel 150 mg qd 45% - 50% -
Prasugrel 60 mg LD thienopyridine 80% 1-2 hrs non reversible
Prasugrel 10 mg qd* ( ro-F:jyru ) 60% - 2 davs
Prasugrel 5 mg qd* P 9 40% - y
Ticagrelor 180 mg LD* cyf[:rlgzpjg’fyl- 80% 1-2 hrs reversible
Ticagrelor 90 mg bid* e . 70% - 2-5 days
pyrimidine

*Less affected by genetic polymorphisms and drug interactions (e.g. PPIs)




PRELOADING - LIMITACE PERORALNICH P2Y12 INHIBITORU

* NSTE-ACS

Zvysene krvaceni

Pravdepodobny benefit u PCI

Zpozdéni v pripadé nutnosti CABG (cca 10% pacientu)
- STEMI

Zpozdena absorbce
Klinicka data?



NSTEMI

predléceni

PRASUGREL
studie ACCOAST

A Primary Efficacy End Point
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N Engl J Med 2013; 369:999-1010



STEMI

y

predléceni

ICAGRELOR

(studie ATLANTIC)

Figure S5. Major adverse cardiovascular events (death/Ml/stroke/urgent revascularisation/definite
acute stent thrombosis) up to 30 days: Kaplan-Meier curves (mITT analysis set).
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REAKTIVITA DESTICEK
STEMI — Ticagrelol vs. Prasugrel
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Tirofiban versus Prasugrel in STEMI
The FABULOS PRO Trial
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Flgure 3. Kinetics of Platelet Inhibition Over Time After 5 umol/| ADP

Valgimigli M et al. JACC Intv 2012; 5: 268-77



POTENCIALNI VYHODY PARENTERALNE PODANYCH
PROTIDESTICKOVYCH LEKU

« Okamzity nastup ucinku
« Okamzité ukonceni ucinku
« Maximalni inhibice



CANGRELOR

* Analog adenosinu trifosfatu

Prima, reverzibilni a kompetitivni blokada P2Y ,, receptoru
Linearni, na davce zavisly ucinek

Plazmaticky poloCas 3-6 minut

Navrat funkce desticek do 30-60 minut po ukonceni infuze
Neni nutna redukce davky u CHRI



CHAMPION PHOENIX
Death/MI/IDR/Stent Thrombosis within 48 Hours

Clopidogrel

Cangrelor

Log rank P=0.006
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Cangrelor 5472 5233 5229 5225 5223 5221 5220 5217 3213
2470 5162 51539 51535 5152 5151 5131 5147 5147




REDUKCE INTRAPROCEDURALNI TROMBOZY VE STENTU

IPST in CHAMPION PHOENIX

Reduction of IPST with Cangrelor
10,939 pts assessed by a blinded core lab

PiInt=0.77

(—X—\

m Clopidogrel (n=5470)

m Cangrelor (n=5469) OR=0.76

OR=0.75 [0.34-1.73]
[0.38-1.50] o

P=0.42

OR =0.65
[0.42-0.99]
P=0.04 OR=0.50
[0.24-1.05]
P=0.06

Stable Angina NSTE-ACS STEMI



VHODNI PACIENTI PRO PARENTERALNI
PROTIDESTICKOVOU LECBU ?

* Mladsi nemocni

* Vysoke ischemicke riziko

* Vysoke riziko trombozy ve stentu

* Difuzni postizeni koronarnich tepen
» Rozsahly trombus na angiografii

» Kardiogenni sok



CHAMPION-PCI, CHAMPION PLATFORM, CHAMPION-PHOENIX

Effect of cangrelor on periprocedural outcomes in
percutaneous coronary interventions: a pooled analysis of

patient-level data

Philippe Gabriel Steg, Deepak L Bhatt, Christian W Hamm, Gregg W Stone, C|
Simona Skerjanec, Jonathan R Day, Robert S Iwaoka, Thomas D Stuckey, Har
Robert A Harrington, for the CHAMPION Investigators

N= 24910 (STE 11,6%, NSTE 57%)

CHAMPION-PHOENIX

n=10 942 mITT

Stable angina/NSTE-ACS/STEMI
P2Y,, naive

Placebo or clopidogrel at the start or
end of PCl

Cangrelor bolus then infusion

Clopidogrel 600 mg oral

PCl

:|OR

:| Clopidogrel 600 mg or 300 mg oral

CHAMPION-PCI

n=8667 mITT

Stable angina/NSTE-ACS/STEMI
Placebo or clopidogrel at the start of PCl

Cangrelor bolus then infusion

Clopidogrel 600 mg oral

PCl

:I Clopidogrel 600 mg oral

CHAMPION-PLATFORM
n=5301mITT

Stable angina/NSTE-ACS

P2Y,, naive

Placebo or clopidogrel at the end of PCl

Cangrelor bolus then infusion

Clopidogrel 600 mg oral

PCl

:I Clopidogrel 600 mg oral

|
1 2

Hours



CHAMPION-PCI, CHAMPION PLATFORM, CHAMPION-PHOENIX

Effect of cangrelor on periprocedural outcomes in
percutaneous coronary interventions: a pooled analysis of

patient-level data

Philippe Gabriel Steg, Deepak L Bhatt, Christian W Hamm, Gregg W Stone, C Michael Gibson, Kenneth W Mahaffey, Sergio Leonardi, Tiepu Liu,
Simona Skerjanec, Jonathan R Day, Robert S Iwaoka, Thomas D Stuckey, Harinder S Gogia, Luis Gruberg, William J French, Harvey D White,

Robert A Harrington, for the CHAMPION Investigators
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Number at risk
Cangrelor 12475 11910 11844 11817 11801 11784 11359

Clopidogrel 12435 11761 11703 11672 11652 11635 11227



CHAMPION-PCI, CHAMPION PLATFORM, CHAMPION-PHOENIX

Effect of cangrelor on periprocedural out

*

percutaneous coronary interventions: a |
patient-level data
Philippe Gabriel Steg, Deepak L Bhatt, Christian W Hamm, Gregg W Stone, C Michael Gibson, Ken

Simona Skerjanec, Jonathan R Day, Robert S Iwaoka, Thomas D Stuckey, Harinder S Gogia, Luis G
Robert A Harrington, for the CHAMPION Investigators

N= 24910 (STE 11,6%, NSTE 57%)

Cangrelor Clopidogrel OR (95% Cl) P
(n=12565) (n=12542)
GUSTO bleeding
Severe/life threatening 28 (0-2%) 23(02%)  1-22(0-70-2-11) 0-4875
Moderate 76 (0-6%) 56 (0-4%) 136 (0-96-1.92)  0-0828
Severe/moderate 103 (0-8%) 79(0:6%) 130(0-97-175)  0-0762
Mild 2109 (16-8%) 1627 (13-0%) 1-35(1-26-1-45) <0-0001
Mild, excluding ecchymosis, cozing, 707 (5-6%) 515 (4-1%) 1-39 (1-24-1-56)  <0-0001
and <5 cm haematoma
Any GUSTO bleed 2196 (17.5%) 1696 (13-5%) 1-35(1-26-1-45) <0-0001
TIMI bleeding
Major 32(0-3%) 28 (0-2%) 114 (0-69-1-90)  0-6101
Minor 77 (0-6%) 51(0-4%) 1.51(1.06-215)  0.0218
TIMI major/minor 109 (0-9%) 79(0-6%)  138(1-03-1-85)  0-0290
ACUITY bleeding
Major 534 (4-2%) 353(2:8%) 1.53(1-34-176) <0-0001
Major excluding haematoma =5 cm 169 (1-3%) 123 (1-0%)  1-38 (1-09- 1-74) 0-0071
Minor 1738 (13-8%) 1381(11-0%) 1-30(1-20-1-40) <0-0001
Minor excluding ecchymosis, oozing, 293 (2:3%) 255(2-0%)  1-15 (0-97-1-36) 0-1053
and <5 cm haematoma
ACUITY major/minor 2196 (17-5%) 1696 (13.5%) 1-35(1-26-1-45) <0-0001
Any blood transfusion 90 (0-7%) 70(0-6%)  1-29(0-94-1.76) 0-1154

ACUITY=Acute Catheterization and Urgent Intervention Triage Strateqy. CABG=coronary artery bypass graft.
GUSTO=Global Utilization of Streptokinase and Tissue Plasminogen Activator for Occluded Coronary Arteries.
TIMI=Thrombolysis In Myocardial Infarction. *p value for OR based on the y* test.



Cangrerol

PCIl u nemocnych v
kardiogennim soku

Observacni data !!

Srovnani s pacienty ze studie
IABP-SHOCK |II.

(Cangrelor — vice stentovanych)

Kaplan Meier curve
A Endpoint: 365-day mortality
Inclusion: the entire cohort
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Kaplan Meier curve

B Endpoint: 365-day mortality

Inclusion: only matched pairs
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https://doi.org/10.1016/j.res
uscitation.2019.02.008



Cangrerol

= EBVouTube™ Hiedat Q
PCl u nemocnych v
kardiogennim soku
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Zavery
Parenteralni protidestickovy lek

Dostupny v kazdem katlabu

Pri nemoznosti peroralniho podani P2Y12 ihibitoru
jednoznacne indikovan

Definice subpopulaci nemocnych s AKS



STRATEGIE K REDUKCI KRVACIVYCH KOMPLIKACI

* Vybér pacientu

* Preference radialniho pristupu

« Skia/ultrazvukem vedena punkce AFC
* Redukce davky heparinu

* Pouziti parenteralni IéCby pro-aktivhe
» Preference reverzibilné ucinnych léku

Cangrelor
Tirofilban >> Abciximab



