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Desticky prispivaji k iniciaci a progresy aterosklerotické léze:
»Adheruji na mista s aktivovanymi endotelovymi bb.,

»Uvolnuji adhesivni ligandy, které pfitahuji monocyty a makrofagy,
»Iniciuji tvorbu agregatu desticek s monocyty,

»Lokalne uvolnuji mediatory zanetu a mitogenéze.

Eur Heart J Suppl 2008; 10 (suppl I): 14.



Protidestickova lécba

» Akutni koronarni syndrom,
» PCI s implantaci stentu,
» Primarni prevence kardiovaskularnich nemoci,

» Sekundarni prevence kardiovaskularnich
nemaoci.
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J Thromb Haemost 2011; 9 (Suppl. 1):325



KAS v primarni a sekundarni prevenci
kardiovaskularnich nemoci

Clinical setting Benefit® Risk" Benefit/risk
................................................................................................................. u"
Number of patients in whom a major Number of patients in whom a major Gl rane
vascular event is avoided per 1000/year bleeding event is caused per 1000/year

Men and women at 1-2 1-2 1

low-cardiovascular risk

Essential hypertension 1-2 1-2 1
Chronic stable angina 10 1-2 5-10
Prior stroke or TIA 10 1-2 5-10
Prior myocardial infarction 15 1-2 75-15
Unstable angina 50 1-2 25-50

Chest 2008;133:199S
Eur Heart J 2011; 32 (23): 2922



Primarni prevence kardiovaskularnich onemocneni

4.10.1 Antiplatelet therapy in individuals without overt
cardiovascular disease

Primary prevention in individuals without overt cardiovascular or cerebrovascular
disease was investigated using long-term aspirin vs. control in a systematic review
of six trials including 95 000 individuals.

» Arisk reduction from 0.57% to 0.51% per year of serious vascular events was
found by the Antithrombotic Trialists’ Collaboration.

»Major gastrointestinal and extracranial bleeds increased by 0.03% per year.

»Risk of vascular mortality was not changed by treatment with aspirin.

Aspirin cannot be recommended Iin primary prevention due to
Its iIncreased risk of major bleeding.

Eur Heart J 2012; 33: 1635-1701



Monoterapie Clopidogrelem
v sekundarni prevenci kardiovaskularnich nemoci

Studie “Clopidogrel versus Aspirin in Patients at Risk of
Ischaemic Events” (CAPRIE)

Clopidogrel (75mg/d) vs. KAS (325mg/d) u pacientu po IM,
CMP, s PAD; N =19 185

Vyskyt IM/CMP/KV smirti:
KAS 5.83%/rok; P=0.043
Clopidogrel 5.32%/rok

Vyskyt intrakranialniho krvaceni:
KAS: 0.49%
Clopidogrel 0.35% p=0.23

Lancet 1996; 348: 1329-39



Dualni protidestiCkova leCba (DAT)

KAS + inhibitor P2Y ,,



Inhibitory receptoru P2Y ,,

Tienopyridiny
— potfeba metabilizace na aktivni formu léku,
— ireverzibilni inhibice.

Clopidogrel — vyznamna interindividualni variabilita ucCinku
Prasugrel — rychly nastup ucCinku, vysoka efektrivita

Netienopyridiny

— prima a reverzibilni inhibice;
Ticagrelor — p.o., biol. poloCas ~12 h (2x/d);
Cangrelor — L.v., biol. poloCas 3-5 min, odezneni inhibice 20min;
Elinogrel —1.v. + p.o., odeznéni inhibice 24h;




Dualni protidestiCkova lecba - Prinos

Sekundarni prevence (?)
CHARISMA (N = 15 603)

Vsichni pp (prim.+sek. prevence)

Stp MI, stroke, or PAD

Stent PCI
CREDO(N = 2 116)
LD = 15h

NSTE ACS
CURE (N =12 562)

STEMI
TLL CLARITY (N =3491)
& TLL COMMIT (N = 45 852)
0.002

Vyskyt 1° EP (% pacient()

KAS Clop + KAS P value
7.3 6.8 0.22
8.8 7.3 0.01

KAS LD-Clop + KAS
9.7 3.5 0.011

KAS Clop + KAS
11.4 9.3 <0.001

KAS Clop + KAS
21.7 15.0 <0.001
10.1 9.2



Dualni protidestiCkova lecba - Prinos

Vyskyt 1° EP (% pacient()

AKS + PCI

TRITONTIMI 38 (N=13608) Clop + KAS Prasugrel + KAS P value
Vsichni pacienti 12.7 9.9 <0.001

AKS x= PCI

PLATO (N =18 624) Clop + KAS Ticagrelor + KAS

VSichni pacienti 11.7 9.8 <0.001



Dualni protidestiCkova leCba - Riziko

Event rate (% of patients)

Trial Control arm Active arm P
PCI
CREDO Aspirin Clopidogrel + aspirin

Modified TIMI major at 28 d 16 47 0.19
NSTE ACS
CURE Aspinn Clopidogrel + aspirin

Major 2.7 3.7 0.001
Patients undergoing PCI

Major to 30 d 1.4 1.6 0.69
ACS

TRITON Clopidogrel + aspirin Prasugrel + aspirin

TIMI major, non-CABG 18 24 0.03

TIMI major, CABG 3.2 134 0.001
PLATO Clopidogrel + aspirin Ticagrelor + aspirin

TIMI major, non—CABG-related 22 28 0.03
STEMI
CLARITY Aspinn Clopidogrel + aspinn

TIMI major at 30 d 1.7 19 0.80
COMMIT Aspinn Clopidogrel + aspirin

Any 0.55 0.58 059



PRASUGREL ,NE"

Hazard ratio

Prior ies , =
Stroke/TIA No _._ E P_=0.006
>/5 II
Age I
<75 = P =0.18
<60 kg -
Weight I
260 kg = B P =0.36
OVERALL ‘
I I I I I i I
0.5 « 1 > 2
Prasugrel better Clopidogrel better

www. TIMI.org



Ticagrelor (180-mg loading dose, 90 mg twice daily) is recommended for all patients at moderate-to-high risk of
ischaemic events (e.g. elevated troponins) , regardless of initial treatment strategy and including those pre-treated with
clopidogrel (which should be discontinued when ticagrelor is commenced).

Prasugrel (60-mg loading dose, |0-mg daily dose) is recommended for P2Y -inhibitor-naive patients (especially
diabetics) in whom coronary anatomy is known and who are proceeding to PCl unless there is a high risk of life-
threatening bleeding or other contraindications.®

Clopidogrel (300-mg loading dose, 75-mg daily dose) is recommended for patients who cannot receive ticagrelor or
prasugrel.

A 600-mg loading dose of clopidogrel (or a supplementary 300-mg dose at PCl following an initial 300-mg loading
dose) is recommended for patients scheduled for an invasive strategy when ticagrelor or prasugrel is not an option.

ESC Guidelines for NSTE ACS, 2011

Recommendations Class | Level
Antiplatelettherapy

Aspirin oral or i.v. (if unable to swallow) is recommended

An ADP-receptor blocker is recommended in addition to aspirin.
Options are:

» Prasugrel in clopidogrel-naive patients, if no history of prior stroke/TIA,
age <75 years.

» Ticagrelor.

» Clopidogrel, preferably when prasugrel or ticagrelor are either not available or
contraindicated.

ESC Guidelines for STE MlI, 2012



ESC GUIDELINES ,,On myocardial recascularization®

(b) Recommended duration of dual antiplatelet therapy

After percutaneous coronary fnfervention

+ 1 month after BMS implantation in stable angina;>>*"**

* 617 months after DES implantation in all pELthﬂtS;Eﬂ'94
s | year in all patients after ACS, irrespective of revascularization

strategy.

Eur Heart J 2010; 31: 2501



riple protidestickova léCba

KAS + inhibitor P2Y .+ IGP llb/llla
selektivné u pacientu s AKS, ktefi podstupuji PCI






