Antiagregace a Antikoagulace v Kardiologii
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Antitromboticka lécba

1. Antiagregacni lécba
2. Antikoagulacni leCba
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1. Antiagregace

Synonyma:
- Protidestickova lecba
- LéCba zabranujici agregaci desticek



Desticky a Aterotromboza

:
~ White thrombus: <’
platelets

Nature Med 2011; 17: 1423



Desticky a Aterogeneza

Inflammation
Adhesion Secretion leukocyte recruitment Plaque formation
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Plaque

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

> Uvolfuji adhesivni ligandy, které pfitahuji monocyty a makrofagy,
> |niciuji tvorbu agregatu desticek s monocyty,

> Lokalne uvolnuji mediatory zanétu a mitogeneze.

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



Protidestickova |écba

Primarni prevence kardiovaskularnich nemoci,
Akutni koronarni syndrom,
PCIl s implantaci stentu,

Sekundarni prevence kardiovaskularnich

Nnemoci.
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J Thromb Haemost 2011; 9 (Suppl. 1):325



Inhibitory receptoru P2Y .,

Tienopyridiny

— potfeba metabilizace na aktivni formu léku,

— ireverzibilni inhibice.
Clopidogrel — vyznamna interindividualni variabilita ucCinku
Prasugrel — rychly nastup ucinku, vysoka efektrivita

Netienopyridiny
— prima a reverzibilni inhibice;

Ticagrelor — p.o., biol. poloCas ~12 h (2x/d);

Cangrelor — I.v., biol. poloCas 3-5 min, odezneni inhibice 20min;
Elinogrel —i.v. + p.o., odeznéni inhibice 24h;




Protidestickova |écba

Primarni prevence kardiovaskularnich nemoci,
Sekundarni prevence kardiovaskularnich nemoci,
PCl s implantaci stentu,

Akutni koronarni syndrom.



Monotorapie KAS v primarni a sekundarni prevenci kardiovaskularnich nemoci

Clinical setting Benefit® Risk" Benefit/risk
................................................................................................................. ﬁ
Number of patients in whom a major Number of patients in whom a major Gl rato
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 7.5-15
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 in primary prevention due to
its increased risk of major bleeding.

Eur Heart J 2012; 33: 1635—-1701



Effects of Aspirin for Primary Prevention

in Persons with Diabetes Mellitus

Type of Event

Vascular Outcomes

Nonfatal myocardial infarction

Nonfatal presumed ischemic stroke

Vascular death excluding intracranial hemorrhage
Any serious vascular event excluding TIA

TIA

Any serious vascular event including TIA

Any arterial revascularization

Any serious vascular event or revascularization

Major Bleeding

Intracranial hemorrhage
Sight-threatening bleeding in eye
Serious gastrointestinal bleeding
Other major bleeding

Any major bleeding

CONCLUSIONS

The ASCEND Study Collaborative Group™

Aspirin

(N=7740)
no. of participants with event (%)

191 (2.5)
202 (2.6)
197 (2.5)
542 (7.0)
168 (2.2)
658 (8.5)
340 (4.4)
833 (10.8)

55 (0.7)
57 (0.7)
137 (1.8)
74 (1.0)
314 (4.1)

Placebo

(N=7740)

195 (2.5)
229 (3.0)
217 (2.8)
587 (7.6)
197 (2.5)
743 (9.6)
384 (5.0)
936 (12.1)

45 (0.6)
64 (0.8)
101 (1.3)
43 (0.6)
245 (3.2)

Rate Ratio (95% Cl)

0.5

-
|
|
—
—_—
| | 1
0.7 1.5 2.0
Aspirin Better Placebo Better

0.98 (0.80-1.19)
0.88 (0.73-1.06)
0.91 (0.75-1.10)
0.92 (0.82-1.03)
0.85 (0.69-1.04)
0.88 (0.79-0.97)
0.88 (0.76-1.02)
0.88 (0.80-0.97)

1.22 (0.82-1.81)
0.89 (0.62-1.27)
1.36 (1.05-1.75)
1.70 (1.18-2.44)
1.29 (1.09-1.52)

Aspirin use prevented serious vascular events in persons who had diabetes and no
evident cardiovascular disease at trial entry, but it also caused major bleeding
events. The absolute benefits were largely counterbalanced by the bleeding hazard.

(Funded by the British Heart Foundation and others; ASCEND Current Contr
Trials number, ISRCTN60635500; ClinicalTrials.gov number, NCT00135226.)

P Value

0.01

0.003

RFPEdngI J Med 2018



Effect of Aspirin on All-Cause Mortality
in the Healthy Elderly

Table 1. Mortality According to the Underlying Cause of Death.*

Overall Aspirin Placebo Hazard Ratio
Cause of Death (N=19,114) (N=9525) (N=9589) (95% Cl)
no. of deaths no. of deaths (%)

Any 1052 558 (5.9) 494 (5.2) 1.14 (1.01-1.29)
Cancerf 522 295 (3.1) 227 (2.3) 1.31 (1.10-1.56)
Cardiovascular disease, including ischemic strokez: 203 91 (1.0) 112 (1.2) 0.82 (0.62-1.08)
Major hemorrhage, including hemorrhagic stroke 53 28 (0.3) 25 (0.3) 1.13 (0.66-1.94)
Other 262 140 (1.5) 122 (1.3) 1.16 (0.91-1.48)
Insufficient information || 12 4 (<0.1) 8 (0.1) —

N Engl J Med 2018;379:1519

Osoby bez klinickych projevd KV onemocnéni by nemély uzivat Aspirin pro
primarni prevenci z duvodu nadmérného krvaceni, které neni vyvazeno
prinosem pro kardiovaskularni prognézu.




Protidestickova |écba

Primarni prevence KV-rxieimoci,

rAkutni koronarni syndrom,

PCl s implantaci stentu,

Sekundarni prevence KV nemoci



Antiagregacn

Doporuceni

U pacientu s|AKS je vedle kyseliny acetylsa-

licylové doporucovan ticagrelor [nasycovaci
davka 180 mg, tedy 90 mg dvakrat denné),’

a to nezavisle na vstupni lé¢ebné strategii,
coz se tyka i pacientu predlécenych clopido-
grelem (ten by mél byt po nasazeni ticagre-
loru vysazen), nemaji-li kontraindikace.

U pacientt s AKS podstupujicich PCl je
vedle kyseliny acetylsalicylové doporucovan
[prasugrel {nasycovaci dévka 60 mg, denni
davka 10 mg), coz se tyka pacienti dosud
nelécenych inhibitory P2Y,, s non-STE AKS
nebo se zpocatku konzervativné lécenymi
STEMI, je-li potvrzena indikace PCI, pri-
padné u pacientd se STEMI podstupujicich
neodkladnou koronarni katetrizaci, neni-li
pritomno vysoké riziko zivot ohroZzujiciho
krvaceni nebo jind kontraindikace.

Clopidogrel (nasycovaci davka 300 mg

u pacientu ve véku < 75 let, denni davka
75 mg) pridany ke kyseliné acetylsalicylové
je doporucovan u pacientt se STEMI

podstupujicich trombolyzu.

Trida?

Uroven®

r

lécba AKS

Predlécenifinhibitorem P2Y,, je obecné

doporucovano u pacientt se znamou
lanatomii koronarnich tepenfa s jasnou
indikaci PCl, jakoz i u pacientu se|STEMI.

U pacientt s non-STE AKS podstupujicich
invazivni lébu by méla byt zvazena aplikace
ticagreloru (nasycovaci davka 180 mg, tedy
90 mg dvakrat denné), pripadné clopidogre-
|u (nasycovaci davka 600 mg, denni davka
75 mg), pokud ticagrelor nepfipada v ivahu,
a to co nejdrive po potvrzeni diagndzy.

ESC focused update DAPT, 2017




Kyseline acetylsalicylova

BEZ OHLEDU NA VOLBU LECEBNEHO POSTUPU

Co nejcasnéjsi podani kyseliny
acetylsalicylové (p.o. nebo i.v., pokud
nejsou schopni polykat) je doporuéeno
u vSech pacientu, u kterych neni
pritomna kontraindikace.

Cave: Non-enteric coated formulation {AspirinProteet-Staecyl,-Vasopyrin)




Clopidogrel

=> je rezervovan pro pacienty
- ktefi nemohou byt lIéCeni novymi léeky (Prasugrel/
Ticagrelor)
- kteri vyzaduji chronickou peroralni antikoagulacni

lécbu




Clopidogrel

Nasycovaci davka 600 mg p.o., nasledné
udrzovaci davka 75 mg/den

Prasugrel

Nasycovaci davka 60 mg p.o., nasledné
udrzovaci davka 10 mg/den

U pacientu s télesnou hmotnosti < 60 kg se
doporucuje udrzovaci davka 5 mg/den
Prasugrel je u pacientu po prodélané

cévni mozkové prihodé kontraindikovan.

U pacientl ve véku > 75 let se prasugrel
obecné nedoporucuje podavat, pokud je viak
jeho podavani povazovano za nezbytné, je
nutno podavat davku 5 mg/den

Ticagrelor

Nasycovaci davka 180 mg p.o., nasledné
udrzovaci davka 90 mg 2x denné

Kontraindikace P/T:

Hemoragicka CMP; OAK (Warfarin/NOAC); = Stfedne zavazna

hepatopatie.




DELKA DAPT U AKS

=12 mésicu bez ohledu na stratedqii Ié€by (PCI,
konzervativhé, CABG) a ev. typ stentu.




Délka trvani dualni protidestickové lécby u pacientd s akutnim

koronarnim syndromem lécenych perkutanni koronarni intervenci

Doporuceni

U pacientd s AKS podstupujicich
implantaci koronarniho stentu je
doporucovana DAPT kombinaci inhibitoru
P2Y,, a kyseliny acetylsalicylové po

dobu 12 mésicd, nejsou-li pfitomny
kontraindikace jako zvysené riziko
krvaceni (napf. PRECISE-DAPT = 25).

U pacientl s AKS a implantaci stentu
vykazujicich vysokeé riziko krvaceni (napr. lla
PRECISE-DAPT > 25) je vhodné zvazit

vysazeni inhibitoru P2Y,, po Sesti mésicich.

U pacientt s IM a vysokym ischemickym
r|2|kem kteri tolerovall DAPT bez

icagrelor v davce 60 mg 2x denné

pridany na dobu del3i nez 12 mésicu

clopldogrelem ¢i prasugrelem.




Protidestickova |écba

Primarni prevence kardiovaskularnich-nemoci

Akutni koronarni syndrom: Clopidogrel = lek 2.
volby, DAPT po dobu = 12 meésicu

PCl s implantaci stentu pro stabilni ICHS

Sekundarni prevence kardiovaskularnich nemoci



Délka dualni protidestickové lécby a souvisejici volba stentu

u pacientud se stabilni ischemickou chorobou srdec¢ni
podstupujicich perkutanni koronarni intervend

Doporuceni

U pacientu se stabilni ICHS podstupujicich
implantaci koronarniho stentu se obecné
doporucuje DAPT spocivajici v pridani
clopidogrelu ke kyseliné acetylsalicylové®
na dobu Sesti mésicQ, a to nezavisle na
typu stentu.

ESC focused update DAPT, 2017



Vysoke riziko krvaceni = zkraceni delky kombinované antiagregacni tp

U pacienti se stabilni ICHS

a predpokladanym vysokym rizikem
krvaceni (napr. PRECISE-DAPT = 25) by
méla byt zvazena DAPT trvajici tfi mésice.®

U pacienta se stabilni ICHS, ktefi by mohli
byt ohrozeni tfi mésice trvajici DAPT, lze
zvazit DAPT trvajici jeden mésic.®

Vysoke trombotické riziko = prodlouzeni délky kombinované antiagregacni tp

U pacientu se stabilni ICHS, ktefi tolerovali
DAPT bez krvacivych komplikaci a maji
nizké riziko krvaceni pri vysokém
trombotickém riziku, Ize zvazit
pokracovani v DAPT s clopidogrelem po
dobu > 6 mésicl a < 30 mésic.

b




Protidestickova |écba

Primarni prevence kardiovaskularnich-nemoci

Akutni koronarni syndrom: Clopidogrel = lek 2.

volby, DPT po dobu = 12 mésicu
PCl s implantaci stentu pro stabilni ICHS: ASA +
Clopidogrel 6 mésicu

Sekundarni prevence kardiovaskularnich nemoci



SEKUNDARN| PREVENCE

« Diagnostikovana ICHS — ASA/Clopidogrel
dozivotne

 Po AKS, Po PCI pro stabilni ICHS — DAPT
dle predchozich doporuceni




Antikoagulacni tp - Indikace

Prevence CMP/VTE u FiS

Akutni koronarni syndromy
- akutni tp
- sekundarni prevence

Venozni tromboembolizmus
- primarni prevence
- sekundarni prevence
- akutni lécba



Fibrilace sini



NOAC su preferovanou antikoagulacni leCbou
u pacientu s nevalvularni FiS

“The NOACs offer better efficacy, safety, and
2012 ESC AF Guidelines| convenience compared with OAC with VKAs. Thus,
where an OAC is recommended, one of the NOACs—
= either a direct thrombin inhibitor (dabigatran) or an
oral factor Xa inhibitor (e.g. rivaroxaban, apixaban)
—should be considered instead of adjusted-dose
VKA (INR 2-3)

Y

No antthrombotic
therapy

for most patients with AF.

YooY v
o] [1] [=

Oral anticoagulant therapy

| |
l |
Assess bleeding risk
(HAS-BLED score)
Consider patient values
and preferences

R

PIna ¢ara — preferovany postup
Prerusovana ¢ara - alternativa

|

NOAC VKA




Venozni tromboembolizmus



Doporuceni | Trida" | Urovei

PE bez Soku nebo hypotenze (se strednim nebo nizkym rizikem)-

Antikoagulace: kombinace parenteralni lécby a VKA

U pacientd s vysokou nebo strednl
pravdépodobnostf PE je indikovano
okamzité zahdjenl parenterain|
antikoagulace jiz v pribéhu
diagnostického vysetreni.

U vétsiny pacientd v akutn( fazi se jako
parenterdin( antikoagulace doporucuje

podani LMWH nebo fondaparinuxu.

Soubézné s parenteralnf antikoagulaci je
doporucena lécba VKA s cllem dosahnout
hodnotu INR 2,5 (rozmez/ 2,0-3,0).

Antikoagulace: nova peroralnl antikoagulancia

Jako alternativa kombinace parenterain|
antikoagulace s VKA je doporucena
antikoagulace rivaroxabanem (15 mg
dvakrat denné po dobu tfl tydna, nasledné
20 mg jednou denné).

Jako alternativa kombinace parenterain(
antikoagulace s VKA je indikovana
antikoagulace apixabanem (10 mg dvakrat
denné po dobu sedmi dnf, nasledné 5 mg
dvakrat denné).




Kombinace protidestiCkové a antikoagulacni IéCby
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