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PREVENCE ATEROTROMBOZY — PRINOS KOMBINACE PROTIDESTICKOVYCH LEKU

Role aktivace a agregace trombocytu pro vznik MACE
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NEJM. 2007;357:2078-81.



Months of DAPT

Vyvoj pristupu k intenzité a délce protidestickové lécby
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Dlouhodoba antitromboticka lIécba po AKS nesouvisi s implantovanym

stentem, ale s nemoci — nestabilitou aterosklerotickych platu koronarnich
tepen.

Culprit and Nonculprit Recurrent Ischemic Events in Patients With
Myocardial Infarction: Data From SWEDEHEART (Swedish Web

System for Enhancement and Development of Evidence-Based Care in

Heart Disease tvaluated According to Recommended Therapies) 4\

N ™44 000 ...riziko re-MI pochazejiciho z dfive

Index Ml - viichni nelécené léze bylo dvakrat vyssi

SKG nez riziko |éze pochazejici z drive
stentované léeze."

Follow-up ~ 3 roky | 4

Varenhorst et el., JAHA 2018



AKS + PCI = Dlouhodoba DAPT u téch bez rizika krvaceni

P2Y 4, inhibitor adherence trajectories
in patients with acute coronary syndrome
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Kombinovana antitromboticka |éCba u pacientu se stabilni ICHS

DAPT

Studie THEMIS

- Studijni populace: Stabilni ICHS (~ 60 % predchozi PCl) a DM.
Bez predchoziho IM

-n=19 220

- DAPT (Tica + ASA) vs. ASA

- Median f/u 40 mésicu




Net Clinical Benefit

All cause death, MI, stroke, fatal bleed, or ICH (ITT)*

Interaction p=0.012

History of PCI

14 4 KM at Placebo
i 36 months
12 4 9.7%
] HR0.85
(95% C10.75, 0.95)

Ticagrelor

p=0.005

Cumulative %
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Months from Randomization

Humber at risk
Ticapgrelor 5558 5423 5330 5240 5153 5037 484 M24 31
Placebo  GRDE 5480 5300 5274 H168 5060 70 2128 a3 102

*Prespecified definition of net clinical benefit.

Cl=confidence interval, HR=hazard ratio; ICH=intracranial hemorrhage; IT T=intention to treat; MI=myocardial infarction; PCl=percutaneous coronary intervention

No history of PCI

THEMIS

Bhatt DL, Steg PG, et al. Lancet 2019 http://dx.doi.org/10.1016/ S0140-6736(19)31887-2.
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PCI pro stabilni ICHS u pacientu s vysokym ischemickym rizikem

HR 1,0

THEMIS-PCI trial 4 7 e ° v
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Lancet. 2019;394:1169-80.



- AKS +/- PCl, DAPT nejméné 12 mésicl pfi nepritomnosti rizika krvaceni
V pripadé vysokého rizika — DM, komplexni PCl procedura/ koronarni
nemoc — delsi trvani lécby,

- PCI pro stabilni ICHS, nejméné 6 mésict DAPT pri nepritomnosti rizika krvaceni
V pripadée vysokého rizika, DM - Delsi trvani (ticagrelor na
zakladé THEMIS-PCI)

- V pripadé rizika krvaceni — DAPT 3 mésice
- a dale monoterapie iP2Y12 — preferencné Tica (ev.Clopi)



Kombinovana antitromboticka lécba — Protidestickova + Antikoagulacni

Studie COMPASS

Stabilni ICHS nebo ICHDK
27 395 randomizovanych pacientu

Rivaroxaban 2.5 mg bid + Aspirin 100

R Rivaroxaban 5 mg bid

Aspirin 100 mg od

Ocekavané prumérné follow up: 3-4 roky

Run-in* (aspirin plus rivaroxaban)

*excluding patients enrolled 4-14 days post CABG
Bosch JJ, et al. Can J Cardiol 2017; 33:1027-1035.




Y

Rivaroxaban+aspirin vs. aspirin alone
Hazard ratio, 0.76 (95% Cl, 0.66-0.86)
0.10— P<0.001
Rivaroxaban alone vs. aspirin alone
Hazard ratio, 0.90 (95% Cl, 0.79-1.03) __ _rAspirin alohe
. P=0.12
' _~"" __ -Rivaroxaban alone
ARD ~ 1.3% ,.-r"". _,."' B Rivaroxaban+aspirin

0.06- |

0.04+

0.02-

0.00 |

0 3

Parametr Rivaroxaban + ASA Rivaroxaban ASA Rivaroxaban + ASA versus ASA HR P
Primarni cilovy ukazatel 4,10 % 4,90 % 5,40 % 0,76 (0,66-0,86) 0,001 )
Celkova mortalita 3,40 % 4% 410 % 0,82 (0,71-0,96) 0,01
Cévni mozkova prihoda 0,90 % 1,30 % 1,60 % 0,58 (0,44-0,76) 0,001
Infarkt myokardu 1,90 % 2% 2,20 % 0,86 (0,70-1,05) 0,14 )
Fatalni nebo intrakranialni 0,40 % 0,50 % 0,30 % 1,23 (0,76-2,01) 0,4 N\
krvaceni
Jiné krvaceni do kritickych 0,5 % 0,5 % 0,3 % 1,43 (0,89-2,29) 0,14
organu
Ostatni velka krvaceni 2.3 % 1,8 % 1,2 % 1,88 (1,49-2,36) 0,001 J

Eikelboom JW. et al. N Engl J Med 2017: 377:1319-30



MACE, MALE, or Major Amputation

Overall COMPASS #
Overall PAD .|
Symptomatic PAD _.4'_

PAD Lower Extremeties _.;_

Carotid Artery Disease g '
|
|

0 0.5 1.0 1.5
Riva 2.5 mg BID + Aspirin Aspirin only
better better

Eikelboom JW, et al. N Engl J Med 2017; 377:1319-30. Anand SS, et al. Lancet 2018; 391:219-29.



Primarni EP - KV smrt, IM, CMP

Prior PCI Interaction p=0.85 o Prior PCI
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Bainey KR, Welsh RC, Connolly SJ, et al... Bhatt DL. Circulation. 2020,




Hazard Ratio

Prinos kombinované DAT vs Aspirin
v zavislosti od ¢asu od posledni PCI

KV Smrt, IM, CMP

1.50 -

1.25

1.00 +—

0.75

0.50 =

1 2 3 4 & = 7 g 2 10

Years since last PCI prior to randomization

The p-value of interaction between treatment group and
time since percutaneous coronary intervention was 0.66

Bainey KR, Welsh RC, Connolly SJ, et al. Circulation. 2020.
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Net Benefit v prubéhu ¢asu
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Eikelboom JW, et al. JAm Coll Cardiol 2019; 74:1519-1528.



- AKS +/- PCl, DAPT nejméné 12 mésicu pfi nepritomnosti rizika krvaceni
V pripadé vysokého rizika — DM, komplexni PCl procedura/ koronarni
nemoc — delsi (vice let) trvani lécby,

- PCI pro stabilni ICHS, nejméné 6 mésicti DAPT pfi nepritomnosti rizika krvaceni
V pripadé vysokého rizika, DM - Delsi trvani (vice let) (Tica
na zakladé THEMIS-PCI)

V pripadeé rizika krvaceni — DAPT 3 mésice
- a dale monoterapie iP2Y12 — preferencné Tica (ev. Clopi)

- U pacientu se stabini ICHS, kteri nejsou na |é¢bé DAPT, s vysokym ischemickym
/nizkym krvacivym rizikem — DAT (Rivaroxaban 2,5mg + ASA), a to zejména pfi
soucasné ICHDK nebo jiném polyvaskularnim postizeni



Atherosclerotic
burden

U

Initiate
low-dose
rivaroxaban
& aspirin

Disease in other
wascular beds

Fecurrent events
Heart failure
Chronic kidney
disease

Diabetes
Multiple CV risk
factors

Med 2, 233-242, March 12, 2021




Ischemicka choroba srdecni: demografické charakteristiky pacientu (2022)

Zdroj: NRHZS 2010-2022

Definice: diagndza 120.0—125.9 (ischemické nemoci srdecni) vykdzand v lizkové nebo ambulantni péci (odbornost 001, 101, 107) v kombinaci s uZivanim vybranych IéCiv (ATC skupina
BO1AC antiagregancia, CO1DA organické nitraty, CO7 beta-blokdtory, CO8 blokdtory kalciovych kandlid, CO9 IéCiva ovliviiujici renin-angiotenzinovy systém, C10 prostredky sniZujici
hladinu lipidd v séru)

Pohlavi, vék a kraj bydlisté pacientl — intervalova prevalence (2022): N = 1 000 932
= pocet pacient( s historii Ié¢by ischemické choroby srde¢ni nazivu v roce 2022

Pocet pfipadl na 100 000 obyvatel

Vék N Pramér (SD) Median (IQR) Ve véku 65+ 0 5000 10 000 15 000
515 435 70 (12) 71 (63; 78) 72,1 % . . .
485 497 75 (12) 76 (69; 83) 83,9 % Moravskoslezsky kraj | 11851
Celkem 1000932 72 (12) 74 (66; 81) 77,8 % Kar|ovarsky’ kraj 10 387
120 000 Kraj Vysotina | 10 086
Stredocesky kraj 9851
100 000 Ustecky kraj 9707
ESE S o Hlavni mésto Praha 9632
5 80000 . LT
5 Ceska republika |GG 0518
;g £0 000 Muzi = Zeny Jihomoravsky kraj 9117
‘08'5 Liberecky kraj 8937
S 40000 Plzensky kraj 8 876
Zlinsky kraj 8 796
20000 Kralovéhradecky kraj 8513
0 Olomoucky kraj 8 486
LTTaasayIrose8ansdsga ihoceskykraj | 8021
SAREPMILTRINEIRRIELR Pardubicky kraj 7999
Vék (2022)
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CR -Pocet pacient(l s pfedepsanym
lékem - Rivaroxaban 2.5mg

Rok pocet pacientu
2019 247
2020 1535
2021 2 658

2022 3 803

UZIS, Kvéten 2023



Kombinovana antitromboticka tp, zejména dlouhodoba u pacienti s vysokym rizikem MACE / bez
rizika krvaceni ma potencidl zasadniho pfinosu na mobiditu i prognézu pacientd s ICHS!

Preskripce dlouhodobé DAT u vysoce rizikovych pacientl se stabilni ICHS v CR de facto neexistuje,

Mame dostatek evidence na to, abychom otazku:

Komu ,,NE“ dlouhodobou kombinovanou antitrombotickou tp? (zde je selekce)

Primary endpoint
CV death

Mi

Stroke

Major bleeding
Mortality

Meta-analysis

¥ 22%
¥ 15%
¥ 30%
¥ 19%
t 73%
+ 8% NS

COMPASS

¥ 26%
¥ 32%
¥ 15%
¥ 39%
t61%
¥ 27%

| 2, 233-242, March 12, 2021







Complex PCI

1 month DAPT if
high bleeding risk

3 months DAPT if

average ischemic

risk and not high
bleeding risk

De-escalate to
clopidogrel
monotherapy

De-escalate to
ticagrelor 90 mg
twice daily

Continue
clopidogrel
monotherapy

De-escalate to
ticagrelor 60 mg
twice daily after

first year?

IM+PCI

Bhatt DL, JACC 2023



Prinos z DAT, snizeni vyskytu MACE, podle vyskytu rizikovych faktoru

RISK FACTORS

Blocd
Pressure

—_—

|

, Smoking

Total
Cholesterol

e

Diabetes

+BMI

Physical
Inactivity

Absolute Risk Reduction (MACE)

0-1 2 3 4 5-6
INCREASING RISK



ESC 2019 Guidelines — Chronic Coronary
Syndrome

Adding a second antithrombotic drug to aspirin for long-term secondary prevention should be considered in patients with lla
a high risk of ischaemic events® and without high bleeding risk® (see Table 9 for options)?”'”s’”?’m?

Adding a second antithrombotic drug to aspirin for long-term secondary prevention may be considered in patients with at
least a moderately increased risk of ischaemic events® and without high bleeding risk? (see Table 9 for

b
opti Dm)bzam‘;s.w?.so?
Drug option Dose Indication Additional cautions  References
Clopidogrel 75 mg o.d. Post-MlI in patients who have tolerated DAPT for 1 year e
Prasugrel 10mgodor5mgod,;ifbody  Post-PClfor Mlin patients who have tolerated Age >75 years Bk

weight <60 kg or age >75 years  DAPT for 1 year

Rivaroxaban 2.5 mg b.id.

Post-MI >1 year or multivessel CAD Creatinine clearance 297

15-29 mL/min

Ticagrelor 60 mg b.id. Post-Ml in patients who have tolerated DAPT for 1 year e e







Pocet unikdtnich pacient(, kterym byl pfedepsan Prasugrel / Ticagrelor v CR

pocet unikatnich pacient(

rok PRASUGREL TIKAGRELOR
2011 13

2012 175 261
2013 394 1347
2014 876 1956
2015 1021 2274
2016 1030 2992
2017 911 4938
2018 690 7527
2019 597 9 599
2020 566 10 138
2021 613 10414

2022 640 10399



Patients with CCS who Patients with Ml after
are receiving SAPT completing DAPT

! !

Features of a high risk of bleeding

= History of spontaneous * Thrombocytopenia = Neoplasia
major bleeding events = Severe liver disease = Extreme old age
= Bleeding diathesis = Intracranial vascular = Frailty
= Anaemia abnormality = Use of oral anticoagulation®
'T’esJ LNO
{ , W
SAPT Additional risk factors

= Peripheral artery disease
= Multivessel coronary artery disease
= One or more markers of high risk of ischaemic events
- Chronic heart failure
- Chronic kidney disease
- Diabetes mellitus
- Recurrent Ml

Yes l LNO
[Previous ischaemic stroke ] SAPT

Yes J No
¢ Y
CCS5 with previous CCS with previous Ml CCS without
ischaemic stroke DAPT (low-dose aspirin plus previous Ml
DPI (low-dose aspirin ticagrelor 60 mg twice daily)® DPI {low-dose aspirin
plus rivaroxaban or plus rivaroxaban
2.5 mg twice daily) DPI (low-dose aspirin plus 2.5 mg twice daily)

rivaroxaban 2.5 mg twice daily)

Nature Reviews Cardiology. 2020;17(4):242-57.



Kdyz v sekundarni terapii monoterapie pak

| P ZY Meta-Analysis of Randomized Trials

P2Y,.i Aspirin
)

-
9 trials, 61,623 patients with prior
atherosclerotic cardiovascular disease N=30,844 N=30,779

RR

Clinical Qutcome Forest Plot with 95% CI P value
Major adverse cardiac events —— ! 0.89[0.84, 095] .0003
Myocardial infarction L 4 : 0.81[0.71, 092] .0009
Stroke . 2 ' 085073, 101] .058
All cause mortality . 1.01[0.92, 1.11] 85

Major bleeding — 094072, 122] .62

Favors P2Y12: . Favors Aspmn
+._ ———

0.75 1 1.25
Aggarwal D, Bhatia K, Chunawala ZS, Furtado RHM, Mukherjee D, Dixon SR, et al. Eur Heart J Open. 2022.



