Jak lécit chronické formy ICHS?
Zapomente uz konecne na monoterapii ASA!
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Otazka c. |:Jak lIécite ve své praxi pacienty s chronickymi ci
subakutnimi (za >3 meésice po AKS) formami ICHS?

Po AKS 12 mésicu DAPT, pak monoterapie ASA trvale

Po AKS 2 roky DAPT, pak monoterapie ASA trvale

Po AKS 1-6 mésicu DAPT, pak monoterapie ASA trvale

Po skonceni DAPT monoterapie clopidogrelem (nebo ticagrelorem) trvale

Po skonceni DAPT kombinace ASA + rivaroxaban (2x 2.5 mg) trvale
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Monoterapie ASA
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Aspirin in coronary heart disease.The Coronary Drug

Project Research Group
J Chronic Dis 1976 Oct;29(10):625-42.
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1529 muzu po infarktu '
ASA 324 mg vs. placebo
Follow-up 10-28 mes.

ASA: 30% pokles mortality :
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Aspirin Myocardial Infarction Study (AMIS).

JAMA 1980 Feb 15;243(7):661-9
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4524 pac. s chronickou stabilni ICHS
randomizace kdykoli po proélaném . 14,9
IM
ASA | g/ d vs.placebo
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Zavér: ASA neni vhodna pro rutinni 63
lécbu po IM. i I
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Low-dose aspirin therapy for chronic stable angina.

A randomized, placebo-controlled clinical trial.
Ann Intern Med 1991 May 15;114(10):835-9

Riziko AIM béhem 5 let

12,9

Physicians' Health Study: ASA 2
(162,5 mg /d) vs. placebo u 0
22071 lékaru-muzu. .

%
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Substudie u stabilni AP: 333 pac.
s AP sledovano 5 let
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Konec debat: Prukaz Gcinnosti ASA v sekundarni
prevenci pri zahajeni lécby v akutni fazi.

ISIS-2 (Second International Study of Infarct Survival). Lancet | 988 Aug
13;2(8607):349-60.
Protective effects of aspirin against acute myocardial infarction and death in

men with unstable angina. Results of a Veterans Administration Cooperative
Study. N Engl | Med 1983 Aug 18;309(7):396-403.

Klicové pro benefit z Iécby ASA je zahajeni |écby v akutni fazi — nejvetsi
benefit je v prvnich dnech a tydnech po IM.

Benefit z dlouhodobého podavani ASA po vice nez 3 letech od IM neni tak
spolehlivé prokazan.
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Mezi lety 1980 - 1990 se ASA dostala do
guidelines jako zaklad sekundarni prevence po
infarktu myokardu a dalsich prihodach.

Vystacime si v roce 2025 s lécbou, v jejiz
prospéch mluvi dukazy >35 let staré??




Monoterapie clopidogrelem
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ASA vs. clopidogrel (CAPRIE trial).

Lancet 1996

. 5.8 RRR 8,7% (P= 0,043)
5,3

19 185 pac. s klinickou atero (stp,.
ICMP, stp. IM, symptomaticka
ICHDK).
Follow-up | - 3 roky.
Clopidogrel (75 mg) vs ASA (325 mg)
%
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End-point: iCMP/ IM / vaskularni smrt
— 0 9% méné po clopidogrelu

N

O 25% méné Gl krvaceni po
clopidogrelu (rozdil vsak n.s.)

Smrt/IM/CMP

m ASA m Clopidogrel
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Aspirin versus clopidogrel for chronic maintenance
monotherapy after PCl (HOST-EXAM trial).

The Lancet, 2021, 387: 2487-2496

9
HR 073 [95% C1059-0 90]; p=0 0035
8 7,7

5530 PCl-pac. po ukonceni DAPT bez
klinickych prihod béhem DAPT 7

clopidogrel 75 mg vs.ASA 100 mg po
nasledujici 2 roky

o

(0, ]

Prim. endpoint:smrt/ IM /| CMP/ *

hospitalizace pro AKS / krvaceni
BARC >3
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THE LANCET

Efficacy and safety of clopidogrel versus aspirin
monotherapy in patients at high risk of subsequent
cardiovascular event after percutaneous coronary
intervention (SMART-CHOICE 3): a randomised, open-label,

multicentre trial \aV®
e\ W

Ki Hong Choi*, Yong Hwan Park*, Jong-Young Lee, Jin-Ok Jeong, Chan Joon Kim, Kyeon\wgfheol Lee, Kiyuk Chang, Mahn-Won Park,
Jang-Whan Bae, Joon-Hyung Doh, Byung Ryul Cho, Hee-Yeol Kim, Weon Kina ng-Woon Rha, YoungJoon Hong, Hyun-Jong Lee,

Sung Gyun Ahn, Doo-Il Kim, Jang Hyun Cho, Sung Ho Her, Doo Soo nHan, Jin-Bae Lee, Cheol Whan Lee, Danbee Kang,
Joo Myung Lee, Taek Kyu Park, Jeong Hoon Yang, Soo-Youn -Hyuk Choi, Hyeon-Cheol Gwon, Young Bin Songft, Joo-Yong Hahnt,

for the SMART-CHOICE 3 investigatorsi \‘a‘te
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Stu dy FIOW 5542 Patients were assessed for eligibility
(From Aug 2020 to July 2023)

36 Were not enrolled
18 declined to consent

v

12 did not meet enrolment criteria
6 duplicates already enrolled

5506 Underwent randomization

v
}2752 assigned to clopidogrel monotherapy

30 did not complete 1 year of follow-up
18 withdrew consent
12 lost to follow-up

7 N

2752 included intention-lo-treat analysis
2626 included in per-protocol analysis
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2722 assigned to aspirin monotherapy

32 did not complete 1 year of follow-up
11 withdrew consent
21 lost to follow-up

\ 4

VL

2754 included in intention-to-treat analysis

2594 included in per-protocol analysis




Primary Endpoint: MACCE

100 —  Clopidogrel
90 10 — Aspirin
80 HR 0.71 (95% CI 0.54-0.93); P=0.013
_ 0 3 6.6%
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s 30 .
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Number at Risk 0 '0 1 2 3
(number censored) Follow-up (Years)
Aspirin 2754 2642 1573 597
Clopidogrel 2752 2662 1583 602
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Myocardial Infarction
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(number censored) Follow-up (Years)
Aspirin 2754 2656 1585 601
Clopidogrel 2752 2668 1593 607
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Bleeding
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(number censored) Follow-up (Years)
Aspirin 2754 2660 1580 597
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Secondary End Pomts

Death from any cause

50 (2:4% [1-6-3-1]

70 (4-0% [2-9-5-0]

Stent thrombosis

1 (0% [0-0-0-0])

5 (0-2% [0-0-0-4])

Jeath Trom any cause or i

Death from cardiovascular cause 33 (1-4% [0-9-2-0]) 42 (2:1% [1-4-2-8)) 0-79 (0-50-1-24)
Death from non-cardiovascular cause 17 (1:0% [0-4-1-9)) 28 (1-9% [1:1-2-6]) 0-60 (0-33-1-10)
Stroke 23 (1-:3% [0-7-2-0]) 29 (1-3% [0-8-1-7]) 0-79 (0-46-1-36)

68)

Death from cardiovascular cause or Ml

Death from cardiovascular cause, Ml, or stroke

Upper gastrointestinal clinical event

58 (2-8% [2:0-3-6])

90 (4-9% [3-7-6-0])

0-65 (0-47-0-90)

Gastrointestinal ulcer or bleeding

24 (1-3% [0-7-1-8])

32 (1:6% [1:0-2:1])

0-76 (0-45-1-29)

Median'falow-ap period:




Monoterapie ticagrelorem
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Studie na monoterapii ticagrelorem
(versus DAPT)

Studie | Diagnoza____________n=__ Smrt/IM/CMP

TICO 3 mésice po AKS/PCI 3056 n.s. (¥ o 33%)
T-PASS <| mésic po AKS/PCI 2850 n.s.(¥ o 16%)
ULTIMATE | meésic po AKS/PCI 3505 Nebyl rozdil
DAPT

TWILIGH Rizikovi pac.>3. més. po AKS/PCI 7119  Nebyl rozdil
-

GLOBAL | mésic po PCI (AKS i chron.ICHS) 15968 n.s.(¥ o 13%)

LEADERS (ve 2. roce vsak monoterapie v obou
skupinach: tica vs. ASA!)
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J 0 44%

Nebyl rozdil




The NEW ENGLAND JOURNAL of MEDICINE

2019;381:2032-42.

ORIGINAL ARTICLE

Ticagrelor with or without Aspirin
in High-Risk Patients after PC] \

H‘ulli&rc.‘lgi:guori.

, ). Escaned, R. Gil, P. Gurbel,

|/"'\III D II’J‘"\ fffffff |l‘| h..lq |/D‘II!"‘¢"\F’F’

R. Mehran, U. Baber, S.K. Sharma, D.]. Co

J.Y. Cha, T. Collier, G. Dangas, ‘\Qx
A Hamama T Hamer K Lk AL Betienti 1]

7119 PCI patients at high bleeding or
Ischemic risk randomized 3 months
after PCI:

(A)ticagrelor alone vs.

(B)ticagrelor plus aspirin

Primary end point: BARC type 2, 3,0r 5
bleeding.

100 -
10 Hazard ratio, 0.56 (959 Cl, 0.45-0.68)
— 3 P<0.001
o —
& 80— Ticagrelor plus aspirin
@
s °]
= 60—
: .
S 40
= N 2
= Ticagrelor plus placebo
£ 20 0 | | | |
U 0 3 6 9 12
Y — T T |
0 3 6 9 12

Months since Randomization

No. at Risk
Ticagrelor plus aspirin 3564 3454 3357 3277 3213
Ticagrelor plus placebo 3555 3474 3424 3366 3321

100 10—
Hazard ratio, 0.99 (95% Cl, 0.78—1.25)
X 804 87
= 60—
= 4-| Ticagrelor plus placebo
o
= 40+
i 7
= Ticagrelor plus aspirin
g 20+ 0 | T | |
v 0 3 6 9 12
0 T | I 1
0 3 6 9 12
Months since Randomization
No. at Risk
Ticagrelor plus aspirin 3515 3466 3415 3361 3320
Ticagrelor plus placebo 3524 3457 3412 3365 3330

Figure 2. Kaplan—Meier Estimates of the Incidence of BARC Type 2, 3,
or 5 Bleeding 1 Year after Randomization (Intention-to-Treat Population).

Figure 3. Kaplan—Meier Estimates of the Incidence of Death from Any Cause,
Nonfatal Myocardial Infarction, or Nonfatal Stroke 1 Year after Randomization
(Per-Protocol Population).




Existuje jiz dostatek dukazu, ze monoterapie

o O »/ A4

clopidogrelem je vyhodnéjsi nez monoterapie
ASA a monoterapie clopidogrelem nebo
ticagrelorem nez DAPT.

U vyznamné casti rizikovych nemocnych vsak
monoterapie protidestickovym lékem nestaci.




Kombinace ASA + warfarin
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1.0q
The New England
- Journal of Medicine
g P=0.003
'S 0 9 _ Copyright © 2002 by the Massachusetts Medical Society
5 ’ VOLUME 347 SEPTEMBER 26, 2002 NUMBER 13
w
[
t Warfarin
b0 plus aspirin
£ 0.8- ' WARFARIN, ASPIRIN, OR BOTH AFTER MYOCARDIAL INFARCTION
g Warfarin ,
T . MEeTTE HURLEN, M.D., MicHAEL ABDELNOOR, M.P.H., PH.D., PAL SmiTH, M.D., PH.D., JAN ERiKSSEN, M.D., PH.D.,
Aspirin TABLE 4. REASONS FOR WITHDRAWAL ACCORDING TO
0.7 | | | TREATMENT GROUP.
0 1000 2000 3000
Days of Follow-up ASPIRIN PLUS
Figure 1. Event-free Survival Curves for the Composite End Point R [NAEP'H'N \.":"‘IﬂlHFARIN ‘Lr‘:'iRFARIN
of Death, Nonfatal Reinfarction, and Thromboembolic Stroke. EASON =1206) (N=1216) (N=1208)
The P value refers to the overall difference among the curves no. of patients
(Tarone—Ware method).
TABLE 3. DISTRIBUTION OF SEPARATE EVENTS ACCORDING TO TREATMENT GROUP.* Patient unwilling to continue 3 42 63
Bleeding 20 60 89
Adverse reaction 43 24 81
ASPIRIN PLUS Coronary-artery bypass grafting or 10 148 97
ASPIRIN WARFARIN WARFARIN RATE RaTio P percutancous coronary tnter-
EVENT (N=1206)  (N=1216)  (N=1208) (95% Cl) VALUE venton . .
Indication for change in anti- 91 20 9
no. of events thrombotic treatment
Lack of compliance 1 25
Reinfarction 117 90 69 0.56 (0.41-0.78)t <0.001 Lrher 23 a8
0.74 (0.55-0.98) 0.03 IT(}tal 191 387
Thromboembolic stroke 32 17 17 0.52(0.28-098)t 0.03
D 0.52(0.28-097) 0.03
§ RO Death 92 9% 95 | 0.82




Rothberg MB, Celestin C, Fiore LD, Lawler E, Cook JR.Warfarin plus aspirin after myocardial

infarction or the acute coronary syndrome: meta-analysis with estimates of risk and benefit.
Ann Intern Med 2005;143:241-250

* Meta-analyza 10 stdii (5938 pac.)

* Warfarin plus ASA vs.ASA u pac.po IM

* Mortalita bez rozdilu

 LIM (RR 0.56) a iCMP (RR 0.46)

» Tvelkého (RR 2.48) a malého (RR 2.65) krvaceni

» Tkrvaceni (vé. ICH) + absence mortalitniho benefitu +
nutnost INR monitorace = kombinace ASA + warfarin

nevhodna pro praxi.
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Kombinace ASA s bezpecnéjsim
antikoagulacnim lékem muze byt ,,svatym
gralem* antitrombotické lécby rizikovych

nemocnych s chronickymi formami
aterosklerozy.




Kombinace ASA + rivaroxaban
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COMPASS: Pacienti s ICHS a/nebo PAD

Cil studie:

Srovnat ucinnost a bezpe&nost rivaroxabanu samotného nebo vaskularni davky rivaroxabanu plus ASA s ASA samotnou v redukci rizika

IM, mrtvice, nebo kardiovaskularniho umrti u pacientd s ICHS a/nebo PAD

Design: randomizovana, dvoijité zaslepena, multicentricka, event-driven studie faze Il

30-dni

Rivaroxaban 2,5 mg bid + ASA 100 mg od .washout* obdobi*

+ pantoprazol*

a
»

Populace: + pantoprazol*

v

Dokumentovana ICHS
a/nebo PAD

A 4

>

1:1:1

] Rivaroxaban 5,0 mg bid

30-dni run-in, ASA 100 mg od

ASA 100 mg + pantoprazol*

v

Finalni
follow-up
Primeérna doba sledovani: 23 kontrola#

mésicu

Studie byla ukon¢ena 1 rok pred planovanym koncem v unoru 2017 kviili vyrazné

pozorované v rameni rivaroxabanu 2,5 mg BID + ASA

A 4

Finalni
,washout
period®
kontrola

ucinnosti
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Vaskularni davka rivaroxabanu+ ASA snizila riziko zavaznych
kardiovaskularnich prihod a celkovou umrtnost u pacientu s ICHS

RRR
S
3 \_ -44%
c
Q
(O]
S HR: 0,56
= p<0,0001
o 1,6

0,9

MACE KV amrti IM CMP Celkova umrtnost

m ASA 100 mg OD B Rivaroxaban 2,5 mg BID + ASA 100 mg OD

R, B ~ )
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Bez zvysSeni rizika vyskytu nejzavaznéjsich typu krvaceni

HR: 1,66
p<0,0001

3.2 = ASA 100 mg OD

® Rivaroxaban 2,5 mg BID + ASA 100 mg OD

Incidence (%)

Zavazné krvaceni Fatalni krvaceni Do kritického organu™*
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Pacienti v prubéhu casu z dualni inhibice (ASA+riva) profitovali, aniz
by doslo k odpovidajicimu zvyseni rizika kritického krvaceni

0.030 A
0.025 A

0.02071  Fatalni krvaceni nebo
0.0157  symptomatické krvaceni do
0.0101  kritické oblasti

0.005 -

0.000
-0.005 T
-0.010 -
-0.015 -
-0.020 - KV amrti, CMP,
.0.0254 infarkt myokardu
-0.030 -
-0.035 -
-0.040 - . . . . . .
0 6 12 18 24 30 36

Mésice

Rozdil absolutniho rizika
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Které lécebné postupy snizuji mortalitu
nemochych s chronickou ICHS?

* Statiny
* Kombinace ASA + rivaroxaban 2x2,5 mg

* Betablokatory (po IM a pri dysfunkci LK)

* ACE-inhibitory (p¥i srd.selhani a dysfunkci LK)
* Revaskularizace (p¥i nemoci kmene nebo 3-VYD)

> us@gﬂgﬁﬁﬁ@f@ba srdca, ASA, kyselina acetylsalicylova, IM, infarkt myokardu, LK, lava komora, ACEi, inhibitor angiotenzin konvertujuceho enzymu , 3- VD, vascu lar disease




Otazka c. 2: Zméni uvedena fakta Vas pristup k lécbe?

Ne, fakta mne nepresvedcdila.
Ne, jsem limitovan(a) predpisy zdravotnich pojist’oven

Ano, prevedu své nemocné s chron. ICHS na monoterapii
clopidogrelem (nebo ticagrelorem)

Ano, prevedu své nemocné s chron. ICHS na kombinaci
ASA + rivaroxaban (2x 2,5 mg)

). 3. LEKARSKA
: FAKULTA




Souhrn

ASA vs. clopidogrel Clopidogrel lepsi

ASA vs. ticagrelor Neni dost dat

DAPT vs. monoterapie Monoterapie ticagrelorem

tica/clopi i clopidogrelem lepsi

ASA vs. warfarin + ASA Neni rozdil (krvaceni vyvazi
ischemicky benefit)

ASA vs.rivaroxaban + ASA |Snizeni celkové mortality,
rizika CMP a amputaci DK
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AP, angl’navpectoris, LAD, left anterior
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