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ProtidestiCkova lécba :
koronarni angioplastika (PCI) / akutni koronarni syndrom (ACS)

Bleeding Risk

VERY HIGH

Ischaemic Risk

European Heart Journal (2021) 42, 1289 —1367



Stratifikace rizika krvaceni : PRECISE-DAPT

At the time of coronary stenting

DAPT duration Short DAPT (3—6 months)
strategies assessed Vs

Standard/long DAPT (12-24 months)

Score calculation®
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Decision making cut-off Score =25 = Short DAPT
suggested Score <25 - Standard/long DAPT

European Heart Journal (2018) 39, 213-254




Dualni protidestiCkova lé€ba (DAPT): je hodnoceni ischemického rizika zbytecné?

CENTRAL ILLUSTRATION PRECISE-DAPT Score and Complex Percutaneous Coronary Intervention

Risk Difference For
Long vs. Short DAPT

PRECISE-DAPT <25 +012% p = 0.53
(Non-High Bleeding Risk) +0.28%p = 0.57

+2.61% p = 0.003

PRECISE-DAPT =25 +3.04% p = 0.30

(High Bleeding Risk)

Bleeding*

PRECISE-DAPT <25 -1.14% p = 0.04
(Nen-High Bleeding Risk) -3.86% p = 0.05
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PRECISE-DAPT 225 +1.45% p = 0.39
(High Bleeding Risk) +1.30%p = 0.76

-0.91% p = 012
PRECISE-DAPT <25
(Non-High Bleeding Risk) ~4-05% p = 0.04

PRECISE-DAPT 225 +2.81%p =011
(High Bleeding Risk) +1.68% p = 0.73

4% -3% -2% -1% 0 +1% +2% +3% +4%

Long DAPT Better Short DAPT Better
(% Reduction of Events (% Increase of Events
with Long DAPT) with Long DAPT)

[ Non-Complex PCI [ Complex PCI
Costa, F. et al. ] Am Coll Cardiol. 2019;73(7):741-54.




Monoterapie ticagrelorem : je hodnoceni jakéhokoliv rizika zbytecné?

Ticagrelor
Monotherapy

N Events (%) N Events (%)

DAPT RR (95% CI)

BARC-2/3/5

Lower bleeding risk 72 (3.1) 128 (5.7)
Top bleeding risk 69 (6.0) 122 (9.7)
Lower ischemic risk 82 (3.5) 164 (7.0)
Top ischemic risk 59 (5.1) 86 (7.3)

MACCE
Lower ischemic risk 45 (1.9) 52 (2.2)

Top ischemic risk 81(7.0) B0 (6.8)
|
Lower bleeding risk 80 (3.4) 73(3.2) —
|
Top bleeding risk 46 (4.0) 59 (4.7) —

Favors DAPT

[

i Favors Ticagrelor
! Monotherapy
l_l_+_l_l_l—l

Mendieta G, et al. J Am Coll Cardiol. 2023;82(8):687-700.



Stratifikace rizika krvaceni : ARC - HBR

Table 3 Major and minor criteria for hbr at the time of PCI

Anticipated use of long-term oral anticoagulation®

Severe or end-stage CKD (eGFR <30 mL/min)

Hemoglobin <11 g/dL

Spontaneous bleeding requiring hospitalization or transfusion in the past 6 mo or
at any time, if recurrent

Moderate or severe baseline thrombocytopeniat (platelet count <100 x 109/L)

Chronic bleeding diathesis

Liver cirrhosis with portal hypertension

Active malignancyt (excluding nonmelanoma skin cancer) within the past 12 mo
Previous spontaneous ICH (at any time)Previous traumatic ICH within the past
12 moPresence of a bAVMModerate or severe ischemic stroke§ within the

past 6 mo
MNondeferrable major surgery on DAPT

Recent major surgery or major trauma within 30 d before PCI

Moderate CKD (eGFR 30-59 mL/min)
Hemoglobin 11-12.9 g/dL for men and 11-11.92 g/dL for women
Spontaneous bleeding requiring hospitalization or transfusion with-

in the past 12 mo not meeting the major criterion

Long-term use of oral NSAIDs or steroids

Any ischemic stroke at any time not meeting the major criterion

European Heart Journal (2019) 40, 2632-2653




Stratifikace rizika krvaceni : ARC - HBR

@ QL

Age Renal Liver Active Anemia Low platelet
(275 years) disease disease cancer count

&« Y Labontoy___

Stroke, Bleeding Prior bleeding NSAIDs, Planned surgery on DAPT,
ICH, bAVM diathesis or transfusion steroids recent trauma or surgery

@E»

Figure Factors associated with an increased bleeding risk after percutaneous coronary intervention. bAVM indicates brain arteriovenous malfor-
mation; CNS, central nervous system; DAPT, dual antiplatelet treatment; ICH, intracranial hemorrhage; NSAID, nonsteroidal anti-inflammatory drug;
and OAC, oral anticoagulation.

European Heart Journal (2019) 40, 2632-2653



Snizeni rizika krvaceni : zkracena DAPT nebo deeskalace DAPT

ESC GUIDELINES

2023 ESC Guidelines for the management
of acute coronary syndromes

Developed by the task force on the management of acute coronary
syndromes of the European Society of Cardiology (ESC)

Antiplatelet strategies to reduce bleeding risk in the first |2 months after ACS

Time
(Months)

Abbreviated DAPT strategies DAPT de-escalation strategies
In HBR
In HBR and (e
TN S

Aspirin + Prasugrel OR Aspirin + Ticagrelor

inhibitor to clopidogrel

Aspirin + Clopidogrel

P2Y |, inhibitor
or
aspirin monotherapy

European Heart Journal (2023) 44, 3720-3826
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Trendy v antiagregacni terapii: HOST-EXAM study

Primary Outcome

Event-free under DAPT Aspirin for 24 months

for 6 ~ 18 months Clopidogrel for 24 months
Index PCI Randemization

1
Hazard ratio, 0-73 (95% Cl, 0-59 - 0-90), p=0-003
Log rank # = 0-005

Aspirin

Clopidogrel

Primary outcome
All-cause deatt
readmission di
major bleeding

7.7% (207 patients)

5.7% (152 patients)

Risk difference : -2.09
NNT :50.6 (30.0-16

Lancet, 1 Jun

idence (%)

ive inci

Cumulat

Secondary Outcomes

Any bleeding

(BAKC bleeding)

Hazard ratio, 0.68 (95% Cl 0.52 - 0.87), p=0.003 Hazard ratio, 0.68 (95% CI 0.52 - 0.87), p=0.003
Log rank P = 0.002 Log rank P = 0.002

Risk difference : -1.7% (-2.8% - 0.6%), NNT : 58
Risk difference : -0.9% (-1.8% - 0.0%), NNT : 111

Aspirin

Curmulative incidence (%)

Clopidogrel

6 9 12 15 18
Months after Randomization Months after Randomization



Trendy v antiagregacni terapii : po ukonceni DAPT monoterapie P2Y

| DAPT

NSTE-ACS PCl L] sapT
| | par

T IschaemicRisk T Bleeding Risk T Ischaemic Risk
1 Bleeding Risk

Intensity

Z.Motovska, G. Montalescot, Eur Heart J 2021



Trendy v antiagregacni terapii: jakou DAPT pri ACS?

Primary End point

(Composite of Death, MI, or Stroke)

Hazard ratio 1.36 [1.09-1.70]; P = 0.006
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No. at Risk
2012
2006

1877
1892

Ticagrelor 1857

1877

1835

Prasugrel 1862

ESC Congress Wori'd Congress
Paris 2019 of Cardiology

L

1815
1839

DZHK
DEUTSCHES ZENTRUM FUR
HERZ-KREISLAUF-FORSCHUNG E.V.
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Trendy v antiagregacni terapii: jakou DAPT pri ACS?

BARC Type 3-5 Bleeding

(Safety End point)

DZHK Tl.m

DEUTSCHES ZENTRUM FOR

HERZ-KREISLAUF-FORSCHUNG E.V. e sl
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Hazard ratio 1.12 [0.83-1.51]; P = 0.46
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é 1|0 1'2
No. at Risk Months since randomization

Ticagrelor 1989 1441 1399 1356 1319 1296 1266
Prasugrel 1773 1465 1427 1397 1357 1333 1307

ESC Congress Wori'd Congress
Paris 2019 of Cardiology




Trendy v antiagregacni terapii: jakou DAPT pri ACS?

Summary And Conclusion

In ACS patients with or without ST-segment elevation,
treatment with Prasugrel as compared with Ticagrelor significantly
reduced the composite rate of death, myocardial infarction, or stroke

without an increase in major bleeding.

ESC Congress Worlid Congress
Paris 2019 of Cardiology




Trendy v antiagregacni terapii: jakou DAPT pri ACS?

Prasugrel should be considered in preference to ticagrelor for NSTE-ACS patients who proceed to PCL'™

@ ESC European Heart Journal (2021) 42, 1289 — 1367 ESC GUIDELINES

European Society doi:10.1093/eurheartj/ehaa575
of Cardiology

2020 ESC Guidelines for the management of
acute coronary syndromes in patients

presenting without persistent ST-segment
elevation




Trendy v antiagregacni terapii: jakou DAPT pri ACS?

Prasugrel should be considered in preference to
ticagrelor for ACS patients who proceed to

244 290
pC| A4+

@ E SC European Heart Journal (2023) 00, 1-107 ESC GUIDELINES

European Society https://doi.org/10.1093/eurheartj/ehad191
of Cardiclogy

2023 ESC Guidelines for the management
of acute coronary syndromes

Developed by the task force on the management of acute coronary
syndromes of the European Society of Cardiology (ESC)

European Heart Journal (2023) 44, 3720-3826



Trendy v antiagregacni terapii : opravdu je prasugrel lepsi pfi ACS?

Successful lysis with Tenecteplase, loading with aspirin, clopidogrel
and statin

Evaluated fior
enrcllment in
study

1:1 Randomisation after 24 hrs of lysis

Ticagrelor 180mg Loading Dose Prasugrel 60mg Loading Dose then

then S0mg BID (Group A) 10mg OO (5 mg 0D if
welght=a0kg) (Group B)

Amenable to Patients requiring CABG

pC .
A medical follow

CAG+PCI [As per
standard protocol)

MBG, and cTFC as assessed by 2 observers
blinded to treatment

E-BAONTHS clinical and
Echocardingraphic
FOLLOW-UP after

discharge on GDMT

Coron Artery Dis 2023;34:381-88



Trendy v antiagregacni terapii : opravdu je prasugrel lepsi pfi ACS?

GROUP A GROUP B

m MBG 0/1 MBG 2/3

Comparison of postprocedural MBG between group A and group B. MBG, Myocardial Blush Grade.

Coron Artery Dis 2023;34:381-88



Trendy v antiagregacni terapii : opravdu je prasugrel lepsi pfi ACS?

Comparnison of ejection fraction between group A and group B.

Coron Artery Dis 2023;34:381-88



Trendy v antiagregacni terapii : opravdu je prasugrel lepsi pfi ACS?

STEMI NSTE-ACS
n =287 n=1512

22%
Prasugrel
48%

B fulldose [ reduceddose M ineligible

I eligible WM ineligible

Figure 2. Eligibility for prasugrel and ticagrelor in patients with ACS after consideration of
contraindications and warnings according to EMA label restrictions.

J Am Heart Assoc. 2023;12:e030879. DOI: 10.1161/JAHA.123.030879




PredléCeni NSTEMI : prasugrel pred nebo pri PClI (ACCOAST)

A Primary Efficacy End Point B All TIMI Major Bleeding

15
15— Hazard ratio at day 7, 1.02 Hazard ratio at day 30, 0.997

(95% Cl, 0.84—1.25) (95% Cl, 0.83—1.20)
P=0.81 ; P=0.98

Pretreatment

Hazard ratio at day 7, 1.90 Hazard ratio at day 30, 1.97
(95% Cl, 1.19-3.02) (95% Cl, 1.26-3.08)
P=0.006 P=0.002
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PredléCeni STEMI: ticagrelor pred transportem nebo pred PCIl (ATLANTIC)

Tabulka 5. Ticagrelor pred transportem nebo pred pfimou PCI pro STEMI. Studie ATLANTIC.

Ticagrelor pred Ticagrelor
transportem V nemaocnici OR (95% Cl)
(n=908)
Absence poklesu STEZ70% 6% 0.93 (0.65-1.25)
pied PC
Absence TIMI3 pritoku v IRA 2.6% 3.1% 0.97 (0.75-1.25)
pred PCI

Umrti, AMI, CMP, ST, 41 (4.5%) 42 (4.4%) 1.03 (0.66-1.60)
eentni revaskularizace

| Celkova mortalita (2.0%) 1.68 (0.94-3.01)

' 21 r-.._ ,u] 0(2.1%) 1.11 (0.60-2.05)

4 (0.4%)

Eauazne krvdceni (48 hodin) 16 (1.8%)

OR — pomér 3anci, STE — elevace Gsekd 5T, IRA —infarct rE|EI'|ZEl:| -arter".r {infarktwé tepna), AMI —
akutni infarkt myokardu, CMP — cévni piihoda mozkova, 5T — tromboza stentu

Montalescot G. N Engl J Med 2014;371:1016-27.



Antitromboticka lecba pri PCI pro akutni koronarni syndrom 2023

NSTE-ACS
PPCI PPCI PPCI Angiography ~ Angiography  Angiography
<24 h <24 h >24 h

UFH Enoxaparin Bivalirudin UFH Enoxaparin | Fondaparinioe®
(Class I) (Class l1a) (Class ll2) (Clazs 1) (Class ll2) (Class 1)

ACS PPCI

Aspirin P2Y'z inhibitor

(Class I} (Class Ilb)

ACS
Prasugrel _
Ticagrelor

If prasugrel and ti lor Prasugrel >  Ticagrelor

are unavailable, contraindicated, i
or cannot be tolerated (Class lla)

Clopidogrel
(Class I)

Proceeding to PCI

Time P2Y 12 inhibitor

(months)
(Class I)

Aspirin

(Class I)

European Heart Journal (2023) 44, 3720-3826



Lecba STEMI primarni PCI: p.o.inhibitory P2Y ;, a funkce LK

Infarct size following loading with Ticagrelor/Prasugrel versus
Clopidogrel in ST-segment elevation myocardial infarction

Muhammad Sabbah ®*!, Lars Nepper-Christensen *!, Lars Keber *', Dan Eik Hefsten ',

M. Sabbah et al. / International Journal of Cardiology 314 (2020) 7-12
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p < 0.001
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Fig. 2. Infarct size and myocardial salvage index at three-month follow-up according to anti-platelet treatment. Legend: Median, interquartile and total range of myocardial salvage index
(left) and infarct size (right) according to treatment group (Clopidogrel vs Ticagrelor). There was a significant difference between treatment groups (Ticagrelor,/Prasugrel vs Clopidogrel )
for both infarct size and myocardial salvage index, p < 0.001 (see text for details).

International Journal of Cardiology 314 (2020) 7-12




Cangrelor : srovnani se silnymi inhibitory P2Y ;,
(CANTIC study)

Crushed Ticagrelor 180mg
plus PLACEBO IV 4 Placebo

Randomization

@ Cangrelor

STEMI patients
undergoing P-PCI
(ASA background)

PD testing

Baseline 5 min 30 min 1h End of PCI 2h 1h post infusion

Bolus + infusion
randomization

Circulation. 2019:139:1661-1670




Trendy v protidestiCckoveé terapii ACS 2023

Prvni krok: stratifikace rizika krvaceni / ischémie

U rizikovych pacientl zvazit omezeni rizika krvaceni pri DAPT
(monoterapie P2Y,, zkraceni DAPT, deeskalace DAPT)

Preferovat silné inhibitory P2Y,, (prasugrel, ticagrelor)
Nepodavat inhibitory P2Y,, pred koronarografii

Potencial intravendzniho inhibitoru P2Y, pfi PCl (cangrelor)



Trendy v antiagregacni tera




