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Antithrombotic treatments in NSTE-ACS: @ESC

pharmacological targets European Society
of Cardiology
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Determinants of antithrombotic treatment in
coronary artery disease patients

@ESC

European Society

® of Cardiology
Patient’s Clinical Comorbidities Co-medication Procedural
characteristics presentation CKD Need of oral aspects
Age Cccs Diabetes anticoagulation PCl vs CABG
Sex vs. PAD treatment Femoral vs. radial
Race ACS Heart failure Various drug-drug access
History of (NSTE-ACS/STEMI) interactions Invasive vs.
ischaemic or
bleeding events
)
l |
|
Intrinsic (in blue: patient’s
A characteristics, clinical presentation
‘ & comorbidities) and extrinsic (in
o ' > yellow: co-medication & procedural
. Ischaemic risk Bleedlng risk . aspects) variables influencing the
choice, dosing, and duration of
antithrombotic treatment.
Lo
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o Novel aspects on P2Y,, receptor inhibition in

ESC
NSTE-ACS (1) — Choice of treatment ®
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A P2Y,, receptor inhibitor is recommended in addition to aspirin, and
maintained over 12 months unless there are contraindications or an excessive
risk of bleeding. Options are:
* Prasugrel in P2Y,, receptor inhibitor-naive patients proceeding to PCI
(60 mg LD, 10 mg/d as standard dose, 5 mg/d for patients aged 275 years
or with a body weight <60 kg).
» Ticagrelor irrespective of the planned treatment strategy - .
(invasive or conservative) (180 mg LD, 90 mg b.i.d.).
* Clopidogrel (300-600 mg LD, 75 mg daily dose), only when prasugrel or
ticagrelor are not available, cannot be tolerated, or are <
contraindicated.
® Prasugrel should be preferred over ticagrelor for NSTE-ACS patients who a . <j %
proceed to PCI, ' G
: 020 ESC Guidelines f ! i ing wi bt
e ,org/guidelines 2020 ESC Guidelines for the management of acute coronary syndromes in patients presenting without

persistent ST-segment elevation (European Heart Journal 2020 - dol/10,1093/eurheart)/ehaa575)



Novel aspects on P2Y,, receptor inhibition in @ESC
NSTE-ACS (1) — Choice of treatment European Society

of Cardiology
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Trial Description: Patients with an acute coronary syndrome undergoing planned early invasive therapy were randomized to

ticagrelor versus prasugrel.
RESULTS

« Primary efficacy endpoint: death, myocardial infarction, or stroke at 1 year
(p = 0.006) occurred in 9.3% of the ticagrelor group compared with 6.9% of the prasugrel
group (p = 0.006)
« BARC major bleeding (types 3, 4, or 5): 5.4% in the ticagrelor group vs. 4.8% in
the prasugrel group (p = NS)

12

6.9 CONCLUSIONS
* In patients across the acute coronary syndrome spectrum undergoing planned
coronary angiography, prasugrel was superior to ticagrelor at preventing major
adverse ischemic events
« Benefit from prasugrel was accomplished without an increase in major bleeding

Primary endpoint Schiipke S, et al. N Engl J Med 2019;Sep 1:[Epub]
Ticagrelor Prasugrel
(n=2,012) (n =2,006)




o Novel aspects on P2Y,, receptor inhibition in @ ESC

NSTE-ACS (2) - Pretreatment European Society
® of Cardwlogy
Pre-treatment with a P2Y,, receptor inhibitor may be considered in patients
with NSTE-ACS who are not planned to undergo an early invasive strategy C
and do not have an HBR.
It is not recommended to administer routine pre-treatment with a P2Y,,
receptor inhibitor in patients in whom coronary anatomy is not known and
an early invasive management is planned.
(1) Lack of evidence for a pre-treatment benefit (*ACCOAST, "SCAAR registry, *ISAR-REACT 5)
(2) Potent P2Y12 inhibition = fast onset of action => LD administration directly before PCl
(3) Pre-treatment strategy risky for some patients: e.g. aortic dissection or undiscovered bleeding
complications
® (4) Increased bleeding risk & delay in conjunction with CABG
*Montolescot et ol., N Engl J Med. 2013, "Oworeck et al., in press 2020, *Schipke et al., N Engl ) Med. 2019
~ - 2020 ESC Guidelines for the management of acute coronary syndromes in patients presenting without
Wl acandio.ngigvidalions persistent ST-segment elevation {European Heart Journal 2020 - doif10.1093/eurheartf/ehaas75)



Conclusions

* In NSTE-ACS patients managed invasively within 48
hours of admission, pre-treatment with prasugrel does
not reduce major ischemic events through 30 days but
Increases major bleeding complications.

 The results are consistent among patients undergoing
PCI supporting treatment with prasugrel once the
coronary anatomy has been defined.

« No subgroup appears to have a favorable risk/benefit
ratio of pre-treatment.

» Reappraisal of routine pre-treatment strategies in NSTE-
ACS is needed.



Algorithm for antithrombotic therapy in NSTE-ACS@ ESC

patients without AF undergoing PCI
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(1) Bleeding risk determines
recommendations for
choice, duration and
extended Tx

(2) Different options for
extended Tx > 12 months

Very HBR is defined as recent bleeding in the past
month and/or not deferrable planned surgery.
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2020 ESC Guidelines for the management of acute coronary syndromes in patients presenting without
persistent ST-segment elevation (European Heart Journal 2020 - doi/10.1093/eurheartj/ehaa575)




Recommendations for extended long-term ESC

secondary prevention antithrombotic treatment Ewropean Soclety
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Risk criteria for extended treatment with a @ ESC
second antithrombotic agent European Socity

of Cardiology

High thrombotic risk (Class I1a) Moderately increased thrombotic rish
(Class 1Ib)
Complex CAD and at least 1 criterion Non-complex CAD and at least 1
— (1) Stratification for complex vs.
Diabetes mellitus requiring medication Diabetes mellitus requiring medication non-complex CAD: individual
History of recurrent Ml History of recurrent Ml TS ;
Any multivessel CAD Polyvascular disease (CAD plus PAD) clinical JUdgement &
Polyvascular disease (CAD plus PAD) CKD with @GFR 15-59 mL/min/1.73 m cardiovascular history and/or
Premature (<45 years) or accelerated (new lesion
within a 2-year time frame) CAD s coronary anatomy-
Concomitant systemic inflammatory disease (e.g. (
human immunodeficiency virus. systemic lupus
 erythematosus. chronic arthritis) (2) Risk-enhancing factors are
CKD with eGFR 15-59 mL/min/1.73 m* \ based on evidence from RCTs

At least 3 stents implanted and large-scale registries
At least 3 lesions treated

Total stent length >60 mm (See GL document)
History of complex revasculanization (left main,
bifurcation stenting with =2 stents implanted.
chronic total occlusion, stenting of last patent
@) vessel)

History of stent thrombosis on antiplatelet
treatment
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Risk criteria for extended treatment with a second @ ESC
antithrombotic agent (1) A
High thrombotic risk Moderately increased thrombotic risk
(Class lla) (Class lib)
Complex CAD and at least 1 criterion Non-complex CAD and at least 1 criterion

-~ Riskemhances

Diabetes mellitus requiring medication Diabetes mellitus requiring medication

History of recurrent MI History of recurrent M

Any multivessel CAD Polyvascular disease (CAD plus PAD)

Polyvascular disease (CAD plus PAD) CKD with eGFR 15-59 mL/min/1.73 m?

Premature (<45 years) or accelerated (new
lesion within a 2-year time frame) CAD

In line with guideline recommendations, CAD patients are stratified into two different risk groups (high vs. moderately increased thrombotic or ischaemic risk).
Stratification of patients towards complex vs. non-complex CAD is based on individual clinical judgement with knowledge of patients’ cardiovascular history and/or
coronary anatomy. Selection and composition of risk-enhancing factors are based on the combined evidence of clinical trials on extended antithrombotic treatment in
CAD patients and on data from related registries.
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o Risk criteria for extended treatment with a second @ ESC

antithrombotic agent (2) EwopeanScely
of Cardiology
High thrombotic risk
(Class lla)
Complex CAD and at least 1 criterion Non-complex CAD and at least 1 criterion

Concomitant systemic inflammatory disease
(e.g. human immunodeficiency virus, systemic
lupus erythematosus, chronic arthritis)

CKD with eGFR 15-59 mL/min/1.73 m?

At least 3 stents implanted

At least 3 lesions treated

In line with guideline recommendations, CAD patients are stratified into two different risk groups (high vs. moderately increased thrombotic or ischaemic risk).
Stratification of patients towards complex vs. non-complex CAD is based on individual clinical judgement with knowledge of patients’ cardiovascular history and/or
coronary anatomy. Selection and composition of risk-enhancing factors are based on the combined evidence of clinical trials on extended antithrombotic treatment in
CAD patients and on data from related registries
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Risk criteria for extended treatment with a second @ ESC
antithrombotic agent (3) oo
High thrombotic risk Moderately increased thrombotic risk
(Class lla) (Class llb)
Complex CAD and at least 1 criterion Non-complex CAD and at least 1 criterion

Total stent length >60 mm

History of complex revascularization (left
main, bifurcation stenting with 22 stents
implanted, chronic total occlusion, stenting of
last patent vessel)

History of stent thrombosis on antiplatelet
treatment

In line with guideline recommendations, CAD patients are stratified into two different risk groups (high vs. moderately increased thrombotic or ischaemic risk).

Stratification of patients towards complex vs. non-complex CAD is based on individual clinical judgement with knowledge of patients’ cardiovascular history and/or Q
coronary anatomy. Selection and composition of risk-enhancing factors are based on the combined evidence of clinical trials on extended antithrombotic treatment in o
CAD patients and on data from related registries.
) - 2020 ESC Guidelines for the management of acute coronary syndromes in patients presenting without
www.escardio.org/guidelines : ; . .
persistent ST-segment elevation (European Heart Journal 2020 - doi/10.1093/eurheartj/ehaa575)
o



Treatment options for extended long-term

secondary prevention treatment
@

Drug Dose Indication NNT
(ischaemic
outcomes)

DAT regimens for extended treatment (including aspirin 75-100 mg o.d.)

Rivaroxaban 2.5 mg b.i.d. Patients with CAD or symptomatic PAD at 77
(COMPASS trial) high risk of ischaemic events
DAPT regimens for extended treatment (including aspirin 75-100 mg o.d.)

Clopidogrel 75 mg/d Post Ml in patients who have tolerated DAPT 63
(DAPT trial) for 1 year
Prasugrel 10 mg/d (5 mg/d if Post PCI for Ml in patients who have 63
(DAPT trial) body weight <60 kg or tolerated DAPT for 1 year

age >75 years)
Ticagrelor 60/90 mg b.i.d. Post Ml in patients who have tolerated DAPT 84
(PEGASUS-TIMI 54) for 1 year

Drugs (in-addition to aspirin 75-100 mg/d) for extended DAPT treatment options are in alphabetical order. For indications and definitions for
high/moderately increased risk and bleeding risk see published ESC guideline. NNT refers to the primary ischaemic endpoints of the respective trials and

@ESC

European Society
of Cardiology

NNH
(bleeding
Outcomes)

84

105

105

81

©ESC

NNH refers to the key safety (bleeding) endpoints. NNT and NNH numbers from the DAPT trial are pooled numbers for clopidogrel and prasugrel.

www.escardio.org/guidelines

2020 ESC Guidelines for the management of acute coronary syndromes in patients presenting without
persistent ST-segment elevation (European Heart Journal 2020 - doi/10.1093/eurheartj/ehaa575)

COMPASS % | — :
3 PC Dual Antiplatelet Therapy afier BCIin Patients st High Bleeding ik — 2
Conclusions ' i et ’ ~ Conclusion

PEGASUS

= DPI compared with aspirin alone:
* Produced consistent reductions in CV death, M|, stroke as well as all-cause
death with or without prior PCI
* Increased major bleeding without a significant increase in fatal bleeding or
intracranial hemorrhage
* In patients with prior PCI:
* Consistent reductions in CV death, M|, stroke as well as all-cause death were
demonstrated with DPI irrespective of the timing of prior PCI (as far back as

10-years)

Long-term dual antiplatelet therapy with
low-dose aspirin and ticagrelor should
be considered in appropriate patients

with a myocardial infarction.
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Recommendations for combining antiplatelet agents and
anticoagulants in non-ST-segment elevation acute coronary
o syndrome patients requiring chronic oral anticoagulation

@ESC

European Society
of Cardiology

DAT vs. TAT

A ISTH MAJOR OR CLINICALLY RELEVANT NONMAJOR BLEEDING
DAT TAT Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

AUCUSTLS 204 2279 367 2277 268% 056 (047, 065) k3

ENTRUST AF-PCI 128 751 152 755 223% 0.85 [0.68, 105) -

PIONEER AF-PCI 117 696 178 697 227N 0.66(0.53, 0.81) -

RE-DUAL PCI 305 1744 264 981 282% 0.65 [0.56, 0.75) .

Total (95% Ch 5470 4710 100.0% 0.66 10.56, 0.78) k2

Total events 754 961

Heterogenety Tau® « 0.02, Chi¥ w 965 df « 2 (P« 0.02), 17 = 69% bo1 o1 % ™
Test for overall effect 2 = 5.03 (P < 0.00001) o Favours DAT Favours TAT
c TRIAL-DEFINED MACE

DAT TAT Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI

AUCUSTUS 168 2307 149 2307 37.1% 113 ]0.81, 1.40]

ENTRUST AF-PCI 49 751 46 755 111% 1071073, 158)

PIONEER AF-PCI 41 694 36 695 B89 114074, 1.76)

RE-DUAL PCI 239 1744 131 981 429% 103 [0.84, 125}

Total (95% C1) 5496 4738 100.0% 108 [0.95, 1.23)

Total events 497 362

Heterogenefty Tau' = 000, Chi¥ = 047, of = 3 (P = 0.92) ' = OX bor o t % ™

Test for overall effect 2 = 1 13 (P = 0 26)

Gargiulo et al., EHJ 2019

Favours DAT Favours TAT
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anticoagulants in non-ST-segment elevation acute coronary @ ESC

o Recommendations for combining antiplatelet agents and
I syndrome patients requiring chronic oral anticoagulation o0y

NOAC +
clopidogrel
preferred
®
- 2020 ESC Guidelines for the management of acute coronary syndromes in patients presenting without
waw.ascerdio.org/guidelines persistent ST-segment elevation (European Heart Journal 2020 - 0i/10.1093/eurheartj/ehaa575)




Algorithm for antithrombotic therapy in NSTE-ACS patients @ ESC

with AF undergoing PCI or medical management Buropesn Sociéty
of Cardiology

fiieribsin AF patients undergoing PCI for NSTE-ACS
treatment
initiation
‘ Default Strategy High Bleeding Risk High Ischaemic Risk

PIONEER &

AF- PCI

% REDUAL PC|

Augustus
Engage-AF

Green (Class 1)
eesc — yellow (Class lla)

2020 ESC Guidelines for the management of acute coronary syndromes in patients presenting without
persistent ST-segment elevation (European Heart Journal 2020 - doi/10.1093/eurheartj/ehaa575)
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Algorithm for the use of antithrombotic drugs in patients
@EACTS undergoing percutaneous coronary intervention (3) @ ESC

European Society
of Cardiology

Antithrombotic Treatment in Patients Undergoing Percutaneous Coronary Intervention

Treatment Indication w

(Pre-) Treatment DAPT m 0O s
Anticoagulation for PCI _ or Enoxaparin  or _

P

Time
1 month -
€ 3 months - Antiplatelet drugs :
‘é 6 months - E Aspirin
S
(=) Clopidrogrel
— 12 months - .
% - Prasugrel
o 30 months -
. Ticagrelor
DAPT >12 months
36 months ®
v
26

2018 ESC/EACTS Guidelines on myocardial revascularisation

www.escardio.org/guidelines
European Heart Journal (2018) 00, 1-96 - doi:10.1093/eurheartj/ehy394



Algorithm for the use of antithrombotic drugs in patients
@EACTS undergoing percutaneous coronary intervention (4) @ ESC
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Antithrombotic Treatment in Patients Undergoing Percutaneous Coronary Intervention

Treatment Indication “
(Pre-) Treatment DAPT O
EN b (EEE)

Anticoagulation for PCI _ or Enoxaparin or _

epl——

Time
1 month |
s 3 months -| Antiplatelet drugs :
© 6 months - [A] Aspirin
a . Clopidrogrel
— 12 months -|
< - Prasugrel
3 30 months
. Ticagrelor
DAPT >12 months
36 months
= ® 27

2018 ESC/EACTS Guidelines on myocardial revascularisation

www.escardio.org/guidelines
European Heart Journal (2018) 00, 1-96 - doi:10.1093/eurheartj/ehy394



