@ E S C European Heart Journal: Acute Cardiovascular Care (2024) 13, 173-180 CLINICAL PRACTICE

European Society https://doi.org/10.1093/ehjacc/zuad 158 Acute Coronary Syndromes
of Cardiology

Antithrombotic therapy in patients with acute
coronary syndrome: similarities and differences
between a European expert consensus
document and the 2023 European Society of
Cardiology guidelines

Antonio Landi"z, Victor Aboyans 3, Dominick J. Angiolillo4, Dan Atar 5,
10

Davide Capodanno 6, Keith A.A. Fox’, Sigrun Halvorsen8’9, Stefan James ,
Peter Jiini'", Sergio Leonardi ® '%, Roxana Mehran © '3, Gilles Montalescot',

Eliano Pio Navarese'®, Josef Niebauer 16, Angelo Oliva'’, Raffaele Piccolo',

Susanna Price ® ', Robert F. Storey??, Heinz Véller ® %!, Pascal Vranckx ® %2,

Stephan Windecker ® 23, and Marco Valgimigli ® %%

"Ente Ospedaliero Cantonale (EOC), Cardiocentro Ticino Institute, Tesserete, 48. CH-6900, Lugano, Switzerland; *Department of Biomedical Sciences, University of ltalian Switzerland,
Lugano, Switzerland; *Department of Cardiology, Dupuytren University Hospital, and INSERM 1094 & IRD, University of Limoges, 2, Martin Luther King Ave, 87042, Limoges, France;
“Division of Cardiology, University of Florida College of Medicine-Jacksonville, 655 West 8th Street, Jacksonville, FL 32209, USA; *Oslo University Hospital Ulleval, Department of
Cardiology, and Institute of Clinical Medicine, University of Oslo, Oslo, Norway; *Division of Cardiology, Azienda Ospedaliero Universitaria Policlinico ‘G. Rodolico-San Marco’, University of
Catania, Via Santa Sofia, 78, Catania 95123, ltaly; “Centre for Cardiovascular Science, University of Edinburgh Division of Clinical and Surgical Sciences, Edinburgh, UK; ®Institute of Clinical
Medicine, University of Oslo, Blindern, P.O. Box 1078, N-0316, Oslo, Norway; *Department of Cardiology, Oslo University Hospital Ulleval, Oslo, Norway; "®Department of Medical
Sciences, Uppsala Clinical Research Center, Uppsala University, Uppsala 751 85, Sweden; " Clinical Trial Service Unit and Epidemiological Studies Unit (CTSU), Nuffield Department of
Population Health, University of Oxford, Oxford, UK; '2University of Pavia and Coronary Care Unit, Fondazione IRCCS Policlinico San Matteo, Pavia, Italy; *Zena and Michael A. Wiener
Cardiovascular Institute, lcahn School of Medicine at Mount Sinai, NY, NewYork, USA; "*ACTION Group, INSERM UMRS 1166, Institut de Cardiologie, Hopital Pitié-Salpétriére, Assistance
Publique-Hopitaux de Paris, Sorbonne Université, Paris, France; "*Clinical Experimental Cardiology, Department of Clinical Interventional Cardiology, University of Sassari, Sassari, Sardinia
Island, Italy; "®University Institute of Sports Medicine, Prevention and Rehabilitation, Paracelsus Medical University Salzburg, 5020 Salzburg, Austria; ' Department of Biomedical Sciences,
Humanitas University, 20090 Pieve Emanuele-Milan, Italy; 18Department of Advanced Biomedical Sciences, Division of Cardiology, University of Naples Federico II, Naples, Italy; 19Royal
Brompton Hospital, National Heart and Lung Institute, Imperial College, London, UK; 20Cardiovascular Research Unit, Division of Clinical Medicine, University of Sheffield, Sheffield, UK;
2'Department of Rehabilitation Medicine, Faculty of Health Science Brandenburg, University of Potsdam, Potsdam, Germany; **Department of Cardiology and Critical Care Medicine,
Hartcentrum Hasselt, and Faculty of Medicine and Life Sciences, Hasselt University, Hasselt, Belgium; 23Depar‘tmen‘c of Cardiology, Inselspital, University of Bern, Bern, Switzerland; and
24University of Bern, Bern, Switzerland

Received 26 October 2023; accepted 22 December 2023; online publish-ahead-of-print 3 January 2024

In line with the Journal’s conflict of interest policy, this paper was handled by Venu Menon.

Antithrombotic therapy represents the cornerstone of the pharmacological treatment in patients with acute coronary syndrome (ACS). The op-
timal combination and duration of antithrombotic therapy is still matter of debate requiring a critical assessment of patient comorbidities, clinical
presentation, revascularization modality, and/or optimization of medical treatment. The 2023 European Society of Cardiology (ESC) guidelines for
the management of patients with ACS encompassing both patients with and without ST segment elevation ACS have been recently published.
Shortly before, a European expert consensus task force produced guidance for clinicians on the management of antithrombotic therapy in patients
with ACS as well as chronic coronary syndrome. The scope of this manuscript is to provide a critical appraisal of differences and similarities between
the European consensus paper and the latest ESC recommendations on oral antithrombotic regimens in ACS patients.
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Antithrombotic therapy represents the mainstay of the pharmacological
treatment in patients with acute coronary syndrome (ACS)." The opti-
mal combination and duration of antithrombotic therapy (which agent,
for whom, and for how long) is still a clinical conundrum that requires
a critical assessment of clinical features including patient comorbidities,
clinical presentation (acute or chronic coronary syndrome), and revascu-
larization modality by percutaneous coronary intervention (PCl), coron-
ary artery bypass grafting (CABG), or medical treatment alone.

Within this framework, a European expert task force produced a
consensus on antithrombotic treatment strategies in patients with es-
tablished coronary artery disease (CAD) including ACS as well as
chronic coronary syndrome (CCS).> Shortly afterwards, the 2023
European Society of Cardiology (ESC) guidelines for the management
of patients with ACS encompassing patients with and without ST seg-
ment elevation (NSTE)-ACS have been published.*

The scope of this manuscript is to provide a critical appraisal of dif-
ferences and similarities between the European consensus paper and
the latest ESC recommendations on oral antithrombotic regimens in
ACS. This document does not address parenteral agents or antithrom-
botic therapy for ACS patients with clinical indication for oral anticoa-
gulation (OAC), for which there have been limited updates in the field.
When mentioning consensus statements and recommendations, this
document refers to the 2022 clinical consensus document on antith-
rombotic treatment strategies in patients with established CAD? and
the latest 2023 ESC guidelines for ACS patients,* respectively.

General concepts

Recommended tools for bleeding risk

stratification

Different risk scores have been developed to predict the risk of bleed-
ing at different time windows ranging from in-hospital to long-term
events.” The 2023 ESC guidelines recommend the use of the
Academic Research Consortium—High Bleeding Risk (ARC-HBR) cri-
teria® for bleeding risk stratification in a footnote of the recommenda-
tion table 5. The PRECISE DAPT score is only referred to as an
additional tool among ACS patients with clinical indication for OAC.
It is important to note that the derivation and validation of the
PRECISE DAPT score was performed in patients not taking OAC.”
The PRECISE DAPT score was derived from a pooled dataset of ran-
domized controlled studies of patients undergoing PCl and integrates
continuous covariates, such as age, creatinine clearance, white blood
cell count, haemoglobin, together with prior bleeding.7 There is a solid
rationale to propose both stratification systems (namely ARC-HBR and
PRECISE DAPT score) for bleeding risk stratification purposes in ACS
patients. The PRECISE DAPT score has been shown to be associated
with consistent moderate bleeding risk discrimination in more than
20 external validation studies.® However, it does not account for co-
morbidities, which have known implications for bleeding risk, such as
those captured by the ARC-HBR criteria.® The ARC initiative was
groundbreaking in order to standardize bleeding risk assessment.
While several studies suggested that the proposed ARC-HBR criteria
(or some adaptations of the original proposal due to incomplete data
availability) identify patients at higher bleeding risk compared with those
with no ARC-defined HBR features, some suggested that additional
HBR conditions or re-weighing the minor/major criteria may be asso-
ciated with improved risk stratification.”'® Pertinent to this discussion,
a study showed that the ARC-HBR score discrimination was lower
among ACS compared with CCS patients and that the inclusion of
ACS as an additional minor risk criterion slightly improved the perform-
ance of the score in the overall study cohort.” This suggests that, at least
within this framework (where other markers of inflammation such as
white blood cell count were not considered), the ARC-HBR definition

may consider including ACS as an additional minor risk criterion. Other
data-driven observations suggest that minor criteria confer, in isolation,
a bleeding risk which is similar to one attributed by consensus to the
major criteria’" and that the originally proposed ARC-HBR framework
performs suboptimally among women,'® who are typically older than
men when presenting with ACS.

Taking into account advantages and pitfalls of available bleeding risk
tools, the consensus document endorses the use of both ARC-HBR
and PRECISE DAPT score among ACS patients and assigns a generally
higher weight to bleeding risk assessment and prevention.®

Dual antiplatelet therapy de-escalation

In the last decade, alternative strategies to standard 12-month dual anti-
platelet therapy (DAPT) have been largely investigated, which may be
summarized under the ‘de-escalation’ definition.'? De-escalation is in-
tended to decrease bleeding complications of antiplatelet therapy at
a time when their risk is perceived to be greater than the risk of throm-
botic complications.”® Reduced bleeding risk may be achieved by
switching to a drug with less anticipated antiplatelet effect (de-
escalation by switching), reducing the dose (de-escalation by dose
reduction), or removing an antiplatelet agent (de-escalation by discon-
tinuation).™ De-escalation by switching to clopidogrel can be either
guided or unguided by genotype or platelet function test (PFT). The
2023 ESC guidelines do not list guided de-escalation as an alternative
option to standard DAPT for ACS patients among recommendations.”
The lack of individual trial evidence of superiority of guided vs. unguided
DAPT de-escalation and the increased complexity of the former over
the latter treatment strategy may account for this omission from pre-
vious guidelines.” Likewise, the consensus document does not support
the routine use of PFT or genotyping to guide antiplatelet therapy.’

ACS managed by PCI
Non-high bleeding risk

For the first time, the 2023 ESC guidelines recommend considering
some de-escalation strategies from 3 months of DAPT onwards in
non-HBR patients, with a class of recommendation Ila.* Despite mount-
ing evidence from multiple randomized clinical trials (RCTs) and individ-
ual patient data (IPD) meta-analyses demonstrating a net benefit of
abbreviated DAPT in patients with or without HBR, the 2023 ESC
guidelines recommend DAPT for 12 months as the default strategy
in all ACS patients unless there is HBR (class |, level of evidence A),
in keeping with previous guidelines (Figure 1)."® These recommenda-
tions were generated leveraging on the following listed supportive
studies: PCI-CURE,"” TRITON-TIMI 38,"® and PLATO."” The CURE
study was a landmark trial which, conducted more than 20 years ago,
paved the way for DAPT in ACS patients by demonstrating that
aspirin and clopidogrel combination was associated with a 20% relative
risk reduction of the composite of cardiovascular death, myocardial
infarction (Ml), or stroke (relative risk 0.80; 95% confidence interval
[CI]: 0.72-0.90) at the cost of increased bleeding compared with
aspirin monotherapy.” Findings from the same study suggesting a
beneficial effect of clopidogrel pre-treatment were listed as supportive
to routine 12-month DAPT but not for pre-treatment (class I, level of
evidence C).2° The TRITON-TIMI 38" and PLATO'? studies demon-
strated the superiority of prasugrel and ticagrelor for 12 months in
combination with aspirin over clopidogrel-based DAPT for the primary
composite endpoint of cardiovascular death, M, or stroke with a
comparable increase in major non-CABG-related bleeding. However,
these pivotal studies compared ticagrelor and prasugrel with clopido-
grel in aspirin-treated patients, including patients with and without
HBR, who were treated with prior generation devices and techniques.
In the largest head-to-head comparison of ticagrelor-based vs.
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Figure 1 Summary of recommendations from the 2023 ESC guidelines and statements from the 2022 consensus document on antithrombotic treat-
ment strategies in ACS patients undergoing PCI. Box colours of ESC guidelines reflect classes of recommendation. Treatment preferences within each
box are presented from above to below, whereas treatments in the same line are reported in alphabetical order. “Prasugrel should be considered in
preference to ticagrelor for ACS patients undergoing PCI (class of recommendation Ila, level of evidence b); §lf patient is not eligible for above shown
treatment options. *For patients at high ischemic risk and very low bleeding risk. #In patients not at high ischemic risk who are event-free after 3-6
months of DAPT. ACS, acute coronary syndrome; ASA, aspirin; DAPT, dual antiplatelet therapy; ESC, European Society of Cardiology; PCl, percutan-

eous coronary intervention; SAPT, single antiplatelet therapy.

prasugrel-based DAPT for 12 months (the ISAR REACT 5 trial), prasu-
grel was associated with a 26% relative reduction in the risk of cardio-
vascular death, Ml, or stroke (hazard ratio [HR] 0.74; 95% CI: 0.59—
0.92), mainly due to lower Ml risk with prasugrel.>' Mortality and bleed-
ing rates did not differ between the two groups.21 However, these find-
ings should be interpreted in light of the open-label design, the low
adherence to treatment assignment, and the major confounding elem-
ent of having one drug tested in the pre-treatment phase and the other
one only downstream (among NSTE-ACS pa‘cients).22

Several trials investigated the treatment effects of shortening DAPT by
discontinuing aspirin or P2Y; inhibitor at a point in time in ACS patients.
In the SMART DATE trial, > 6-month DAPT followed by aspirin mono-
therapy was associated with bleeding benefit, but higher MI risk com-
pared with standard DAPT in unselected ACS patients. Subgroup
analyses of the one-month DAPT trial demonstrated a significant inter-
action for the net composite primary endpoint between the randomly
allocated antiplatelet regimen and clinical presentation, suggesting a bene-
fit of aspirin monotherapy in chronic coronary syndrome (CCS) but not
ACS patients.?* Therefore, aspirin monotherapy following abbreviated
DAPT is not recommended after ACS within the first year in patients
without HBR by both ESC guidelines* and the consensus document.
Several RCTs investigated the efficacy and safety of P2Y, inhibitor
monotherapy after 1-3 months of DAPT. The inclusion of events in
the initial DAPT phase (when experimental and control arms received

the same treatment regimen) was overcome by two IPD meta-analyses
which censored events during the initial DAPT phase. The SIDNEY
Collaboration,? including 14 628 patients from two trials (GLASSY?
and TWILIGHT?) demonstrated that ticagrelor monotherapy was asso-
ciated with a 44% relative risk reduction in Bleeding Academic Research
Consortium (BARC) type 3 or 5 bleeding (HR 0.56; 95% Cl: 0.41-0.75)
without increase in ischaemic events. The results remained consistent in
ACS patients (P for interaction: 0.51). In the SIDNEY-2 Collaboration
(24 096 patients from six trials), P2Y inhibitor monotherapy was asso-
ciated with lower risk of BARC 3 or 5 bleeding (HR 0.49, 95% CI: 0.39-
0.63) compared with standard DAPT.?® Additionally, P2Y, inhibitor
monotherapy met non-inferiority for the primary composite endpoint
of all-cause death, M, and stroke (HR 0.93, 95% CI 0.79-1.09; P=
0.005 for non-inferiority) in the per-protocol population.”® These find-
ings remained consistent in ACS patients (P for interaction: 0.51).
Pre-specified subgroup analyses demonstrated consistent treatment ef-
fects of P2Y, inhibitor monotherapy over standard DAPT also in pa-
tients undergoing complex PCL* Despite these findings, the
SIDNEY-2 Collaboration was listed by the 2023 ESC guidelines as sup-
portive evidence to the use of P2Yq, inhibitor monotherapy only in
ACS patients not at high ischaemic risk who are event-free after 3—-6
months of DAPT (class Ila, level of evidence A) (Figure 1).* Thus, the con-
servative recommendation of 12-month DAPT as default approach and
P2Y, inhibitor monotherapy after 3—6 months of DAPT as alternative
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Figure 2 Summary of recommendations from the 2023 ESC guidelines and statements from the 2022 consensus document on antithrombotic treat-
ment strategies in ACS patients treated with CABG (panel A) or medical treatment alone (panel B). Box colours of ESC guidelines reflect classes of
recommendation. Treatment preferences within each box are presented from above to below, whereas treatments in the same line are reported
in alphabetical order. *In patients with documented CAD at angiography. §Preferred treatment option in older ACS patients medically managed.
#DAPT with aspirin and prasugrel is justifiable if clopidogrel and ticagrelor are contraindicated, such as in patients receiving strong CYP3A inhibitors
if coronary artery disease is angiographically documented. ##If patient is not eligible for above shown treatment option. ACS, acute coronary syn-
drome; CABG, coronary artery bypass grafting; DAPT, dual antiplatelet therapy; ESC, European Society of Cardiology; SAPT, single antiplatelet therapy.

approach does not appear supported by the consolidated evidence dem-
onstrating a bleeding benefit without ischaemic harm of P2Y 4, inhibitor
monotherapy in ACS and/or complex PCI patients. In addition, while
the guidelines give a P2Y 4, inhibitor specific recommendation in favour
of prasugrel in association with aspirin based on a single study,” a general
recommendation is provided for the monotherapy agent that needs to
be continued after a short DAPT phase without specifying the strength
of the evidence supporting each agent. In fact, trials and meta-analyses in-
vestigating P2Yq, inhibitor monotherapy after abbreviated DAPT in-
cluded mainly ticagrelor-treated patients, while only a small minority of
subjects (~1%) were treated with prasugrel monotherapy. Clopidogrel
monotherapy has been tested only in Asian patients. In the large
STOP-DAPT 2 ACS trial,”® which included 3008 Asian patients who
were pooled with 1161 patients from the ACS cohort of the parent
STOP-DAPT 2 trial,*" clopidogrel monotherapy after 1-month DAPT
failed to show non-inferiority for the composite endpoint of cardiovascu-
lar death, MI, definite stent thrombosis and stroke compared with
12-month DAPT (HR 1.14, 95% CI: 0.80-1.62; P for non-inferiority =
0.06), mainly due to an excess of Ml in the monotherapy arm (HR
191, 95% Cl: 1.06-3.44). Clopidogrel monotherapy resulted in signifi-
cantly lower rates of BARC type 3 or 5 bleeding compared with
12-month DAPT (HR 0.41, 95% CI: 0.20-0.83).

A network meta-analysis (NMA) including all available antithrombo-
tic treatment options within 1 year after coronary revascularization
and/or ACS (189 261 patients from 43 trials) demonstrated that tica-
grelor monotherapy was the only regimen associated with significantly
lower risks of cardiovascular mortality (HR 0.66; 95% Cl: 0.49-0.88)
without bleeding risk trade-off (HR 0.86, 95% Cl: 0.64—1.16) compared
with aspirin and clopidogrel combination.>> Compared with aspirin and

clopidogrel, aspirin and prasugrel combination was the only regimen as-
sociated with lower Ml risk (HR 0.81, 95% Cl: 0.70-0.94) with bleeding
risk trade-off (HR 1.29, 95% Cl: 1.05-1.58).>2

At variance with ESC guidelines and leveraging on available evi-
dence, 82732 the consensus document suggests ticagrelor mono-
therapy after 1- to 3-month DAPT as default strategy for ACS
non-HBR patients, while 12-month DAPT with prasugrel (first line)
or ticagrelor (if subjects are not eligible for prasugrel) is proposed as
an alternative approach for PCl-treated patients at high ischaemic
and very low bleeding risk? (Figure 1).

High bleeding risk
Patients at HBR represent a significant proportion of ACS patients (up to
40%) undergoing PCL.""*® The optimal antithrombotic regimen for this
subset of patients has been recently investigated in the MASTER
DAPT trial, which randomized 4579 HBR patients who were free
from adverse events after 1-month DAPT to single antiplatelet therapy
(SAPT: clopidogrel in 54% of the patients, aspirin in 29%, ticagrelor in
13%, and prasugrel in 1%) or a more prolonged DAPT regimen of at least
3 months.>***> Compared with standard antiplatelet regimen, 1-month
DAPT followed by SAPT was non-inferior for net and major adverse clin-
ical and cerebral events (HR 0.97, 95% CI: 0.78-1.20 and HR 1.02, 95%
Cl: 0.80-1.30, respectively) and was also associated with lower risks of
major or clinically relevant non-major bleeding (HR 0.68, 95% Cl: 0.55—
0.84). The results remained consistent in patients with ACS who ac-
counted for slightly less than one half of the study population.*
According to the consensus document, the default approach for
ACS-HBR patients should be 1-month DAPT followed by clopidogrel
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Figure 3 Summary of recommendations from the 2023 ESC guidelines and statements from the 2022 consensus document on long-term antith-
rombotic strategies after ACS (=12 months). Box colours of ESC guidelines reflect classes of recommendation. Treatment preferences within each
box are presented from above to below, whereas treatments in the same line are reported in alphabetical order. *For patients at high ischemic
risk and very low bleeding risk. §For patients with high ischemic risk. #For patients with moderate ischemic risk. ACS, acute coronary syndrome;
DAPT, dual antiplatelet therapy; DAT, dual antithrombotic therapy; ESC, European Society of Cardiology; MI, myocardial infarction; SAPT, single anti-

platelet therapy.

or ticagrelor monotherapy (first-line regimens) or aspirin monotherapy
(second-line strategy) (Figure 7). While DAPT for 12 months remains
the default strategy in 2023 ESC guidelines, irrespective of HBR status,
an alternative approach consisting of aspirin or P2Y4, inhibitor mono-
therapy after 1-month DAPT may be considered in ACS-HBR patients
(class lIb, level of evidence B) (Figure 7). Consequently, the guidelines ap-
pear to give more weight to theoretical concerns of high ischaemic risk
among HBR patients than the clear evidence of lower bleeding liability
with an abbreviated compared with standard DAPT. Additional alterna-
tive approaches suggested by the ESC guidelines are shown in Figure 1.

ACS managed by CABG or medical
treatment alone

Non-high bleeding risk
The antiplatelet therapy of ACS patients undergoing CABG is a clinical
conundrum since these patients have higher risks of peri-operative

bleeding. A new recommendation from the guidelines suggests that
ACS-CABG patients should resume DAPT after surgery for at least
12 months (class |, level of evidence C) (Figure 2, panel A).

Although the evidence of antiplatelet therapy for ACS-CABG patients
comes from subgroup analyses of ACS trials, some aspects deserve fur-
ther considerations. Subgroup analyses of the CURE trial demonstrated
that DAPT with aspirin and clopidogrel was associated with lower risk of
cardiovascular death, M, or stroke in ACS patients (rate ratio 0.80, 95%
Cl: 0.72-0.90) irrespective of revascularization modality (P for inter-
action: 0.53).3’ In the PLATO trial, DAPT with ticagrelor resulted in low-
er all-cause (HR 0.49, 95% Cl 0.32-0.77) and cardiovascular mortality
(HR 0.52, 95% CI 0.32-0.85) compared with clopidogrel-based DAPT
in ACS-CABG patients.*® These findings supported the default approach
endorsed by the consensus document consisting of 12-month DAPT
with aspirin and ticagrelor over clopidogrel in ACS-CABG patients
who are deemed not at HBR (Figure 2, panel A).

ESC guidelines recommend 12-month DAPT with potent P2Y q; inhibi-
tors as default strategy for medically managed ACS patients who are not at
HBR (no class of recommendation is provided) (Figure 2, panel B). DAPT
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with prasugrel is justified in preference to clopidogrel-based DAPT in case
of angiography-confirmed CAD. However, the listed supportive evidence
mainly comes from subgroup analyses of a trial with an overall neutral pri-
mary outcome measure. Leveraging on PLATO subgroup analysis in
medically-managed ACS patients, which showed a consistent treatment ef-
fect of DAPT with ticagrelor over clopidogrel on major adverse clinical
events (HR 0.85, 95% ClI: 0.73-1.00) without bleeding risk trade-off (HR
117, 95% Cl: 0.98-1.39),% the consensus document supports 12-month
ticagrelor-based DAPT as first-line option followed by clopidogrel or pra-
sugrel (if ticagrelor or clopidogrel are contraindicated and CAD is angiogra-
phically confirmed) in combination with aspirin.

High bleeding risk

No specific recommendation on antiplatelet therapy for ACS-HBR
treated with CABG or medical treatment alone is provided by the
2023 ESC guidelines (Figure 2). The consensus document supports
1-month DAPT followed by SAPT as the best balance to reduce bleed-
ing risk while preserving efficacy in ACS-HBR patients treated with
CABG or medical treatment alone. Alternative treatment options
among ACS-CABG patients with very high bleeding risk are depicted
in Figure 2 (panel A).

Long-term antithrombotic
management after ACS (=12
months)

Non-high bleeding risk

The 2023 ESC guidelines recommend aspirin as long-term (=12
months) antithrombotic agent after ACS (class |, level of evidence A),
while SAPT (preferably with a P2Y; inhibitor) should be considered
after an uneventful 3- to 6-month course of DAPT in patients who
are not deemed at high ischaemic risk (Class lla, level of evidence A)
(Figure 3). The recommendation for long-term aspirin stems from
two collaborative meta-analyses of historical randomized trials con-
ducted more than 20 years ago comparing aspirin vs. no-aspirin
treatment.*"*

In a recent patient-level data meta-analysis (PANTHER collabor-
ation), including 24 325 patients from seven contemporary trials with
established CAD,* P2Y;, inhibitor monotherapy (62% clopidogrel,
28% ticagrelor) was associated with lower risks of the primary compos-
ite endpoint of cardiovascular death, Ml, and stroke over 2 years (HR
0.88; 95% Cl: 0.79-0.97) compared with aspirin monotherapy without
bleeding risk trade-off. The observed difference in ischaemic outcomes
was mainly due to significantly lower Ml risk with ticagrelor than aspirin
monotherapy (HR: 0.77; 95% Cl: 0.66—0.90). The treatment effects re-
mained consistent in ACS patients (P for interaction: 0.327), which re-
presented slightly more than two thirds of the overall study population.
Recently, the HOST EXAM trial randomized 5438 DAPT-treated pa-
tients who were free from adverse events 6—18 months after PCl to
clopidogrel or aspirin monotherapy for 24 months.** More than two
thirds of randomized patients had history of ACS and median time
from PCl to randomization was nearly 1 year. Compared with aspirin,
clopidogrel monotherapy was associated with a 27% relative reduction
in the risk of net adverse clinical events (HR 0.73; 95% Cl 0.59-0.90),
mainly due to lower rates of readmission for ACS and major bleeding.

These findings are in line with a large-scale NMA investigating
all antithrombotic treatment strategies 12 months after coronary re-
vascularization and/or ACS, which demonstrated that, in comparison
with aspirin, P2Y4, inhibitor monotherapy (especially ticagrelor) was
associated with a 24% relative risk reduction in Ml without bleeding
risk trade-off.3> Compared with aspirin monotherapy, aspirin and low-
dose rivaroxaban combination resulted in a 42% relative risk reduction

in stroke, with an acceptable bleeding risk trade-off than other intensi-
fied antithrombotic strategies such as vitamin-K antagonists or DAPT
with potent P2Yq; inhibitors. This NMA informed the clinical consensus
document,® which supports P2Y inhibitor monotherapy (particularly
ticagrelor) as the default approach for ACS patients (=12 months) at
high Ml risk (Figure 3). Among ACS patients at high risk of vascular
events (e.g. cerebrovascular disease, peripheral artery disease), the
combination of aspirin and low-dose rivaroxaban should be preferred
over aspirin monotherapy (Figure 3). If this combination is not available
or suited, SAPT with clopidogrel or ticagrelor should be preferred over
aspirin in patients with concomitant peripheral artery disease, as the
former was superior to aspirin in the CAPRIE trial*® and the latter
had non-inferior results over clopidogrel in the EUCLID trial.*

High bleeding risk

The 2023 ESC guidelines recommend aspirin monotherapy for long-
term (=12 months) antithrombotic therapy after ACS (class |, level
of evidence A) irrespective of HBR status (Figure 3). In a NMA including
139 086 patients from 19 trials investigating all antithrombotic treat-
ment strategies beyond 12 months after ACS and/or PCI, P2Y; inhibi-
tor monotherapy was associated with lower risk of MI (HR 0.76, 95%
Cl 0.61-0.95) without higher bleeding risk compared with aspirin
monotherapy.32 When the type of P2Y; inhibitor was separately ap-
praised, ticagrelor monotherapy was associated with a greater reduc-
tion of M risk compared with aspirin.> Therefore, the consensus
document supports the use of clopidogrel or ticagrelor over aspirin
monotherapy as default agents for long-term management of
ACS-HBR patients after the DAPT phase.?

Conclusions

For the very first time, the 2023 ESC guidelines provide recommenda-
tions encompassing the entire spectrum of ACS patients. These guide-
lines summarized available evidence in order to guide clinicians in their
decision-making process of which antithrombotic regimen(s) should be
selected for each individual patient. However, the guidelines leave some
uncertainties concerning the preferred management of patients with
HBR and generally take a conservative approach to recommend de-
escalation of antiplatelet therapy intensity prior to 12 months
post-ACS. Despite some overlap between the ESC guidelines and the
consensus document, the latter attaches more weight to available evi-
dence for novel strategies, such as the emerging role of abbreviated
DAPT followed by P2Y, inhibitor monotherapy, other DAPT de-
escalation strategies and P2Y; inhibitors as agents of choice for sec-
ondary prevention of cardiovascular events.
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