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ü Long term antiplatelet therapy is a cornerstone of secondary prevention in
patients with established atherosclerosis

ü After PCI guidelines recommend an initial 6–12 months of dual antiplatelet
therapy on the basis of various factors, including clinical presentation (ACS vs
CCS) and balancing ischemic/bleeding risk

ü After DAPT period, indefinite maintenance of single antiplatelet therapy is
indicated for secondary prevention of atherosclerotic cardiovascular events
and traditionally aspirin is the antiplatelet agent of choice

Antiplatelet Therapy for Secondary Prevention of CAD



Antithrombotic Trialists’ (ATT) Collaboration Meta-analysis

Lancet  2009BMJ 2002BMJ 1994BMJ 1988



Aspirin in the secondary prevention of vascular disease 

ATTT Collaboration, Lancet 2009



Secondary Prevention Trials of Aspirin versus Control  

Gargiulo G et al, Circulation 2016;134:1881-1906

Ø Studies conducted 

several decades ago

Ø Young and Male Pts

Ø ASA different dosage 

Ø Low rate of coronary 

revascularization

Ø No statin



Modified from  Jacobsen AP et al, Circulation 2020

Lifelong Aspirin for all patient with Chronic Coronary Syndrome
Still sacrosant or is reappraisal warranted?
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CAPRIE Steering Committee, Lancet 1996;348:1329-39

CAPRIE: Clopidogrel vs ASA in pts at risk of ischemic events

• 19185 pts with atherosclerotic vascular disease (recent MI, recent stroke or 
symptomatic PAD) randomized to clopidogrel (75 mg/die) or aspirin (325 mg/die) 

• Follow-up 2 years
• Endpoint: ischemic stroke, MI and vascular death

RRR: 8.7%

RRR: 7.3%

RRR: 23.8%

RRR: -3.7%



Secondary Prevention in Atherosclerosis 
Monotherapy with Aspirin or P2Y12 inhibitor?

Chiarito M et al. Lancet 2020;395:1487-95



§ Any bleeding (OR 1.08 [95% CI 0.91–1.29]

§ Major bleeding (OR 0.90 [95% CI 0.74-1.10] 

§ Gastrointestinal bleeding lower in P2Y12

inhibitor group

Chiarito M et al. Lancet 2020;395:1487-95

Secondary Prevention in Atherosclerosis 
Monotherapy with Aspirin or 

P2Y12 inhibitor?



HOST-EXAM: Aspirin vs Clopidogrel for chronic monotherapy after PCI

Koo BK et al. Lancet 2021;397:2487-96

ü Prospective, randomised, open-label, multicentre trial done at 37 study sites in South Korea
ü 5438 pts underwent DES-PCI and maintained DAPT without any clinical events within 6–18 

months after PCI. Pts with any ischemic and major bleeding complications were excluded
ü Primary endpoint: composite of all cause of death, non fatal myocardial infarction, stroke, 

readmission to ACS and bleeding BARC 3 

Absolute risk reduction of 2.0%
NNT= 51 pts



HOST-EXAM: Aspirin vs Clopidogrel for chronic monotherapy after PCI

Koo BK et al. Lancet 2021;397:2487-96

Cumulative Thrombotic Endpoint

Any Bleeding Event

Absolute risk reduction of 1.7%
NNT= 59 pts

Absolute risk reduction of 0.9%
NNT= 111 pts



HOST-EXAM EXTENDED STUDY: follow-up 5.8 years

Kang J, et al. Circulation 2023;147:108-17

Absolute risk reduction of 4.1%
NNT= 24 pts

• 4717 pts of initial HOST-EXAM population
• The discontinuation rate was significantly higher in the aspirin group vs clopidogrel group 

(8.0% versus 13.5% P<0.001)



HOST-EXAM EXTENDED STUDY: 
follow-up 5.8 years

Secondary Thrombotic Endpoint

Kang J, et al. Circulation 2023;147:108-17

Any Bleeding

All cause of death



PANTHER: P2Y12 Inhibitor or Aspirin Monotherapy
for Secondary Prevention of Coronary Events

Individual patient-level meta-analysis of RCT evaluating the effect of P2Y12 inhibitor monotherapy vs 
aspirin monotherapy on ischemic and bleeding outcomes in patients with established CAD  

Gragnano F, et al. JACC 2023 (June);82:89-105



PANTHER: Study Flow Chart and Endpoints

Gragnano F, et al. JACC 2023 (June);82:89-105

Primary efficacy endpoint: CV death, 
MI and stroke

Prespecified key secondary: Major 
bleeding and NACE (the composite 
of the primary outcome and major 
bleeding)

Other secondary endpoints:
individual components of the 
primary outcome, death, 
definite/probable ST, ischemic or 
hemorrhagic stroke, any bleeding, 
ICH and GI bleeding

Median Follow-up 557 days



PANTHER: MAIN RESULTS

Gragnano F, et al. JACC 2023 (June);82:89-105

Primary Efficacy Endpoint

NNT: 121

Myocardial Infarction

NNT: 136



PANTHER: MAIN RESULTS

Gragnano F, et al. JACC 2023 (June);82:89-105

Net Adverse Clinical Events
Major Bleeding



Gragnano F, et al. JACC 2023 (June);82:89-105

PANTHER: OTHER RESULTS



Byrne RA, 2023 ESC Guidelines for the management of acute coronary syndromes, European Heart Journal, (2023) 44, 3720–3826 

2023 ACUTE CORONARY SYNDROMES GUIDELINES

SUPPLEMENTARY



TAKE HOME MESSAGE

ü Long term antiplatelet therapy is a cornerstone of secondary prevention in patients

with CCC and aspirin has been the standard of care for years

ü The pivotal studies of aspirin were performed several decades ago, and it remains

uncertain whether these results would be replicated nowadays

ü CAPRIE was the first randomized trial to show that clopidogrel reduces events

compared with aspirin in patients with atherosclerosis, but not in post-MI patients

ü Recent studies and meta-analyses demonstrated that clopidogrel monotherapy 

represent a valid alternative to ASA in CCS pts

ü However, last update ESC guidelines continue to consider Aspirin as the first choice

probably waiting for other more robust evidences




