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The discussion regarding the optimization of antiplatelet therapy for the secondary preven-

tion of major adverse cardiovascular events has been revisited, with the replacement of acetyl-

salicylic acid (ASA) by P2Y12 receptor inhibitor monotherapy, such as clopidogrel, increas-

ingly promoted as the new recommended strategy (Capodanno et al., 2018; Watanabe et al., 

2024). Although recent literature, driven by individual patient data meta-analyses and random-

ized clinical trials, suggests a potential superior effectiveness of clopidogrel monotherapy in 

reducing ischemic events (Valgimigli et al., 2025), it is crucial for the clinical body and the 

scientific community to adopt a cautious stance before abandoning the nearly century-old ther-

apeutic pillar that is ASA. In this letter, we emphasize that the duality between the classic strat-

egy and new trends should not be resolved by uncritical adherence to results that, while statis-

tically significant, lack a broader context and an in-depth analysis of methodological limitations 

and clinical implications. 

ASA, an irreversible inhibitor of cyclooxygenase-1 (COX-1), has its efficacy in secondary 

prevention established by decades of use and robust meta-analyses demonstrating a consistent 

reduction in the risk of serious vascular events (Antithrombotic Trialists' Collaboration, 2002; 

Reilly and FitzGerald, 1988). The longevity and universality of its use, combined with its cost-

effectiveness, confer upon it a status that cannot be disregarded. The primary criticism of ASA 

lies in its safety profile, specifically the increased risk of gastrointestinal (GI) bleeding with 

prolonged use (Sostres et al., 2013). However, this limitation is often presented out of context. 

The risk of GI bleeding is dose-dependent, and in current clinical practice, the doses of ASA 

used for cardiovascular prevention are the lowest possible and frequently combined with gastric 

protection strategies, such as enteric-release formulations or even proton pump inhibitors (PPIs) 

in high-risk patients (Lanas et al., 2007). Simply replacing ASA with clopidogrel under the 

premise of a more favorable GI safety profile ignores the fact that clopidogrel, also being an 

antiplatelet agent, carries a bleeding risk, and the difference in major bleeding risk between the 
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two agents in monotherapy has not been shown to be statistically significant in large studies 

(Valgimigli et al., 2025). 

One of the most cited and recent pieces of evidence in favor of clopidogrel monotherapy 

comes from the meta-analysis by Valgimigli et al. (2025), which reported a significant reduc-

tion in major adverse cardiovascular and cerebrovascular events (MACCE) with clopidogrel 

compared to ASA in patients with established coronary artery disease (CAD). Although the 

hazard ratio (HR) of 0.86 for MACCE is notable, it is crucial to examine the composition of 

the included studies. Most patients in these trials had undergone percutaneous coronary inter-

vention (PCI), and in many cases, clopidogrel monotherapy was initiated after a period of dual 

antiplatelet therapy (DAPT) (Hahn et al., 2019). This scenario differs substantially from pure 

secondary prevention, where ASA has been the standard maintenance treatment. Direct extrap-

olation of these results to all patients in secondary prevention, regardless of PCI history, is a 

risky simplification. Furthermore, the lack of statistical difference in mortality and major bleed-

ing between the groups suggests that the marginal ischemic benefit of clopidogrel may not 

translate into a superior net clinical benefit, especially when considering the robustness and 

cost-effectiveness of ASA. 

The duality is further complicated when considering antiplatelet resistance. ASA resistance, 

defined as the failure to achieve adequate platelet inhibition in vivo, is a documented phenom-

enon that can lead to unfavorable ischemic outcomes (Ibrahim et al., 2013). However, 

clopidogrel is not exempt from this problem. Response variability to clopidogrel, driven by 

genetic polymorphisms of cytochrome P450 2C19 (CYP2C19), is a well-established clinical 

challenge, resulting in a significant portion of patients being slow or intermediate metabolizers 

who cannot efficiently convert the prodrug into its active metabolite (Mega et al., 2009). A 

study evaluating resistance in patients with Acute Coronary Syndrome (ACS) demonstrated 

that clopidogrel resistance may be more prevalent than ASA resistance (Ibrahim et al., 2013). 

Replacing ASA with clopidogrel, therefore, may simply exchange one resistance problem for 

another, potentially more prevalent and pharmacogenetically complex to manage. 

The trend toward de-escalation of DAPT, exemplified by the SMART-CHOICE trial (Hahn 

et al., 2019), which demonstrated the non-inferiority of P2Y12 inhibitor monotherapy (mainly 

clopidogrel) after only 3 months of DAPT versus prolonged DAPT, is an important advance in 

reducing bleeding risk. However, this study does not directly compare clopidogrel monotherapy 

versus ASA monotherapy in the long term. It only validates the safety of early ASA discontin-

uation, but the choice of maintenance agent (clopidogrel) is based on the premise that the 

P2Y12 inhibitor is the more potent component and thus more suitable for maintenance. This 

premise, while reasonable in the post-PCI context where stent thrombosis is a primary concern, 

should not be generalized to the entire secondary prevention population. 

The SMART-CHOICE 3 study (Choi et al., 2025), which directly compared clopidogrel 

monotherapy versus ASA monotherapy in high-risk patients after PCI, is often cited as defini-

tive evidence of clopidogrel's superiority. However, it is fundamental to note that the observed 

ischemic benefit was modest, and again, the absence of difference in mortality and major bleed-

ing should temper irresponsible enthusiasm. Treatment decisions should always weigh individ-

ual ischemic risk against hemorrhagic risk. For patients with lower ischemic risk or those for 

whom treatment cost is a barrier, ASA remains a perfectly valid and clinically effective thera-

peutic option, with a safety profile that can be effectively managed with prophylactic measures. 

In summary, the literature advocating for the replacement of ASA with clopidogrel mono-

therapy in secondary prevention, while growing, must be interpreted with a critical eye. The 

historical robustness and cost-effectiveness of ASA, the lack of difference in safety and mor-

tality outcomes compared to clopidogrel, and the complexity of clopidogrel resistance suggest 

that the classic strategy still holds a central role. Therapeutic duality does not imply the 
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obsolescence of ASA but rather the need for more refined individualization of treatment. 

Clopidogrel monotherapy should be reserved for subgroups of patients who demonstrate a clear 

and significant ischemic benefit, such as those with high post-PCI ischemic risk, and not as a 

universal replacement for ASA. Clinical prudence requires that the classic, proven, and acces-

sible strategy be maintained as the foundation of antiplatelet treatment, while new strategies are 

carefully integrated to optimize care in specific scenarios. 
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