
CARDIOLOGY / MYOCARDIAL INFARCTION

23 July 2026

Can Factor XIa Inhibitors Reduce Post-MI Bleeding 
Without Compromising Efficacy?
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Acute coronary syndrome (ACS) patients face a persistent dilemma: aggressive antithrombotic therapy 

prevents recurrent ischemic events but significantly increases bleeding risk. This delicate balance often forces 

clinicians to compromise, leaving many patients vulnerable to either a second heart attack or a life-threatening 

haemorrhage.

Factor XIa inhibition offers a novel approach, targeting a pathway believed to contribute to thrombosis 

with less impact on haemostasis. The LIBREXIA ACS trial investigates whether this strategy can redefine 

post-myocardial infarction care, providing protection without the typical bleeding penalty.

K E Y  TA K E AWAY S

º The Pivot: Factor XIa inhibitors selectively target thrombosis while aiming to preserve primary 

haemostasis, addressing a major unmet need in ACS.

º The Data: Clinical trials are evaluating whether this class can reduce ischemic events without increasing 

major bleeding compared to current standards.

º The Action: Clinicians should monitor emerging data on Factor XIa inhibitors, as they could offer a new 

therapeutic option for high-risk ACS patients.

Patients recovering from an acute myocardial infarction (MI) require sustained antithrombotic therapy to prevent 

recurrent events, a strategy that has demonstrably improved outcomes. But this benefit comes at a cost: the heightened 

risk of major bleeding, which itself correlates with increased morbidity and mortality. Current dual antiplatelet therapy 

(DAPT) regimens, while effective, often push the bleeding envelope, particularly in elderly or comorbid patients. The 

field has long sought an antithrombotic agent that maintains efficacy against ischemic events while significantly reducing 

bleeding complications.

Factor XIa inhibitors represent a new class of anticoagulants designed to address this precise challenge. These agents 

target Factor XIa, a component of the intrinsic coagulation pathway, which plays a role in thrombus propagation but is 

thought to be less critical for primary haemostasis. The LIBREXIA ACS trial, a pivotal Phase III program, is evaluating 

the efficacy and safety of the Factor XIa inhibitor asundexian in patients with recent ACS. The trial enrolled a large, 

diverse population of patients with a recent MI, randomising them to receive asundexian or placebo on top of standard 

antiplatelet therapy. The primary endpoint focuses on a composite of cardiovascular death, MI, or stroke, with major 

bleeding as a key safety outcome.

The Rationale for Factor XIa Inhibition
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Traditional anticoagulants, like warfarin or direct oral anticoagulants (DOACs), broadly inhibit coagulation factors, 

leading to effective thrombosis prevention but also a substantial risk of bleeding. Factor XIa inhibition offers a more 

targeted approach. Factor XI is activated by thrombin and Factor XIIa, contributing to the amplification of the coagulation 

cascade. Its inhibition aims to selectively impair pathological thrombus formation, such as that seen in ACS, without 

unduly affecting the physiological haemostasis necessary to stop bleeding from injuries. This theoretical advantage 

underpins the development of drugs like asundexian.

The hypothesis is that Factor XIa contributes disproportionately to pathological thrombosis, particularly in high-shear 

environments like those found in coronary arteries after plaque rupture. By blocking this specific factor, investigators 

hope to uncouple the antithrombotic effect from the bleeding risk inherent in broader anticoagulant strategies. Early 

phase studies with Factor XIa inhibitors did show a dose-dependent reduction in Factor XIa activity and a favourable 

safety profile, setting the stage for larger outcomes trials like LIBREXIA ACS.

Trial Design and Patient Population
The LIBREXIA ACS trial is a multicentre, randomised, double-blind, placebo-controlled Phase III study. It includes 

patients with a recent acute coronary syndrome event, specifically those with ST-elevation MI (STEMI) or 

non-ST-elevation MI (NSTEMI) who have been stabilised and are on background antiplatelet therapy. Patients are 

typically enrolled within a few days of their index event, reflecting a population at high risk for recurrent ischemic events. 

The trial's design mandates that all patients receive standard-of-care antiplatelet therapy, usually DAPT with aspirin and 

a P2Y12 inhibitor, ensuring that asundexian's effects are evaluated as an add-on therapy.

Investigators aim to recruit a substantial number of patients, often exceeding 10,000, to achieve sufficient power to detect 

clinically meaningful differences in both efficacy and safety endpoints. The primary efficacy endpoint is a composite of 

cardiovascular death, non-fatal MI, or non-fatal ischemic stroke. Key secondary endpoints include individual components 

of the primary endpoint, as well as all-cause mortality. The primary safety endpoint is major bleeding, defined by the 

Thrombolysis in Myocardial Infarction (TIMI) or Bleeding Academic Research Consortium (BARC) criteria, a critical 

measure given the drug class's intended benefit.

Anticipated Efficacy and Safety Profile
Based on the mechanism of action and earlier phase data, the expectation for Factor XIa inhibitors in ACS is a reduction 

in ischemic events without a corresponding increase in major bleeding. If asundexian can demonstrate a significant 

reduction in the composite primary endpoint, for example, cutting the risk of cardiovascular death, MI, or stroke by 

15-20% (HR 0.80-0.85; PA drug that reduces ischemic events but increases bleeding risk merely shifts the problem. 

The true value proposition of Factor XIa inhibition lies in its potential to offer superior antithrombotic protection with 

a bleeding profile comparable to, or even better than, placebo on top of DAPT. This would be particularly impactful for 

patients deemed at high bleeding risk, for whom current intensified antithrombotic regimens are often contraindicated 

or used with extreme caution. The Oxford Handbook of Cardiology provides a comprehensive overview of current 

antithrombotic strategies and their associated risks.

Potential Role in Clinical Practice
Should the LIBREXIA ACS trial demonstrate a favourable risk-benefit profile, Factor XIa inhibitors could carve out a 

significant niche in post-MI management. They might be particularly useful in patients who have a high ischemic risk 
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but also an elevated bleeding risk, a common and challenging clinical scenario. This includes patients with a history 

of prior bleeding, those on concomitant anticoagulants for other indications (e.g., atrial fibrillation), or the elderly. The 

ability to intensify antithrombotic therapy without a proportional increase in bleeding would be a welcome addition to 

the armamentarium.

But the integration of a new anticoagulant class into complex ACS management pathways will require careful 

consideration. Clinicians will need clear guidance on patient selection, optimal dosing, and potential drug-drug 

interactions, especially with existing antiplatelet and anticoagulant therapies. The trial's results will need to be robust 

enough to justify the added complexity and cost of a new agent, particularly if the absolute risk reduction is modest in 

a broadly treated population.

Where it Falls Short and Unanswered Questions
While the promise of Factor XIa inhibition is considerable, several questions remain. The LIBREXIA ACS trial, like 

many large outcomes studies, focuses on a broad patient population. Whether the benefits are uniform across all 

subgroups, particularly those with specific comorbidities or varying degrees of bleeding risk, will require detailed 

subgroup analyses. The trial was not powered to detect differences in rare but severe bleeding events, and those data 

will need careful scrutiny.

Another consideration is the long-term safety and efficacy beyond the trial's duration. Patients with ACS often require 

prolonged antithrombotic therapy, sometimes for years. The trial's follow-up period, while substantial, may not capture 

all long-term effects. Furthermore, the optimal duration of Factor XIa inhibitor therapy, especially in combination with 

DAPT, is an area that will likely require further investigation. The cost-effectiveness of these novel agents will also be a 

critical factor in their eventual adoption into clinical practice, particularly in health systems with constrained budgets.

The LIBREXIA ACS trial represents a significant step in evaluating Factor XIa inhibitors for post-MI care. If the data 

confirm the hypothesis of reduced ischemic events without increased bleeding, it could offer a much-needed therapeutic 

option. The next trials will need to show how these agents perform in real-world, diverse patient populations, and whether 

they can truly simplify the complex calculus of antithrombotic management.

CLINICAL IMPLICATIONS

The prospect of a Factor XIa inhibitor delivering antithrombotic efficacy without the typical bleeding penalty 

is genuinely compelling for ACS patients. Current guidelines for post-MI care are a constant tightrope 

walk, balancing ischemic risk against the very real danger of haemorrhage. A drug that shifts this balance 

significantly would be a welcome addition, particularly for those patients where intensified DAPT is simply too 

risky.

Clinicians managing these high-risk individuals will be scrutinising the LIBREXIA ACS results for clear signals 

of benefit, especially in subgroups prone to bleeding. If asundexian can demonstrate a clean safety profile 

alongside a meaningful reduction in MACE, it could offer a pathway to more aggressive, yet safer, secondary 

prevention. This could mean fewer recurrent events and, crucially, fewer major bleeding complications that 

often derail recovery.

But the integration of a new anticoagulant class will not be without its challenges. Prescribers will need 

robust data on drug-drug interactions and clear guidance on how Factor XIa inhibitors fit into existing complex 
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regimens. The cost-effectiveness argument will also be paramount for health systems already grappling with 

the expense of novel therapies. The evidence must be strong enough to justify its place alongside established, 

albeit imperfect, treatments.
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