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DOACsfor AFib: Areintermediate-risk patients
getting the protection they need?
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Atrid fibrillation (AFib) management often focuses on patients at high risk of stroke, where the benefits of
anticoagulation are clear. But for those at intermediate risk, the decision to initiate direct oral anticoagulants
(DOACS) has been less straightforward, often leading to under-treatment.

New insights suggest that DOACs cut the risk of major clinical eventsin thisintermediate-risk population,
providing aclearer path for clinicians navigating this common dilemma. This re-evaluation of risk stratification
and treatment thresholds could alter prescribing patterns for a significant cohort of AFib patients.

The Pivot: DOACs demonstrate a benefit in reducing clinical events for AFib patients previously considered

intermediate stroke risk, expanding the population for whom these therapies are clearly indicated.

The Data: DOACs consistently reduce stroke and systemic embolism, as well as all-cause mortality, across
various intermediate-risk subgroups.

The Action: Clinicians should consider DOAC initiation for AFib patients with intermediate stroke risk,
moving beyond a conservative approach that may have previously withheld effective prevention.

Atrial fibrillation remains a leading cause of stroke, and effective anticoagulation is paramount for prevention. Current
guidelines recommend oral anticoagulation for most patients with AFib and a CHA2DS2-VA Sc score of 2 or greater
for men, or 3 or greater for women. But the intermediate-risk group, typically those with a CHA2DS2-VA Sc score of

1 for men or 2 for women, has presented a persistent challenge, with clinicians often weighing bleeding risk against a
perceived lower stroke risk.

This patient population, often characterised by a single non-sex-related risk factor such as hypertension, diabetes, or
vascular disease, represents a substantial proportion of individuals with AFib. The question has always been whether the
absolute risk reduction from anticoagul ation outweighs the inherent bleeding risk in these patients, a balance that has
led to considerable variability in clinical practice. For a deeper dive into how guidelines are evolving, consider new ESC
guidelines streamlining AFib management.

Re-evaluating the Risk-Benefit Equation
The conventional wisdom for intermediate-risk AFib patients has often |eaned towards a more conservative approach,

sometimes deferring anticoagulation in the absence of additional risk factors. This stance was largely based on ol der
data and a cautious interpretation of bleeding risk, particularly with vitamin K antagonists. But DOACs offer amore
favourable safety profile compared to warfarin, prompting a re-evaluation of their utility across the full spectrum of
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stroke risk.

DOAC:Ss, including dabigatran, rivaroxaban, apixaban, and edoxaban, have consistently demonstrated superiority or
non-inferiority towarfarinin reducing stroke and systemic embolism, with alower incidence of intracranial haemorrhage.
Thisimproved safety profile isimportant when considering patients at intermediate risk, where the net clinical benefit
must be carefully assessed. The availability of these agents has broadened the scope of patients who can safely receive
effective anticoagulation, pushing the field to reconsider where the treatment threshold truly lies.

The Case for Broader DOAC Use
Evidence now supports that DOACs significantly reduce the incidence of stroke and systemic embolismin AFib patients

with intermediate stroke risk. This benefit extends beyond just stroke prevention, encompassing a reduction in other
major adverse cardiovascular events and all-cause mortality. The argument that these patients might not benefit enough
to justify anticoagulation isincreasingly difficult to sustain.

Theunderlying mechanism for thisbenefit is straightforward: preventing thrombusformation in theleft atrial appendage,
the primary source of emboli in AFib. Even with asingle additional risk factor, the cumulative risk over timeis substantial
enough to warrant intervention. For clinicians seeking a comprehensive resource on cardiovascular practice, the Oxford
Handbook of Cardiology provides an excellent guide.

But the decision to initiate a DOAC still requires careful individual assessment, considering factors such as patient
adherence, renal function, and concomitant medications. The improved safety profile of DOACs does not eliminate
bleeding risk entirely, and patients with a high risk of bleeding, regardless of their stroke risk, still require an
individualized approach. Still, for the vast majority of intermediate-risk patients, the data now clearly support the use of
DOACs.

Addressing Clinical Inertia
One of the persistent challenges in AFib management is clinical inertia, where established practices or perceived

ambiguities delay the adoption of evidence-based treatments. The intermediate-risk group has been particularly
susceptible to this, with many patients remaining untreated or undertreated. This often stems from alack of clear,
unambiguous guidance for this specific cohort, leading to a default conservative stance.

Thedataon DOACsin intermediate-risk AFib patients should serve asa catalyst for change. It highlights the importance
of proactive risk assessment and timely initiation of anticoagulation. The long-term consequences of untreated AFib,
even in those with seemingly lower initial risk, are severe and preventable. This includes not only stroke but also heart
failure and cognitive decline. Clinicians should also be aware of how other interventions, like the flu jab, can impact
AFib outcomes.

The open-label nature of many real-world studiesis an obvious caveat, but the consistency of findings across diverse
populations strengthens the argument. The trial was not powered to detect differencesin specific, rare bleeding events,
and that gap matters for some patients. But the overall pictureis clear: DOACs offer anet clinical benefit. The next step
will be to see how quickly these insights translate into updated guideline recommendations and, more importantly, into
routine clinical practice.

CLINICAL IMPLICATIONS
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The notion that intermediate-risk AFib patients can safely forgo anticoagulation is increasingly untenable. The
evidence for DOACSs in this population is compelling, demonstrating a clear reduction in stroke, systemic
embolism, and all-cause mortality. Clinicians who have been hesitant to prescribe DOACSs for patients with a
CHA2DS2-VASc score of 1 (men) or 2 (women) should reconsider their approach.

This shift means moving away from a 'wait and see' strategy. The cumulative risk of stroke, even with a single
non-sex-related risk factor, is too high to ignore. The improved safety profile of DOACs compared to warfarin
makes this decision easier, but vigilance for bleeding risk remains essential. Patient education on adherence
and potential side effects is paramount.

The industry, particularly manufacturers of DOACs, now has a stronger case to advocate for broader guideline
inclusion for this patient group. This could lead to a significant expansion of the eligible treatment population,
but it also places a greater responsibility on primary care to identify and manage these patients effectively.
The cost-effectiveness of preventing strokes in a larger cohort will be a key consideration for health systems.
For patients, this means a greater chance of receiving effective stroke prevention, potentially avoiding
life-altering events. But it also requires a clear understanding of the need for daily medication and the
associated risks. Shared decision-making, with a frank discussion of benefits and risks, will be essential for
ensuring adherence and optimal outcomes.

EDITORIAL & Al STANDARDS
Al tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No Al-generated conclusions appear in The
Life Science Feed without editor verification against the primary source.
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