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Therapeutics

Should patients with atrial 
fibrillation and stable coronary 
artery disease receive an oral 
anticoagulant, an antiplatelet 
or both?
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Patients with atrial fibrillation necessitating anticoagulation 
frequently develop concomitant stable coronary artery 
disease requiring antiplatelet therapy and vice versa. The 
optimal choice of antithrombotic therapy in this cohort 
has been unclear. Which therapy is most effective at 
reducing mortality and thrombotic events while avoiding a 
disproportionate increase in bleeding risk?

In patients with atrial fibrillation (AF) who have recently under-
gone percutaneous coronary intervention (PCI) and have a high 
ischaemic risk, current guidelines recommend triple therapy (with 
aspirin, a P2Y12 inhibitor and an oral anticoagulant (OAC)) for the 
shortest duration possible after PCI.1 Following this, combination 
therapy with an OAC and a P2Y12 inhibitor is recommended for up 
to a year, with subsequent long- term OAC monotherapy.1 However, 
the latter recommendation is not based on data from randomised 
controlled trials (RCTs). A previous RCT in patients with AF and 
stable coronary artery disease (CAD) compared treatment with an 
OAC alone or in combination with aspirin or clopidogrel but was 
terminated due to slow enrolment, and its results were inconclu-
sive.2 More recently, the Atrial Fibrillation and Ischaemic Events 
with Rivaroxaban in Patients with Stable Coronary Artery Disease 
(AFIRE) trial aimed to determine the most effective antithrombotic 
therapy in patients with AF and stable CAD.3

The AFIRE trial was a randomised, open- label, non- inferiority 
trial in which 2236 patients with AF and stable CAD were 
randomised 1:1 to receive rivaroxaban monotherapy or rivar-
oxaban and an antiplatelet (‘combination therapy’). Stable CAD 
was defined as either (1) CAD requiring PCI or coronary artery 
bypass grafting (CABG) !1 year prior to enrolment or (2) a coro-
nary stenosis of !50% on angiography not requiring revascu-
larisation. Exclusion criteria included previous stent thrombosis, 
active malignancy and poorly controlled hypertension. Rivarox-
aban was prescribed at a dose of 15 mg per day if creatine clear-
ance was !50 mL/min or 10 mg per day if creatinine clearance 
was 15–49 mL/min. The choice of antiplatelet therapy was at 
the discretion of the treating clinician (either aspirin or a P2Y12 
inhibitor).

The primary efficacy endpoint was a composite of all- cause 
mortality, myocardial infarction, unstable angina requiring revas-
cularisation, stroke or systemic embolism. The primary safety 
endpoint was major bleeding, as defined by the International 
Society on Thrombosis and Haemostasis criteria. The authors 
prespecified that if non- inferiority was achieved for the primary 
efficacy endpoint, a closed testing procedure would be performed 
to determine superiority for the primary safety endpoint.

Patients were followed up for an average of 24 months. 
The mean age was 74 years old, and 21% of the patients were 
female. In both treatment groups, 70% of the patients had 
previously undergone PCI; 11% had CABG; and 19% had CAD 
not requiring revascularisation. In the combination therapy 
group, approximately 70% received aspirin, and 25% received 
clopidogrel.

Following recommendation from the study’s monitoring 
committee, the trial was terminated early due to increased all- 
cause mortality in the combination therapy group. The primary 
combined efficacy endpoint was 4.1% per patient- year in the 
rivaroxaban monotherapy group, compared with 5.8% per 
patient- year in the combination therapy group (95% CI 0.55 to 
0.95, p<0.001 for non- inferiority). The primary safety endpoint 
of major bleeding was 1.6% per patient- year in the rivaroxaban 
group, compared with 2.8% per patient- year in the combination 
group (95% CI 0.39 to 0.89, p=0.01 for superiority).

Factors to consider when interpreting the results of the 
AFIRE trial include, first, that patients received rivaroxaban at 
the dose approved in Japan (10 or 15 mg per day, depending on 
renal function), rather than the internationally approved dose 
of 20 mg per day. While pharmacokinetic modelling4 indicates 
that a 15 mg dose of rivaroxaban in Japanese patients exerts a 
similar effect to a 20 mg dose in Caucasians, the external validity 
of the AFIRE trial results of patients taking rivaroxaban 20 mg 
per day remains uncertain. Second, as the treating physician 
had the choice of antiplatelet therapy, it is not known whether 
the advantage of rivaroxaban monotherapy over combination 
therapy applies to both aspirin and P2Y12 inhibitors. Next, 
while blinding of outcome assessment was used to reduce the 
risk detection bias, the AFIRE trial was open- label, and this 
may have increased the risk of performance bias and therefore 
impacted the internal validity of the trial. Furthermore, it is 
acknowledged that early termination of an RCT, as in this case, 
may result in an overestimation of the treatment effect.5 Finally, 
this study did not examine the role of other OACs (including 
vitamin K antagonists and other direct OACs), and the results of 
the trial cannot be extrapolated to these therapies.
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In patients with atrial fibrillation and stable coronary 
artery disease, monotherapy with rivaroxaban is 
non- inferior to combination therapy with rivaroxaban 
and an antiplatelet in terms of preventing death and 
cardiovascular events. Rivaroxaban monotherapy is 
associated with less major bleeding.
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