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To drop or not to drop the antiplatelet agent,
that 1s the question for patients with atrial
fibrillation and chronic coronary syndrome

undergoing percutaneous coronary intervention
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The prevalence of
atrial fibrillation (AF) in
patients who undergo per-
cutaneous coronary inter-
vention (PCI) is 5-15%,
and optimal antithrombotic
therapy should be decided
based on a balance be-
tween serious bleeding and atherothrombotic
complications in these patients [1]. Recently,
several randomized multicenter trials have dem-
onstrated that compared with vitamin K antagonist
(VKA)-based triple therapy (VKA in combination
with a P2Y,, inhibitor and acetylsalicylic acid
[ASA]), dual therapy with non-vitamin K antagonist
oral anticoagulant (NOAC) and a P2Y,, inhibitor
was associated with a lower incidence of bleed-
ing complications without increasing ischemic
risks [2-5]. These trials focused on the first 6-14
months post-PCI and therefore do not inform
physicians on the optimal strategy in AF patients
with chronic coronary syndromes (CCS), defined
as stable state beyond 1 year after PCI. Despite
a lack of data regarding the benefits of oral anti-
coagulant (OAC: either VKA or NOAC) alone, the
current guidelines recommend OAC monotherapy
in AF patients with underlying CCS and previ-
ous PCI [1]. Dual therapy with an OAC and sin-

gle antipla-telet therapy (SAPT) (ASA or clopi-
dogrel) may be considered only in selected cases
with Complex High-Risk Indicated Procedure/
/Patients (CHIP) features such as complex PCI,
diabetes, chronic kidney disease, or prior myocar-
dial infarction (MI; class IIb).

Recently, two randomized clinical trials evalu-
ating the optimal antithrombotic strategy in AF
patients with CCS have been published [6, 7].
Optimizing Antithrombotic Care in Patients with
Atrial Fibrillation and Coronary Stenting (OAC-
ALONE) failed to demonstrate non-inferiority of
OAC monotherapy to a combined regimen with
OAC and SAPT in AF patients with CCS beyond
1 year after coronary stenting, since this trial
was underpowered and inconclusive as patient
enrollment was prematurely terminated (follow-
ing recruitment of only 36% of the prespecified
sample size) [6]. Another randomized clinical
trial, Atrial Fibrillation and Ischemic Events with
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Table 1. Baseline characteristics and clinical outcomes in the OAC-ALONE and AFIRE trials [7, 8].

OAC-ALONE

AFIRE

OAC monotherapy vs. combined

OAC and SAPT

Study population
Follow-up duration
Age [year]
Coronary stenting
Left main coronary stenting
Multivessel stenting
CHA,DS,-VASc score
HAS-BLED score > 3
Combination regimen with ASA

OAC monotherapy (n = 344)
vs. combined OAC and
SAPT (n = 346)

Japan
30 months
74.9 vs. 75.2
100% vs. 100%
6.7% vs. 6.4%
34.6% vs. 35.0%
4.6 vs. 4.6
43.6% vs. 44.8%
85.9%

Rivaroxaban monotherapy
(n = 1107) vs. combined

rivaroxaban and SAPT (n = 1108)

Japan
23 months
74.3 vs. 74.4
65.3% vs. 65.1%
Not available
Not available
4.0 vs. 4.0 (median)
25.6% vs. 26.2%
70.2%

TTR (INR 2.0-3.0) for VKA

Ischemic endpoints
(for noninferiority)

Bleeding endpoints
(ISTH major bleeding)

Myocardial infarction

54.9% vs. 47.9%

15.7% vs.13.6%
(HR: 1.16, 95% CI: 0.79-1.72)%

7.8% vs. 10.4%
(HR: 0.73, 95% CI: 0.44-1.20)

2.3% vs. 1.2%
(HR: 2.03, 95% CI: 0.64-7.59)

Not available

8.0% vs. 10.9%
(HR: 0.72, 95% Cl: 0.55-0.95)8

3.2% vs. 5.2%
(HR: 0.59, 95% CI: 0.39-0.89) superiority

1.2% vs. 0.7%
(HR: 1.60, 95% CI: 0.67-3.87)

*All-cause death, myocardial infarction, stroke, or systemic embolism

fAll-cause death, myocardial infarction, stroke, systemic embolism, or unstable angina requiring revascularization

AFIRE — Atrial Fibrillation and Ischemic Events with Rivaroxaban in Patients with Stable Coronary Artery Disease; ASA — acetylsalicylic acid;
Cl — confidential interval; HR — hazard ratio; INR — international normalized ratio; ISTH — International Society on Thrombosis and Hemo-
stasis; OAC — oral anticoagulant; OAC-ALONE — Optimizing Antithrombotic Care in Patients with Atrial Fibrillation and Coronary Stenting;
SAPT — single antiplatelet therapy; TTR — time in therapeutic range; VKA — vitamin K antagonist

Rivaroxaban in Patients with Stable Coronary
Artery Disease (AFIRE), evaluated the benefit
of rivaroxaban monotherapy in AF patients with
CCS who had undergone PCI or coronary ar-
tery bypass grafting more than 1 year earlier or
who had a history of angiographically confirmed
coronary artery disease without revascularization
[7]. This trial demonstrated that compared with
rivaroxaban plus SAPT combination therapy, the
rivaroxaban monotherapy was non-inferior for
prevention of ischemic events. In addition, rivar-
oxaban monotherapy showed a significantly lower
rate of major bleeding and extrapolated to clinical
practice. However, the results of those trials should
be carefully interpreted in some points (Table 1).
Firstly, the OAC-ALONE and AFIRE trials were
conducted only in Japan. It is acknowledged that
East Asian patients treated with anti-thrombotics
are more vulnerable to bleeding complications
when compared with Caucasians (“East Asian Para-
dox”) [8]. In addition, the occurrence of MI related
with AF appeared low in East Asian vs. Caucasian
patients. Secondly, patients enrolled in the AFIRE
trial received low dose rivaroxaban, approved in

Japan based on pharmacokinetic and clinical trials
(15 mg or 10 mg once daily) and warfarin was
mainly administered in the OAC-ALONE trial,
(74.1%). In these studies, the preferred SAPT
was ASA (86.4% in OAC-ALONE and 70.2% in
AFIRE) whereas clopidogrel is preferred in non-
Japanese clinical practice. Therefore, a randomized
multi-national trial will be required for patients
with AF and CCS in Europe or America. Thirdly,
not all patients in the AFIRE study had undergone
previous PCI (only two-thirds) and procedural
details were not described. Finally, it is important
to acknowledge that the incidence of MI during
follow-up was numerically higher in the OAC
monotherapy groups in both trials (0.93 vs. 0.46
percent/patient-year in OAC-ALONE and 0.59 vs.
0.37 percent/patient-year in AFIRE, respectively).

In this issue of “Cardiology Journal”, Franchi-
na et al. [9] report a case review of ST-segment-
elevation myocardial infarction (STEMI) in AF
patients with CCS beyond 1 year after PCI, in
the context of various antithrombotic regimens
(OAC monotherapy in 3 cases, discontinuation of
OAC due to a planned prostate biopsy in 1 case,
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combined OAC and SAPT in 1 case, and no an-
tithrombotic therapy in 1 case). This case review
reflects the “real-world” situation and challenges
of antithrombotic strategy in daily practice. Despite
OAC therapy, STEMI was observed in 4 patients,
highlighting the complex and co-morhid nature of
this patient population. High risk features included
low left ventricular ejection fraction and mechani-
cal valve replacement, and the majority of patients
had multiple co-morbidities (hypertension [6 pa-
tients], diabetes mellitus [5 patients], dyslipidemia
[4 patients], or smoking [current smoker in 3 pa-
tients and ex-smoker in 3 patients], respectively).

These anecdotal events and the numerical
increase in MI observed with OAC monotherapy
in the most contemporary trials provide persisting
uncertainty regarding the optimal antithrombotic
strategy for AF patients with CCS and previous
PCI. Prolongation of combined OAC and SAPT may
provide protection against MI but a delicate bal-
ance between ischemic and bleeding complications
remains. Ideally, a tailored antithrombotic strategy
should be determined according to a balanced
evaluation of PCI complexity (e.g., CHIP scoring),
bleeding risk (e.g. High Bleeding Risk criteria [10])
and a patients’ hemostatic measurement (e.g., co-
agulation activity, platelet activation), which would
be the right road to “precision medicine”.
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