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Background: Dual-antithrombotic therapy (DAT) is recommended for patients with atrial fibrillation (AF) and stable coronary ar@
disease (CAD) but carries an increased risk of bleeding. Recent trials suggest oral anticoagulant (OAC) monotherapy as a safer
alternative, but data remains limited. We conducted a meta-analysis to compare OAC monotherapy with DAT in this population.
Methods: A comprehensive literature search was conducted using PubMed, Embase, and Cochrane Central Library to identify
randomized controlled trials (RCTs) that compared OAC monotherapy with DAT in patients with AF and stable CAD. A bivariate
random-effects model was used to perform meta-analyses. Statistical analyses were conducted using R Software 4.4.1, with

a significance level of P < 0.05. Heterogeneity was assessed using /2 statistics, and the quality of studies was evaluated using the
revised Cochrane risk-of-bias tool.

Results: Four RCTs with a total of 4123 patients (20.2% females) were included. The mean age of the participants was 74 years.
The results showed a significant reduction in major or clinically relevant nonmajor bleeding (risk ratio [RR]: 0.52; 95% confidence
interval [Cl]: 0.34-0.80; P = 0.003) in the OAC monotherapy group compared to the DAT group. However, net adverse clinical
events (NACE) (RR: 0.67; 95% CI: 0.45-1.01; P = 0.054), major ischemic events (RR: 0.98; 95% ClI: 0.62-1.53; P = 0.91) and all-
cause mortality (RR: 0.94; 95% Cl: 0.49-1.83; P = 0.87) were comparable between the two groups.

Conclusions: In patients with AF and stable CAD, OAC monotherapy reduced the risk of major bleeding, with no significant
differences in NACE, major ischemic events, or all-cause mortality as compared to DAT.

Keywords: atrial fibrillation (AF), dual-antithrombotic therapy (DAT), oral anticoagulant (OAC) monotherapy, stable coronary
artery disease (CAD)
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Introduction

Atrial fibrillation (AF), where the upper chambers of the heart
(the atria) beat irregularly and out of sync with the lower cham-
bers (the ventricles), is the most common cardiac arrhythmia and
affects over 33 million people worldwide!'. Tt is strongly linked
to stroke, heart failure, and other cardiovascular conditions,
including valvular heart disease?. Coronary artery disease
(CAD), a condition where the blood vessels supplying the heart
become narrowed or blocked due to plaque buildup, is also
common in AF patients, affecting about 25%-35% of this
group!®*, Managing AF in patients with CAD poses a therapeu-
tic dilemma. The treatment for such patients traditionally
involved a combination of anticoagulation (AC) and antiplatelet
therapy. While AC is crucial for stroke prevention in AF, anti-
platelet therapy is essential for preventing recurrent ischemic
events in CAD. As a result, many patients receive DAT, combin-
ing anticoagulants and antiplatelets. However, this approach
carries a significantly higher bleeding risk; studies indicate that
adding a single antiplatelet therapy to an oral anticoagulant
(OAC) increases bleeding risk by 20%—-60%"*.,

Current guidelines recommend that after percutaneous cor-
onary intervention (PCI) and coronary artery bypass graft sur-
gery (CABG), dual-antiplatelet therapy (DAPT) along with OAC
therapy should be administered for up to 1 week, followed by
dual-antithrombotic therapy (DAT) comprising of a P2Y12 inhi-
bitor and an OAC for up to 12 months"®!. However, there is no
strong consensus on long-term management beyond the high-
risk period for patients who are stable and at low risk for
ischemic events. Most recently, the EPIC-CAD trial was pub-
lished that suggests dabigatran, rivaroxaban, edoxaban, or apix-
aban (DOAC) monotherapy as a safe alternative to DAT,
showing comparable effectiveness while significantly reducing
bleeding risks'®. The 2023 ACC guidelines specifically endorse
DOAC monotherapy 1 year after PCI for patients with non-
valvular AF. In such cases, the ACC guidelines suggest that
discontinuing antiplatelet therapy and continuing DOAC mono-
therapy may be reasonable. This recommendation, however, is
rated as Class IIb, indicating a need for further evidence!”..

Therefore, the goal of this meta-analysis is to pool all rando-
mized controlled trials (RCTs) conducted to date comparing
OAC monotherapy to DAT in stable CAD patients with AF to
help inform the latest evidence in the safety and efficacy of these
regimens.

Methods

Literature review and search strategy

This systematic review and meta-analysis adhered to the
Preferred Reporting Items for Systematic Reviews and Meta-
Analysis (PRISMA) guidelines and the Cochrane Handbook
for Systematic Reviews of Interventions'™. The study protocol
was registered with the International Prospective Register of
Systematic Reviews. The review’s methodological quality was
ensured by following assessing the methodological quality of
systematic reviews guidelines, and the results are reported
accordingly.

Three extensive databases PubMed (Ovid), Embase (Ovid),
and the Cochrane Central Register of Controlled Trials (via
the Cochrane Library) were searched from their inception to
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September 2024 without any language restrictions using the
following keywords: oral anticoagulant monotherapy, OAC,
direct oral anticoagulants, DOAC, dual antithrombotic therapy,
DAT, atrial fibrillation, and coronary artery disease. Keywords
and indexing terms were searched using a combination of
Boolean operators, proximity operators, and truncation to
ensure comprehensive coverage. Additionally, references of rele-
vant studies were also manually searched to identify any potential
studies. Complete search strategy is given in the Supplementary
file, http://links.lww.com/MS9/A717.

Eligibility criteria and outcomes

The inclusion criteria for studies in this meta-analysis consisted
of studies comparing in patients of AF and stable CAD (P) OAC
monotherapy (I) vs. DAT (C). Only RCTs reporting any of the
prespecified outcomes of interest were included. The exclusion
criteria included studies other than RCTs such as observational
studies, case reports, case series, commentaries, editorials,
review articles and meta-analyses, and non-peer-reviewed arti-
cles. In addition, studies without a comparison group, those not
reporting the outcomes of interest and those with overlapping
populations were also excluded.

The primary outcomes of interest included major or clini-
cally relevant nonmajor bleeding, net adverse clinical events
(NACE), major ischemic events, all-cause mortality, and cardi-
ovascular deaths. Secondary outcomes assessed include any
stroke, ischemic stroke, hemorrhagic stroke, and myocardial
infarction (MI).

NACE is a composite of death from any cause, MI, stroke,
systemic embolism, unplanned urgent revascularization, and
major bleeding or clinically relevant nonmajor bleeding, as
defined by the International Society on Thrombosis and
Haemostasis!®!. Clinically significant bleeding is defined as
bleeding that requires medical intervention, such as hospitaliza-
tion or extended hospitalization, diagnostic tests, imaging, endo-
scopy, invasive procedures (eg, colonoscopy, cystoscopy,
bronchoscopy), or treatments like nasal packing, coil emboliza-
tion, inotropic therapy, surgery, or changes in AC or other
treatments as advised by the patient’s physician. Major ischemic
events are defined by death from MI, ischemic stroke, or sys-
temic embolism.

Study screening and data extraction

Titles and abstracts identified through the literature search
were imported into reference management software (EndNote
X9, Clarivate Analytics) for duplicate removal. Two authors
independently screened the titles and abstracts for eligibility,
followed by a full-text review of the selected articles. Any
discrepancies during the screening process were resolved by
consensus, with the involvement of a third author when neces-
sary. Additionally, a manual search of the reference lists of the
included studies was conducted to identify any further relevant
studies. Data from the eligible studies were extracted and cat-
aloged independently by two reviewers using electronic spread-
sheets specifically designed on Microsoft Excel (.xlsx format)
for this meta-analysis. The data collected included the first
author’s name, the year of publication, the number of partici-
pants, follow-up duration, mean age, sex of participants, inclu-
sion criteria, and reported outcomes.
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Statistical analysis

Statistical analyses were performed using R software version
4.4.1 with the “meta” package. Pooled risk ratios (RRs) and
95% confidence intervals (Cls) were calculated for dichotomous
outcomes, employing the DerSimonian and Laird random effects
model to combine results from the included studies. Forest plots
were created to visually display the findings. A P-value <0.05
was deemed statistically significant. Heterogeneity across stu-
dies was evaluated using the Cochran Q test and Higgins I
test!'); P-values <0.1 and I* > 25% were considered significant
for heterogeneity. Sensitivity analyses were conducted using
a leave-one-out approach, systematically excluding one study
at a time to assess its influence on the overall estimate and
explore sources of potential heterogeneity.

Quality assessment

Study quality was independently assessed by two reviewers using
the Revised Cochrane risk of bias (RoB-2) tool for RCTs!.
Studies were scored as low risk of bias, high risk of bias, or some
concerns depending on their biases in selection, performance,
detection, attrition, and reporting. Any disagreements were
resolved by consensus. Due to the limited number of studies
(<10), it was not possible to evaluate publication bias.

Results

Search results and study selection

The electronic database search yielded 1922 articles, which were
then filtered to remove duplicates (7 = 215) and underwent
initial screening based on titles and abstracts, resulting in 125
articles for further full-text review. The full-text review led to the
exclusion of 75 articles due to observational study design, 25
due to being conference abstracts, 13 articles due to different
interventions, 8 due to inadequate outcomes. Finally, four stu-
dies met our inclusion criteria, and were included in the meta-
analysis!®'?"*!, The detailed steps of our literature search and
study selection are given in the PRISMA flow diagram (Fig. 1).

Study characteristics

Our meta-analysis included four RCTs with a total of 4123
patients, out of which 20.2% were female. The mean age of
the patients was 74 years, with a range from 60 to 90 years
across the studies. Two studies used Edoxaban for the OAC
monotherapy group, one study used Rivaroxaban, while one
study used either warfarin or DOAC. The CHA2DS2-VASc
score ranged from 4 to 4.6, and approximately 14% of patients
had a previous history of stroke. The baseline demographics and
clinical characteristics of the included studies are summarized in
Table 1.

Outcomes and heterogeneity assessment
Primary outcomes

Major or clinically relevant nonmajor bleeding. The risk of
major or clinically relevant nonmajor bleeding was significantly
lower in the OAC monotherapy group compared to the DAT
group (RR: 0.52; 95% CI: 0.34-0.80; P = 0.003; Fig. 2). High
heterogeneity (I* = 58%) was noted, which was reduced to zero
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after excluding EPIC-CAD'®! (Supplementary Fig. 1, http:/links.
lww.com/MS9/A717).

NACE. The incidence of NACEs was similar between patients
receiving OAC monotherapy and those receiving DAT (RR: 0.67;
95% CI: 0.45-1.01; P = 0.054; Fig. 3A). High heterogeneity
(I = 76%) was observed between studies, and it did not
decrease significantly after performing a leave-one-out analysis
(Supplementary Fig. 2, http://links.lww.com/MS9/A717).

Major ischemic events. The outcome of major ischemic events
was nonsignificant between the OAC monotherapy and DAT
groups (RR: 0.98; 95% CI: 0.62-1.53; P = 0.912; Fig. 3B). High
heterogeneity (I* = 61%) was present, which dropped to
zero upon excluding either AFIRE!™®! or OAC-ALONE!M?!
(Supplementary Fig. 3, http://links.lww.com/MS9/A717).

All-cause mortality. All-cause mortality rates were compar-
able between the OAC monotherapy and DAT treatment
arms (RR: 0.94; 95% CI: 0.49-1.83; P = 0.867; Fig. 3C).
High heterogeneity (I* = 68%) was observed, which reduced
to zero after excluding AFIRE trial'"® (Supplementary
Fig. 3C, http://links.lww.com/MS9/A717).

Cardiovascular death. The risk of cardiovascular death was
similar between the two groups (RR: 0.87; 95% CI: 0.52-1.45;
P = 0.590; Fig. 3D). Moderate heterogeneity (I = 25%) was
observed, which dropped to zero when either the AFIRE™?! or
OAC-ALONE!"? trials were excluded (Supplementary Fig. 5,
http://links.lww.com/MS9/A717).

Secondary outcomes

The secondary outcomes assessed included any stroke,
ischemic stroke, hemorrhagic stroke, and MI. When compar-
ing the oral monotherapy group with the DAPT group, the
outcome of any stroke yielded nonsignificant results (RR:
0.73; 95% CI: 0.47-1.13; P = 0.163; Fig. 4A), with a low
heterogeneity (I* = 16%). Similarly, the incidence of ischemic
stroke was comparable between the two groups (RR: 0.88;
95% CI: 0.57-1.36; P = 0.573; Fig. 4B) showing no hetero-
geneity (I* = 0%). The incidence of hemorrhagic stroke also
demonstrated nonsignificant differences between the groups
(RR: 0.52; 95% CI: 0.23-1.21; P = 0.129; Fig. 4C) with no
heterogeneity (I* = 0%). Finally, the analysis of MI showed
no significant difference between the groups (RR: 1.57; 95% CI:
0.79-3.12; P = 0.201; Fig. 4D) with no heterogeneity (I = 0%).

Quality assessment

Two of the RCTs (AFIRE and EPIC-CAD) had an overall
low risk of bias!®'?!, while the OAC-ALONE had some con-
cerns in terms of quality assessment due to the deviations
from the intended interventions!'?. PRAEDO-AF trial is
a high-risk trial due to concerns regarding the concealment
of allocation sequence and unavailability of data regarding
blind adjudication!'*! (Supplementary Fig. 6, http://links.
lww.com/MS9/A717).
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Identification of studies via databases and registers

Figure 1. PRISMA flow diagram of the included studies. (From: Page et a/®)
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Discussion

Our systematic review and meta-analysis gather evidence from
all four RCTs published to date, including the most recent EPIC-
CAD trial on this topic, and strongly suggests that OAC mono-
therapy in patients with stable CAD and AF is a safe strategy
with reduced bleeding risk and equivalent reduction in MACE as
compared to DAT. The management of antithrombotic therapy
in this patient population remains challenging and an area of
ongoing research is to find a balanced regimen that provides
optimal reduction in major ischemic events while decreasing the
bleeding risk. Our meta-analysis demonstrated a significant
reduction in major or clinically relevant nonmajor bleeding in
the OAC monotherapy group compared to the DAT group.
While the other primary outcomes including NACE, major
ischemic events, and all-cause mortality were found to be statis-
tically insignificant between the two groups suggesting OAC
monotherapy is non-inferior to DAT.

794

Our meta-analysis expands on previous findings from the
meta-analysis by Ahmed et al.!"*!, incorporating additional out-
comes including NACE, major ischemic events, cardiovascular
death, ischemic stroke, and hemorrhagic stroke as well as
a crucial 4th RCT, PRAEDO-AF™, missed in the last meta-
analysis, highlighting its potential methodological limitations,
inadequate screening process, and limited outcomes measures.

American College of Cardiology 2023 guidelines give a Level
2 recommendation for OAC monotherapy in patients with
stable CAF and AF>7! The increasing amount of evidence
from these RCTs and our meta-analysis underscore the need to
revisit these guidelines and potentially increase the level of
recommendation in favor of OAC monotherapy. Notably, this
benefit of OAC monotherapy is observed in RCTs across differ-
ent DOACs and warfarin and may not be restricted to a specific
anticoagulant choice. It is also noteworthy that this benefit is
noted across the spectrum of stable CAD including those
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Baseline characteristics of the included trials

CHA2DS2-VASc

Mean Age in years No. of score,
(SD), intervention/  patients, Female Previous Intervention/ Intervention
Trial name Year Country control ] sex, % Stroke, % Control group Control group Follow-up
AFIRE 2019 Japan 74.3 (8.3)/74.4 (8.2 2215 21 145 4(median) /4 Rivaroxaban Rivaroxaban + APT ~ 24.1 months
(median) (median)
OAC-ALONE 2019 Japan 74.9 (0.4)/75.2 (0.4) 690 14.8 149 4.6 (1.4)/4.6 (1.4)  Warfarin or 0AC + APT 24 months
DOACs
EPIC CAD 2024 South Korea ~ 71.7 (8)/72.5 (8.4) 1040 22.9 N/A 4.3(1.6)/4.4 (1.5) Edoxaban Edoxaban + APT 12 months
PRAEDO AF 2022 Japan 74 ()74 (9) 147 13.6 14.3 4 (median)/4 Edoxaban Edoxaban + APT 624 days
(median) (clopidogrel) (median)

SD, standard deviation; CHA2DS2-VASc, congestive heart failure, hypertension, age >75 (doubled), diabetes, stroke (doubled), vascular disease, age 65—74 and sex category (female); DOAC, direct oral anti-

coagulant; OAC, oral anti-coagulant; APT, antiplatelet therapy.

without prior revascularization and those with revascularization
with PCI or CABG more than 12 months ago. The omission of
antiplatelet therapy after 12 months did not lead to higher
incidence of acute MIs!®'*"¥, Tt is also to be noted that all trials
except OAC-ALONE demonstrated no difference in stent
thrombosis between OAC monotherapy and DAT groups'2..
Despite this, Antiplatelet therapy is still continued in common
clinical practice along with OAC in these patients!'®].

Substantial heterogeneity (>50%) was observed in most pri-
mary outcomes, except cardiovascular death (I* = 25%).
Sensitivity analyses revealed that excluding AFIRE and OAC-
ALONE significantly reduced heterogeneity in the majority of
primary outcomes. Notably, removing EPIC-CAD eliminated
heterogeneity in major or clinically relevant nonmajor bleeding
from an I* value of 58%-0%!°\. The high heterogeneity asso-
ciated with AFIRE and EPIC-CAD may be attributed to their
premature termination and, in AFIRE’s case, the use of non-
standard rivaroxaban dosing!. In addition to this, included
trials lacked clinical and methodological homogeneity. Two out
of four trials used edoxaban!®'*!, one used rivaroxaban!*?!, and
one used either warfarin or direct OACs as the intervention?!,
Meanwhile, the antiplatelet drug in the control group was clopi-
dogrel in the PRAEDO-AF trial™, while it was either aspirin or
a P2Y12 inhibitor in the remaining three trials/®'>'31, All trials
used standard doses of OACs that is, 60 mg once daily for
edoxaban and 15 or 10 mg once daily for rivaroxaban, except
AFIRE which used nonstandard dose of rivaroxaban that is
10-15 mg once daily!?!,

Our meta-analysis combines results from all the RCTs pub-
lished on this topic and contributes to the expanding literature
that antithrombotic regimen can be simplified to OAC mono-
therapy in stable CAD and AF patients that leads to a lower
bleeding risk. However, while pursuing this strategy individual
patient risk factors such as overall bleeding risk, co-morbids,
and complexity of coronary anatomy including that of coronary
intervention must be taken into consideration for each patient
and decisions should then be made accordingly including the
choice of OAC.

Limitations

There are a few limitations that underscore the need for future
research on this topic. While the benefit of OAC monotherapy
appears to be a generalized class effect of AC therapy, the relative
comparison of efficacy and safety of individual DOACs cannot
be derived from these RCTs and our meta-analysis and can be
a target for future research. The existing trials, including EPIC-
CAD, lacked sufficient sample sizes to detect significant differ-
ences in ischemic events and mortality. Furthermore, two of the
four RCTs compared edoxaban monotherapy with DAT and
therefore edoxaban appears to have the most robust evidence in
comparison to DAT. Similarly, none of the trials exclusively
included apixaban and therefore evidence of apixaban monother-
apy compared to DAT is scant and requires future investigation.
The premature termination of AFIRE and OAC-ALONE trials
may have contributed to OAC-ALONE’s inability to demonstrate

Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% CI MH, Random, 95% CI
AFIRE 2019 35 1107 58 1108 33.0% 060 [0.40;0.91] —.—
EPIC CAD 2024 23 524 70 516 30.9% 0.32 [0.21;0.51] —-
OAC-ALONE 2019 27 344 36 346 29.9% 0.75 [0.47;1.21] il
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Figure 2. Forest plots of studies comparing OAC monotherapy with DAT in terms of major or clinically relevant nonmajor bleeding.

795



Shahid et al. Annals of Medicine & Surgery (2025)

Annals of Medicine & Surgery

A Net Adverse Clinical Events (NACE):

Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% CI MH, Random, 95% CI
AFIRE 2019 84 1107 131 1108 321% 0.64 [0.49;0.83] —.—
EPIC CAD 2024 34 524 79 516 278% 042 [0.29;0.62] —H—!
OAC-ALONE 2019 67 344 67 346 30.7% 1.01 [0.74;1.36] ——
PRAEDO-AF 2022 5 74 6 73 94% 0.82 [0.26; 2.58] —
Total (95% Cl) 190 2049 283 2043 100.0% 0.67 [0.45;1.01] e
Heterogeneity: Tau® = 0.1154; Chi? = 12.58, df = 3 (P < 0.01); I> = 76%
Test for overall effect: Z = -1.92 (P = 0.054) 0.5 1 2
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B Major Ischemic Events:
Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% ClI MH, Random, 95% CI
AFIRE 2019 77 1107 110 1108 424% 0.70 [0.53; 0.93] L |
EPIC CAD 2024 8 524 8 516 149% 098 [0.37; 2.60]
OAC-ALONE 2019 61 344 49 346 39.0% 1.25 [0.89; 1.77]
PRAEDO-AF 2022 3 74 1 73 3.7% 296 [0.32;27.80]
Total (95% ClI) 149 2049 168 2043 100.0% 0.98 [0.62; 1.53]
Heterogeneity: Tau® = 0.1028; Chi® = 7.73, df = 3 (P = 0.05); I> = 61% ' T !
Test for overall effect: Z=-0.11 (P = 0.912) 0.1 051 2 10
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C All-Cause Mortality:
Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% ClI MH, Random, 95% CI
AFIRE 2019 41 1107 73 1108 41.0% 0.56 [0.39; 0.82]
EPIC CAD 2024 3 524 3 516 12.6% 0.98 [0.20; 4.86]
OAC-ALONE 2019 40 344 31 346 38.9% 1.30 [0.83; 2.02]
PRAEDO-AF 2022 3 74 1 73 74% 296 [0.32;27.80]
Total (95% Cl) 87 2049 108 2043 100.0% 0.94 [0.49; 1.83]
Heterogeneity: Tau? = 0.2427; Chi® = 9.34, df = 3 (P = 0.03); I = 68% T '
Test for overall effect: Z=-0.17 (P = 0.867) 0.1 051 2 10
Favors Monotherapy Favors Dual Therapy
D Cardiovascular Death:
Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% CI MH, Random, 95% CI
AFIRE 2019 26 1107 43 1108 53.1% 0.61 [0.37; 0.98] -.—
EPIC CAD 2024 2 524 1 516 44% 1.97 [0.18;21.65] —_—
OAC-ALONE 2019 20 344 17 346 39.9% 1.18 [0.63; 2.22] -
PRAEDO-AF 2022 1 74 0 73 2.6% 296 [0.12;71.48]
Total (95% ClI) 49 2049 61 2043 100.0% 0.87 [0.52; 1.45] _0'_:

Heterogeneity: Tau? = 0.0705; Chi® = 3.98, df = 3 (P = 0.26); I? = 25%

Test for overall effect: Z = -0.54 (P = 0.590)
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Figure 3. Forest plots of studies comparing OAC monotherapy with DAT in terms of (A) net adverse clinical events (NACE), (C) major ischemic events, (A) all-

cause mortality, and (B) cardiovascular death.
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A Any Stroke:

Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% CI MH, Random, 95% ClI
AFIRE 2019 25 1107 41 1108 55.5% 0.61 [0.37;1.00] —.—
EPIC CAD 2024 7 524 4 516 120% 1.72 [0.51;5.85] : &
OAC-ALONE 2019 13 344 18 346 325% 0.73 [0.36; 1.46] ———
PRAEDO-AF 2022 0 74 0 73 0.0% H
Total (95% Cl) 45 2049 63 2043 100.0% 0.73 [0.47;1.13] -
Heterogeneity: Tau® = 0.0276; Chi’ = 2.39, df = 2 (P = 0.30); I> = 16% ' ' ' I
Test for overall effect: Z=-1.40 (P = 0.163) 0.2 0.5 1 2 5
Favors Monotherapy Favors Dual Therapy
B Ischemic Stroke:
Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% CI MH, Random, 95% ClI
AFIRE 2019 21 1107 28 1108 60.2% 0.75 [0.43;1.31] —.——
EPIC CAD 2024 5 524 3 516 9.3% 1.64 [0.39;6.83] : =
OAC-ALONE 2019 12 344 12 346 30.5% 1.01 [0.46;2.21] ——
PRAEDO-AF 2022 0 74 0 73 0.0% :
Total (95% Cl) 38 2049 43 2043 100.0% 0.88 [0.57; 1.36] ’
Heterogeneity: Tau® = 0; Chi® = 1.15, df = 2 (P = 0.56); I = 0% ' I ' ' !
Test for overall effect: Z = -0.56 (P = 0.573) 0.2 05 1 2 5
Favors Monotherapy Favors Dual Therapy
C Hemorrhagic Stroke:
Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% ClI MH, Random, 95% CI
AFIRE 2019 4 1107 13 1108 486% 0.31 [0.10; 0.94] —.—
EPIC CAD 2024 2 524 1 516 11.8% 1.97 [0.18; 21.65] : =
OAC-ALONE 2019 4 344 6 346 39.6% 0.67 [0.19; 2.36] —R—
Total (95% CI) 10 1975 20 1970 100.0% 0.52 [0.23; 1.21] ~
Heterogeneity: Tau? = 0.0520; Chi® = 2.19, df = 2 (P = 0.33); I> = 9% f f T I
Test for overall effect: Z = -1.52 (P = 0.129) 0.1 051 2 10
Favors Monotherapy Favors Dual Therapy
D Myocardial Infarction (MI):
Monotherapy Dual Therapy Risk Ratio
Study Year Events Total Events Total Weight RR 95% CI MH, Random, 95% CI
AFIRE 2019 13 1107 8 1108 61.5% 1.63 [0.68;3.91] —.—
EPIC CAD 2024 0 524 2 516 51% 020 [0.01;4.09] —————=————
OAC-ALONE 2019 8 344 4 346 33.3% 201 [0.61;6.62] ——
PRAEDO-AF 2022 0 74 0 73 0.0% :
Total (95% Cl) 21 2049 14 2043 100.0% 1.57 [0.79;3.12] 1‘
Heterogeneity: Tau? = 0; Chi* = 1.99, df =2 (P = 0.37); I = 0% I ! ' |
Test for overall effect: Z = 1.28 (P = 0.201) 0.01 0.1 1 10 100

Figure 4. Forest plots of studies comparing OAC monotherapy with DAT in terms of (A) any stroke, (B) ischemic stroke, (C) hemorrhagic stroke, and

(D) myocardial infarction (MI).
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non-inferiority of OAC monotherapy vs. DAT. This early termi-
nation also raises concerns about the generalizability of both
trials’ results to real-world clinical settings. Females are under-
represented in these RCTs and overall constitute only 20.2% of
total patients included in our meta-analysis. The use of gastric
protective medications such as proton pump inhibitors influence
rates of bleeding and is especially recommended in patients with
DAT and are not reported in studies other than EPIC-CAD.
Existing trials, including EPIC-CAD, were not designed to detect
significant differences in clinically relevant ischemic events and
mortality. Our meta-analysis findings have limited generalizabil-
ity due to a predominantly Asian population in all four RCTs.
Ethnic differences in ischemic and bleeding risks between Asian
and Western populations underscore the need for additional
research in Western populations to confirm our results.
Therefore, future studies with diverse ethnic representation are
warranted. Lastly, our search did not include Google Scholar or
Scopus. Google Scholar was excluded due to its grey literature,
which can affect study quality, while Scopus was not used as it
overlaps significantly with Embase, offering limited added value.
Future studies may consider including these databases for a more
exhaustive review.

Conclusion

In conclusion, our meta-analysis suggests that OAC monother-
apy offers an equally efficacious and safer alternative to DAT in
stable CAD patients while balancing the risk of ischemic events
and reducing the risk of overall bleeding.
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