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Background .

The optimal antithrombotic regimen 1n patients with atrial fibrillation (AF)
and chronic coronary syndrome (CCS) remains uncertain. Prior
randomized controlled trials and earlier meta-analyses suggested that oral
anticoagulation (OAC) alone without antiplatelet therapy might provide
adequate 1schemic protection while reducing bleeding in patients with AF

and CCS.

We systematically searched PubMed, Scopus, and Embase for
randomized controlled trials comparing OAC alone versus OAC plus
single antiplatelet therapy in patients with AF and CCS. Meta-analysis of

6 RCTs comprising 5,924 patients was performed. Random-effects
models were used to calculate pooled hazard ratios (HRs) and 95%

confidence intervals (CIs) for outcomes including all-cause mortality, ©
cardiovascular death, myocardial infarction, ischemic stroke, major
bleeding, clinically relevant non-major bleeding, and any bleeding.

OAC alone significantly reduced cardiovascular death (HR

0.69, 95% CI 0.50-0.95; p=0.02), major bleeding (HR 0.46,
95% CI 0.32-0.66; p<0.001), clinically relevant non-major

bleeding (HR 0.49, 95% CI 0.38-0.64; p<0.001), and any
bleeding (HR 0.54, 95% CI 0.46-0.64; p<0.001). There were
no other statistically significant differences between the
groups for the remaining outcomes.

Hazard ratio Hazard ratio
Study or Subgroup Weight IV, Random, 956% CI IV, Random, 96% CI
ADAPT-AF-DES 16.4% 0.73]0.37 , 1.45] —a—
AFIRE 21.0% 0.550.38 , 0.80] -
AQUATIC 25.8% 058039, 0.87] -
EPIC-CAD 9.2% 1.29[0.29 , 5.75] e
OAC-ALONE 23.4% 1.30[0.81 , 2.08] R
PRAEDO-AF 2.2% 1.99[0.18 , 21.95]
Total (Wald*) 100.0% 0.77 [0.53 , 1.11] ‘
Test for overall effect: 7 = 1.40 (P = 0.16) 0 E” D'L1 1 1'}] 16[}

Fawvours OAC alone Favours OAC + AP
Heterogeneity: Tau? (DL®) = 0.09, Chi# = 10.37, df = 5 (P = 0.07);, F = 52%

Hazard ratio Hazard ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
ADAPT-AF-DES 11.0% 063024, 164] — =
AFIRE 36.5% 0.59 [0.36 | 0.96] =
AQUATIC 28.2% 0.53[0.30,094)] -
ERIC-CAD 1.9% 166 [0.16 , 17.18]
OAC-ALONE 22.4% 1.18 [0.62 , 2.26] ——
Total (Wald?) 100.0% 0.69 [0.50 , 0.95] ’
Test for overall effect: Z = 2.26 (P = 0.02) 001 01 ] 10 100
Favours OAC alone Favours OAC + AP

Heterogeneity: Tau? (DL®) = 0.01; Chi? = 4 39, df = 4 (P = 0.36); I? = 9%

Hazard ratio Hazard ratio
Study or Subgroup Weight |V, Random, 95% CI IV, Random, 958% CI
ADAPT-AF-DES 17.4% 2.49[0.48 12.88] — -
AFIRE 59 5% 0.73[0.42  1.28] -
EPIC-CAD 23.1% 1.82[046 , 7.17] S T —
Total (Wald?) 100.0%  1.12[0.52, 2.40] L
Test for overall effect: Z = 0.28 (P = 0.78) 001 01 1 0 100

Favours OAC alone Favours OAC + AP
Heterogeneity: Tau® (DL=)=0.18; Chi* = 3.01,df =2 (P =0.22), I’ = 34%

Footnotes
2| calculated by Wald-type method.
tTau® calculated by DerSimonian and Laird method.

(d)

()

()

Hazard ratio Hazard ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
ADAPT-AF-DES 16.0% 0.37[0.18 ,0.75] -
AFIRE 27.5% 0.59[0.39 , 0.89] -
AQUATIC 20.1% 0.30[017 ,0.54] ——
EPIC-CAD 13.0% 032014 . 073] -
OAC-ALONE 23.4% 0.73[0.44  1.21] -
Total (Wald=) 100.0% 0.46 [0.32 , 0.66] ’
Test for overall effect Z = 4.23 (P < 0.0001) 001 01 3 0 100
Favours [OAC alone] Favours [OAC + AP]

Heterogeneity. Tau® (DL®) = 0.08, Chi*=7.56,df =4 (P=011), P = 47%

Hazard ratio Hazard ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
ADAPT-AF-DES 14.9% 040[0.21,0.75] —-
AFIRE 61.8% 056046, 0.73) [ |
EPIC-CAD 20.8% 036021, 060] ——
PRAEDO-AF 2.9% 0.39 [0.08 | 1.96] =
Total (Wald?) 100.0% 0.49 [0.38 , 0.64] ’
Test for overall effect Z = 5.34 (P < 0.00001) 001 D1 3 0 100

Favours OAC alone Favours OAC + AP
Heterogeneity: Tau® (DL®) = 0.02; Chi* = 3.65, df = 3 (P = 0.30); I = 18%

Hazard ratio Hazard ratio

Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% ClI
AFIRE 58.9%  0.58[0.47 ,0.71] o
AQUATIC 17.3%  051([0.35,0.75] -
EPIC-CAD 238%  048[0.35, 0.66] -
Total (Wald?) 100.0%  0.54 [0.46 , 0.64] '
Test for overall effect: Z = 7.57 (P < 0.00001) 001 01 1 5 100

Favours [expenmental] Favours [control]
Heterogeneity: Tau? (DLP) = 0.00: Chi2 =1.05, df = 2 (P = 0.59); |1 = 0%

Footnotes
2l calculated by Wald-type method
®Tau? calculated by DerSimonian and Laird method

Forest plots showing results of primary and secondary outcomes : (a) all-cause mortality, (b) cardiovascular death, (c) 1schemic

stroke, (d) primary safety endpoint (major bleeding), (e) clinically relevant non-major bleeding, and (f) any bleeding.

Conclusion

Key findings

e Similar ischemic protection
overall

* Lower cardiovascular death (b)
HR 0.69 (0.50-0.95)

 Lower major bleeding (d)
HR 0.46 (0.32-0.66)

 Lower CRNMB (e)
HR 0.49 (0.38-0.64)

* Lower any bleeding (f)
HR 0.54 (0.46-0.64)

In AF and CCS, OAC alone confers similar protection against ischemic events and significantly reduces bleeding and

cardiovascular death compared with OAC plus single antiplatelet therapy.
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