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Abstract

Objective: To investigate the regulatory mechanisms of m6A modification and its association
with autophagy in ischemic cardiomyopathy (ICM). Methods: The mRNA microarray dataset
GSE57338 was downloaded from the Gene Expression Omnibus (GEO) database. Differentially ex-
pressed m6A RNA modification regulators (m6 A-RMRs) were screened, and their diagnostic efficacy
was evaluated using receiver operating characteristic (ROC) curves. Weighted gene co-expression net-

work analysis (WGCNA) was employed to identify modules significantly associated with

RRASRIR : .%{Eﬁkﬂq—%%ﬁﬂﬂlﬁﬁ(ﬁv 82370696 ) ; a2 v g B3 Bt % AK 1 2 e 38 SO BHIF 98 B A 3 4 (45 : ZNJC202308) .
1’E%‘|‘iu B 4, 1996— BRI AE, TN Stk O JUUREZE B WLt L PR T 9503 1 R it R I PR 5, E-mail:luyiyilu651@163. com.,
BIEEE . WEEA , E-mail: huxrzn@whu. edu. cn,



RPN = Q= )]

m6A-RMRs. Candidate autophagy-related genes (Candidate-ARGs) were obtained from the HAM-
db, HMDB, and GSEA databases, and m6A modification-related autophagy genes (m6 A-RMARGS)
were further identified. Key genes were screened through gene intersection analysis, enrichment anal-
ysis, and protein-protein interaction (PPI) network analysis. A myocardial hypoxia model was con-
structed to validate the expression of key genes. Results: A total of 15 differentially expressed
m6A-RMRs were identified, among which 7 genes  METTL14, FMR1, VIRMA, WTAP, YTH-
DC1, ZC3H13, and FTO) exhibited an area under the curve (AUC)>0.7. WGCNA analysis re-
vealed that the MEturquoise module was significantly associated with m6A RNA modification, and its
autophagy-related genes were enriched in pathways such as "autophagy", "mTOR signaling pathway",
and "apoptosis". Further validation identified CCL2, DIRAS3, NAMPT, and STAT3 as potential
biomarkers for ICM. Conclusion: CCL2, DIRAS3, NAMPT, and STAT3 may participate in au-

tophagy and m6A modification mechanisms in ICM, and targeting these genes could represent a po-
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tential therapeutic strategy.
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