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[Abstract] Diabetic atherosclerosis (DM-AS) is the pathological basis of diabetic macrovascular complications and is a
major cause of cardiovascular events in patients with diabetes. Persistent hyperglycemia can damage the vascular endothelium and
exacerbate lipid metabolic disorders and inflammatory responses, promoting the transition of plaques from formation to
vulnerability, thereby increasing the risk of rupture and thrombosis. Therefore, maintaining plaque stability is of great importance
for the prevention of cardiovascular events. The degree of macrophage foam cell formation and the imbalance between pro-
inflammatory M1 polarization and anti-inflammatory reparative M2 polarization directly affect plaque stability. Autophagy is a key
pathway for maintaining macrophage homeostasis. By regulating lipid metabolism, inflammation-related signaling, and autophagic
flux, autophagy influences the inflammatory burden of plaques and the expansion of the necrotic core, thereby contributing to
plaque stabilization. Traditional Chinese medicine (TCM) has the advantages of multi-component, multi-target, and holistic
regulation. Previous studies showed that active compounds derived from Chinese materia medica and TCM formulas exhibit notable
advantages in modulating the autophagy network and intervening in the progression of DM-AS plaques. Focusing on macrophage
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autophagy, this review systematically summarizes the mechanisms by which key pathways, including adenosine monophosphate-
activated protein kinase/mammalian target of rapamycin( AMPK/mTOR ), phosphoinositide 3-kinase/protein kinase B (PI3K/Akt) ,
peroxisome proliferator-activated receptor (PPAR) , and receptor for advanced glycation end-product/nuclear factor- kB (RAGE/
NF-«B) , target macrophage autophagy to mediate polarization balance and exert effects at different stages of DM-AS. It also
summarizes current research on TCM compounds and formulas that regulate autophagy and thereby inhibit plaque progression, with

the aim of providing new insights for mechanistic studies and clinical translation in DM-AS.
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Fig. 1 Mechanism by which macrophage autophagy regulation polarization regulates plaque formation and development in DM-AS state
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