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Introduction Podocyte lipid metabolism dysregulation plays a critical role in the progression of diabetic kidney disease (DKD). Lipophagy is a key mechanism in the regulation of metabolic diseases. However, the details of its direct mechanism of action in DKD are unknown. 
Aims This study aims to explore the mechanism of ANGPTL8 in lipophagy disorder of podocytes during DKD.
Methods To investigate ANGPTL8 in DKD, in vitro and in vivo studies were conducted, including podocyte-specific KO mice and lipidomics. Mechanisms were examined via Co-IP and mutagenesis to assess therapeutic potential.
Results ANGPTL8 was elevated in DKD patients, mouse model and podocytes; gene silencing of ANGPTL8 alleviated lipophagy and lipid accumulation in podocytes caused by the diabetic microenvironment. ANGPTL8 interfered with lipophagy by enhancing Trim28-mediated ubiquitination and degradation of ULK1. In addition, AAV9-mediated silencing of ANGPTL8 in podocytes showed a therapeutic effect on the relevant indicators of DKD. 
Discussion ANGPTL8 promotes DKD progression by impairing podocyte lipophagy, suggesting its potential as a therapeutic target for lipid metabolic disorders in DKD podocytes.
