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[bookmark: _GoBack]Introduction Hyperhomocysteinemia (HHcy) contributes to chronic kidney disease (CKD) by inducing glomerular endothelial injury through inflammation and lipid dysregulation, yet targeted treatments are unavailable.
Aims This study aimed to determine the mechanism of ANGPTL8 pathway in HHcy-induced CKD.
Methods HHcy models were established to assess ANGPTL8 expression and endothelial function. Interventions targeting ANGPTL8/p65/JAML and lactylation modification via RNA-seq, lipidomics, Co-IP and mutagenesis confirmed the pathogenic mechanism.
Results ANGPTL8 was upregulated in HHcy models. It promoted p65 phosphorylation and nuclear translocation, increasing JAML transcription. JAML enhanced HSP90AB1 lactylation at K350, which facilitated SREBP1 maturation and lipid accumulation. Silencing ANGPTL8, JAML, or inhibiting p65 alleviated lipotoxicity and inflammation, improving renal function.
Discussion The ANGPTL8/p65/JAML axis promotes glomerular injury in HHcy by linking inflammation to SREBP1-driven lipid synthesis via lactylation. ANGPTL8 represents a promising therapeutic target for CKD.
