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[ Abstract] Objective : To investigate the association of immediate early response gene 1(IEX=1) with endothelial cell injury and renal
fibrosis in diabetic kidney disease(DKD) , as well as the regulatory role of IEX—1. Methods : High—fat diet combined with streptozotocin
was used to establish a mouse model of DKD , and related indicators were measured , including blood glucose, renal function, renal histo-
pathological changes, and the expression of fibrosis—related proteins in renal tissue. Immunofluorescence assay, immunohistochemistry,
and qRT-PCR were used to measure the expression levels of IEX~1, endothelial injury-related molecules, and fibrosis markers. Mice
with IEX~-1 global knockout were used to evaluate the effect of IEX~1 deficiency on renal injury and fibrosis in DKD. In the in vitro
experiment , human umbilical vein endothelial cells(HUVECs) were stimulated with high glucose and palmitic acid (HGPA) to estab-
lish a model of cell injury. Small interfering RNA-mediated silencing of IEX—1 was performed to observe the changes in endothelial in-
jury and pro—fibrotic molecules. Results : Inmunohistochemistry showed that compared with the control group, the patients with DKD

had a significantly higher expression level of IEX—1 in renal tissue (P=0.002). Immunofluorescence assay showed that IEX-1 was co—

localized with CD31 in renal tissue, with an increase in IEX-1 and
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a reduction in CD31 under the condition of DKD. Further analysis
showed that compared with the DKD group, the IEX-1""-DKD
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I (COL 1 ) in renal tissue(P<0.01). In vitro experiments showed that after HGPA stimulation , there were significant increases in the
mRNA expression levels of IEX~-1 (P<0.01) , endothelin—1 (P<0.05) , and vascular cell adhesion molecule—1(P<0.01) and a signifi-
cant reduction in the mRNA expression level of endothelial nitric oxide synthase (P<0.01) in HUVECs, and after IEX-1 silencing,
there were significant reductions in the mRNA expression levels of a=SMA (P<0.001) and COL I (P<0.05) compared with the HGPA

group. Conclusion : 1IEX~1 is highly expressed in the renal tissue of DKD and may promote renal fibrosis by mediating endothelial cell

injury—related responses, suggesting that it may be used as a potential therapeutic target for DKD.
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