CXCL5 inhibition improved renal tubular epithelial cells injury of diabetic kidney disease 
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Introduction. Diabetic kidney disease (DKD) is a major cause of chronic kidney disease (Umanath K, et al, 2018). Hyperglycemia induces the release of inflammatory chemokines and cytokines, activating inflammatory pathways that exacerbate the progression of DKD. Increased levels of CXC motif chemokine ligand 5 (CXCL5) have been observed in both clinical and experimental studies of diabetes (Ruster C et al, 2008).
Aims. This study aimed to explore the direct effects and underlying mechanisms of CXCL5 on DKD in renal tubular epithelial cells.
Methods. Human renal proximal tubular epithelial cells were stimulated with high glucose in the in vitro experiments. Cell reactive oxygen species (ROS) production was measured using the Amplex Red Hydrogen Peroxide/Peroxidase assay. Cell apoptosis was measured using the TUNEL assay. Inflammatory, fibrotic and apoptotic proteins expression was measured using western blotting.
Results. The expression of CXCL5 was increased in high glucose-stimulated renal tubular epithelial cells. Inhibition of CXCL5 by neutralizing antibodies reduced ROS production. Inhibition of CXCL5 through the administration of CXCL5-neutralizing antibodies downregulated p-JNK and reduced expression of downstream inflammatory and fibrotic proteins including interleukin (IL)-1β, IL-6, tumor necrosis factor-α, collagen-1, transforming growth factor-β and p-smad2/3. Inhibition of CXCL5 also decreased the number of apoptotic cells and protein expression including cleaved caspase-3 and poly ADP-ribose polymerase. 
Discussion. These findings suggest that CXCL5 inhibition may protect renal tubular epithelial cells from high glucose-stimulated injury. Further studies are needed to verify whether this effect is consistent in the in vivo studies.
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