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Pathogenesis and treatment of tubular epithelium-mediated AKI to CKD transition
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The acute kidney injury (AKI) model was constructed using genetically
modified mice that express and lack p35 suppressing apoptosis and CCN2 inducing fibrosis,
respectively, in the tubular epithelial cells. Apoptosis suppression alleviated AKI but not chronic
fibrosis in the kidney. On the other hand, suppressing apoptosis and deleting CCN2 alleviated the
AKI, but fibrosis progressed more than deleting CCN2 alone. The survival of impaired tubular cells
to be eliminated by apoptosis was supposed to promote fibrosis by excreting profibrotic factors. The

damaged tubular cells were found to arrest in the G2 / M phase and secrete profibrotic factors. We
successfully isolated this cell population using cell cycle reporter mice. We will conduct
comprehensive gene expression analysis by using this cell population in the future.
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Module 1V-defected mutant CCN2 knock-1in transgenic

mice grow and develop normally, but fibrotic properties are attenuated in a number

of kidney diseases. The annual meeting of the American Society of Nephrology
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CCN2 module-1V promotes renal fibrosis through

activation of the FAK pathway in the tubular epithelium. The annual meeting of the
American Society of Nephrology 2018
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