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Generation of anti-fibrotic therapy to combat progression of CKD via CCN2 blockade

Okada, Hirokazu

3,600,000

CCN2 4 In vitro
4 mCCN2 4 mCCN2

5/6
Akt 4
CCN2 4
CCN2 4

CCN2 consists of four different functional modules, and the most profibrogenic
module remains to be clarified. e found a module IV-defective CCN2 did not induce fibronectin
synthesis in fibroblasts. Then, we generated Exon 5-deleted CCN2 gene knockin mice, found less kidney
fibrosis in those mice with unilateral ureter obstruction and subtotally nephrectomy models. Decoy
peptides corre5ﬁonding to partial amino acid sequences of module IV significantly attenuated renal
fibrogenesis. This suggests that CCN2 promotes renal fibrogenesis via its module 1V, probably through
Integrins-Integrin linked kinase-Akt-GSK3@ pathway, which seems to be an appropriate, anti-fibrotic
therapeutic target.
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