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Analysis of anti-fibrotic effects of lipid-responsible transcription factors and a
search for new therapeutic agents -with special attention to hypoxic insults-

Kimura, Hideki
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Proximal tubular epithelial cells (PT)and mesangial cells (MC) are closely
associated with renal fibrosis. Mouse proximal tubular epithelial cells (mProx) overexpressing human
liver-type fatty acid-binding protein (L-FABP) were shown to have ?reater tolerance to inflammatory and
hypoxic insults than mProx itself. In human cultured PT and MC, telmisartan (ARB) executed PPAR-delta
functions and reduced inflammatory and pro-fibrotic effects induced by some cytokines.

Cardiac fibrosis of PPAR-a KO mice was more evident than that of control mice (S§129), which was
enhanced by hypoxic environments, whereas renal fibrosis was scarcely observed and similar in the two
mice groups. In doxorubicin-induced glomerulopathy, PPAR-a KO mice had more proteinuria and more frequent
glomerulosclerosis than S129 mice.

These suggest the cell- and tissue-protective effects of lipid responsible transcription factors and
its associated proteins such as PPARs and FABPs.
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