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The effect and mechanism of Pirfenidone (PFD) in the genetic progressive glomerulosclerosis animal
model, FGS/Kist mouse. We used the FGS/Kist mouse (a spontaneous progressive glomerulosclerosis
animal model) to clarify the effect and mechanism of PFD which is an anti-fibrotic agent developed
recently and it applied to the several studies to prevent or reduce the fibrosis in several organs. Renal
fibrosis is a common pathway of ESRD regardless of its preceding disease. Therefore, the prevention
of renal fibrosis is a main concern in the treatment of the chronic renal failure. The FGS/Kist mouse
develops a progressive glomerulosclerosis genetically and it is regarded as a suitable animal model for
the study of spontaneous progressive glomerulosclerosis. In the present study, PFD was administered
to male and female FGS/Kist mice in their food for 1 and 3 month periods. PFD reduced proteinuria,
sclerosis score and increased GFR compare to control non-treated mice.

To study the mechanism of PFD, we examined the mRNA expression of TGF-f1, TIMP-1, and
stromelysin-1 in kidney tissue. The renal function and morphologic changes were improved
signiicantly. There were no significant differences in TGF-81 mRNA expression between PDF and
control groups in both sexes. But TIMP-1 and stromelysin~1 mRNA expression was reduced in PFD
treated male group compared to the control male group. These results demonstrate that PFD
suppresses the progression of glomerulosclerosis in the FGS/Kist mouse and the anti-fibrotic activity
mechanism may be associated with TIMP-1 expression.
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