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Abstract
Background : Transforming growth factor B (TGF—B) is generally accepted to play a significant role
in renal fibrogenesis. The activation of TGF—B family receptors require a unique signal transduction
pathway that acts through the Smad family of protein. Recent studies suggest that Smad 2/3 is
associated with interstitial fibrosis whereas Smad1/5/8 prevent and reverse the development of
fibrotic change in nephropathy. In this study we examine the effect of angiotensin receptor blockers
(ARBs) on the expression of Smad 2/3, Smad1/5/8 and the degree of tubular atrophy and interstitial
fibrosis in unilateral ureteric obstruction (UUQO) mice model.
Method : The 45 studied mice were divided into three groups including UUO group, UUO group
with ARBs and sham operations as a control group. Unilateral ureteric obstruction was performed
by double-ligating the left ureter. Losartan was given in the ARBs group (10 mg/kg starting 3 weeks
before the operation). All mice kidneys were harvested at day 3, 7 and 14 after the operation. The
histopathology change was examined by Hematoxylin and Eosin, PAS and Masson trichrome
staining to identify the degree of tubulointerstitial fibrosis. Smad2/3 and Smad1/5/8 expression was
investigated by Western blot, PCR and immunohistochemical study.
Results : Histopathology revealed progressive tubulointerstitial fibrosis in both UUO groups but less
severe in the UUO group with ARBs.The western blot analysis and immunohistochemistry revealed
markedly increased expressions of Smad2/3 and markedly decreased expressions Smad1/5/8 in
the UUO group compared with the control group. ARBs treatment significantly attenuated the
upregulation of Smad2/3 and downregulation of Smad1/5/8 when compared with the UUO groups.
Conclusions : These results suggest that ARBs ameriolates renal interstitial fibrosis in UUO mouse
model by modulating TGF—B/smad signaling pathway.
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