U= ZH 2] WM HOAM aliskiren?] AMES &3

Fadeta Sume daengl, AN FeAn sy 9 gny’

Al - HEYG' . uix2. e’ - L7 - Al

—

odef’ - o[z

Renoprotective Effects of Aliskiren in Renal Injury Induced
by Experimental Unilateral Ureteral Obstruction
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Introduction : Angiotensin Il mediates the upregulation of fibrogenic factors such as transforming growth factor—
b1 (TGF— 1) in experimental unilateral ureteral obstruction (UUO). And inhibition of renin angiotensin system by
angiotensin—converting enzyme inhibitors, angiotensin Il AT1 receptor blockers or angiotensinogen knockout has
revealed a renoprotective effect in UUO model. Aliskiren is a first commercially available direct renin inhibitor
which decreases the angiogensin | generation from angiotensinogen. The aim of this study is to evaluate the
renoprotective effect of aliskiren against experimental UUO model in mice.

Methods : Male C57BL/6 mice (10 weeks old, 30—33 g) were divided into 4 groups; sham operated group (n=7),
aliskiren treated sham group (n=7, 30 mg/kg, intraperitoneal injection for 7 successive days), untreated UUO
group (n=10), and aliskiren—treated UUO group (n=10) aliskiren treatment was started 1 day prior to operation.
Renal gene expression levels of TGF—# and MCP—1 were measured by real—time RT—PCR seven days after
UUO. Light microscopic examination of kidneys in each group was also performed seven days after UUO. TGF—
B and ED—1 protein expressions of kidneys were measured by immunohistochemistry. Plasma renin activity were
measured by radioimmunoassay seven days after UUO.

Results : Plasma renin activity in aliskiren treated UUO group was significantly lower than that of untreated UUO
group (p<0.01). Renal gene expression levels of TGF—# and MCP—1 in UUO group were significantly higher than
those of sham operated group (p<0.01). The levels of TGF—B and MCP—1 mRNA expression of kidneys in ali-
skiren treated UUO group were significantly lower than those of untreated UUO group (p<0.05, p<0.05, respec-
tively). The magnitude of TGF— B protein expression and CD68 positive cells in the kidneys of aliskiren treated
UUO group were significantly less than those of untreated UUO control group (p<0.05, p<0.05, respectively).
Conclusion : In conclusion, the results of present study suggest that aliskiren—a direct rennin inhibitor has
renoprotective effect on experimental UUO model in mice.
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