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Objectives : NADPH oxidases (Noxes) are major sources of reactive oxygen 

species in the kidney, and upregulation of its isoforms have been implicated in 

the progression of various kidney disease such as diabetic nephropathy and 

hypertensive nephropathy. In a previous report, we have demonstrated that 

broad inhibition of Noxes with APX-115 ameliorated progression of diabetic 

nephropathy. Nox1, Nox2 and Nox4 are the predominant isoforms expressed in 

the tubular segment of the kidney. Therefore, we investigated the effect of 

APX-115 on experimental murine model of unilateral ureteral obstruction (UUO).  

 

Methods : APX-115 was administered by oral gavage at a dose of 60mg/kg/day 

for 1 week in UUO-induced C57BL/6 mice 

 

Results : There were no significant differences between plasma and urinary 8-

isoprostane levels between the UUO groups. Albumin excretion were decreased 

with APX-115 treatment. Nox inhibition with APX-115 significantly decreased 

renal mRNA expressions of collagen1 and PAI-1, but not collagen IV, TGF-β 

and CTGF in UUO mice. Nox2, 4 protein expressions in APX-115 treated group 

were decreased compared to UUO group. However, there were no significant 

change in protein expressions of TGF-β, CTGF nor NF-κB. 

 

Conclusions : Conclusions: Broad inhibition of Noxes may not be beneficial in 

certain type of renal injury. More research into this area is required to fully 

understand the balance between the expressions and inhibition of Noxes in the 

kidney.  
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