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            Abstract
The polycystic kidney diseases (PKDs) are a group of genetic disorders causing significant renal failure and death in children and adults. There are no effective treatments. Two childhood forms, autosomal recessive PKD (ARPKD) and nephronophthisis (NPH), are characterized by collecting-duct cysts1,2. We used animal models orthologous to the human disorders to test whether a vasopressin V2 receptor (VPV2R) antagonist, OPC31260, would be effective against early or established disease. Adenosine-3â€²,5â€²-cyclic monophosphate (cAMP) has a major role in cystogenesis3,4, and the VPV2R is the major cAMP agonist in the collecting duct5,6. OPC31260 administration lowered renal cAMP, inhibited disease development and either halted progression or caused regression of established disease. These results indicate that OPC31260 may be an effective treatment for these disorders and that clinical trials should be considered.
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                    Figure 1: Polycystin pathway can influence intracellular regulation of Ca2+ and cAMP in collecting-duct epithelial cells from polycystic kidneys.[image: ]


Figure 2: Renal levels of cAMP, VPV2R and aquaporin-2 mRNA.[image: ]


Figure 3: Effects of OPC32160 treatment at the specified concentrations on the development (3â€“10 weeks for PCK rats; 4â€“30 weeks for pcy mice) and progression (10â€“18 weeks for PCK rats; 15â€“30 weeks for pcy mice) of PKD in animal models.[image: ]


Figure 4: Representative kidney sections from PCK rats and CD1/pcy mice treated with OPC32160 and from untreated controls.[image: ]
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