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Generation of mouse models of renal cancer malignant transformation targeting
Hippo pathway and therapeutic application
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In this study, with the aim of creating a model that mimics the development
and malignant transformation of renal cancer, | generated mice in which the Hippo pathway component
SAV1 and the tumor suppressor gene VHL gene were knocked out in the kidney.

SAV1 homo-knockout mouse died soon after birth with reduced kidney weight and renal dysfunction.
Histologically, these mice showed renal cyst formation with atypia, accompanied by activation of
YAP. These renal cysts were histologically distinct from those in VHL homo-knockout mice. SAV1 and
VHL double homo-knockout mice also died shortly after birth. Although none of these mice developed

renal cancer, a mouse model for the development of atypical renal cysts was generated by
inactivation of the Hippo pathway.
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