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Elucidation of the mechanism of RCC malignant transformation using renal tubule
specific SAV1 knockout mice
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SAV1 is a core component of the Hippo pathway. To analyze its implication in
malignant transformation of clear cell renal cell carcinoma (ccRCC), I generated kidney-specific
SAV1- or SAV1 and VHL-knockout mice. 1 observed many renal cysts in kidneys of SAV1 knockout mice.
Renal tubular epithelial cells showed high cellularity and multiple layering, including enlargement
of their nuclei. Furthermore, VHL deletion combined with SAV1 deletion was likely to inhibit
cellular abnormalities shown in SAV1 knockout mice, although double knockout mice were rarely
generated. These results suggest that SAV1 plays important roles for regulation of nuclear size of
renal epithelial cells, and the maintenance of renal structure under physiological conditions.
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