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Ppp6c

Tumorigenesis due to dysfunction of PP6, a novel target for cancer treatment.
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Here, we address the function of protein phosphatase 6 (PP6) loss on

K-ras-initiated tumorigenesis in keratinocytes. To do so, we developed tamoxifen-inducible double
mutant (K-rasGl2D-expressing and Ppp6c-deficient) mice in which K-rasG12D expression is driven by
the cytokeratin 14 (K14) promoter. Doubly-mutant mice showed early onset tumor formation in lip,
nipples, external genitalia, anus and palms, and had to be sacrificed by three weeks after induction
by tamoxifen, while comparably-treated K-rasG12D-expressing mice did not. HE-staining of lip tumors
before euthanasia revealed that all were papillomas, some containing focal squamous cell carcinoma.
Immunohistochemical analysis of lip tumor suggested that protein synthesis and survival signals are
enhanced in lip tissues of doubly-mutant mice. We also developed melanocyte specific
tamoxifen-inducible double mutant (BRAFV600E-expressing and Ppp6c-deficient) mic mice to address the
function of PP6 in melanogenesis. (984)
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