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PP6 as a tumor suppressor in mouse two-stage chemical carcinogenesis
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Recently, to determine whether PP6 deficiency functions in carcinogenesis in
vivo, we employed a mouse skin 2-stage carcinogenesis model. We found that a single DMBA
application was sufficient to produce papillomas in Ppp6c-deficient skin. As such, ours was the
first report that Ppp6c loss-of-function acts as a tumor promoter in mice. Here, we investigated
effect of UVB radiation on mouse keratinocytes in which Ppp6c had been deleted. Following UVB
irradiation, mice with Ppp6c-deficient keratinocytes showed a higher incidence of skin squamous cell
carcinoma than did control mice. We concluded that Ppp6c loss-of-function in mouse skin showed
hypersensitivity to UVB-induced squamous cell carcinoma. Our histochemical analyses suggest that
Ppp6c deficiency underlies molecular events that drive outgrowth of initiated keratinocytes
harboring UVB-induced mutated p53.
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