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Study on the role for epidermal Regnase-1 in regulation of skin inflammation and
carcinogenesis.
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We explored the carcinogenesis of epidermal specific Regnase-1 knockout mice
(Regl-cKO) after UVB irradiation or chemical-induced protocol with DMBA/TPA. Strikingly, they
developed skin tumors and squamous carcinoma at much earlier time points than controls. It has been
recognized that the arachidonic acid/prostaglandin (AR/PG) pathway was involved in inflammation and
carcinogenesis. Recent study revealed that Regnase-1 targeted COX2, which is a critical enzyme for
the AR/PG pathway. Finally, topical treatment with COX2 inhibitor specifically suppressed the tumor
promoter TPA-induced thickening of epidermis in Regl-cKO. Taken together, Regnase-1 plays inhibitory
roles not only for epidermal inflammation but also carcinogenesis. Also, its ablation leads to skin
carcinogenesis via the AR/PG pathway.
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