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Role of Prostaglandin Synthases in chemical-induced skin diseases
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Prostacyclin Synthase (PGIS) and microsomal Prostaglandin E2 Synthase
(MPGES)-1 are terminal enzymes that act downstream of cyclooxygenase (COX)-2 in the PGI2 and
PGE2-biosynthetic pathway, respectively. In this study, we analyzed the role of PGIS and mPGES-1 in
skin dermatitis and skin carcinogenesis. Both in PGIS knockout (KO) mice and mPGES-1 KO mice, DNFB
(dinitrofluorobenzene) induced contact hypersensitivity was suppressed than that of WT mice. We
performed immunohistochemical analysis. mPGES-1 expressed in keratinocytes and leukocytes and PGIS
expressed in vascular cells. Next, we examined role of mPGES-1 and PGIS in 7, 12-dimethylbenz[a]
anthracene (DMBA)/12-0-tetradecanoylphorbol acetate (TPA)-induced two-steps skin carcinogenesis.
Formation of ﬁapillomas induced by DMBA/TPA was suppressed in mPGES-1 KO mice, compared to WT mice.
On the other hands, DMBA/TPA-induced papilloma formation was increased in mPGES-1/PGIS double KO
mice, compared to mPGES-1 KO mice.
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