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: Analysis of pathogenesis and progression of psoriasis by utilizing novel

psoriasis mouse model.

: Harumi Suzuki, Taeko Dohi, Satoshi Takaki

: psoriasis, Th17 cells, chronic dermtitis

: RhoH, a hematopoietic linage cell specific atypical small GTPase, functions as
an adaptor for ZAP70, Syk, and Ick, therefore plays an important role on
development and activation of T cells. We found that RhoH deficient mice
spontaneously developed psoriasis-like chronic dermatitis with age in BALB/c
background. We have found that Th17 cells were infiltrated in inflamed skin
tissue and thus Th17 responses were dominated. This year, we found that
increased Th17 cells in RhoH-KO mice was observed even before disease
progression, and transfer of Th17 cells from RhoH-KO mice into RAG-KO normal
mice restored psoriasis-like dermatitis, indicating that increased Th17 cells in
RhoH-KO mice was major cause of the disease. Indeed, RhoH-deficient naive
CDA4 T cells showed augmented induction of Th17 cells in vitro, demonstrating
that this Th17 polarization was T cell intrinsic. We are now seeking molecular
mechanism why RhoH deficiency causes Th17 polarization. To test the effect of
IL-22BP against psoriasis, we prepared IL-22BP-Fc fusion protein by affinity
purification, and confirmed the binding of IL-22 to the protein. Intra-venous
introduction of the 1L-22BP-Fc into the RhoH deficient mice inhibited dermatitis
progression, indicating that IL-22BP could be a good candidate for novel
anti-psoriasis drug.
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