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Induction of IL-17-producing T cells by VEGF-A as starting molecule: Paradigm shift
of psoriasis pathogenesis.
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In VEGF-A-K5 transgenic mice, a mouse model of psoriasis, we confirmed that the
major IL-17A-producing cells were y & T cells, but not CD4+ T cells, in mice. Plasmacytoid dendritic
cells (pDC) were involved in the mechanism underlying IL-17A-producing y & T cells, which stimulate
keratinocytes to produce VEGF-A. We found that VEGF-A is a strong chemotactic factor whose activity is
comparable to that of chemerin, suggesting that VEGF-A is not only a downstream enhancer but also
upstream activator in the psoriasis pathogenesis. We also demonstrated that vitamin D3 depresses the
interferon-a production and the chemerin-directed chemotaxis in pDC.
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