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Roles of ER aminopeptidase 1 in inflammation of Behcet®s disease
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It has been known that ERAP1 mutation is associated with Behcet"s disease.

In this study, to elucidate the molecular mechanisms in the disease, roles of ERAP1 in inflammation
were evaluated.

To construct a disease model, uveitis was induced by lipopolysaccharide(LPS) injection into
peritoneal cavity of wild-type and ERAP1-knock out (KO) mice. Although nitric oxie NO) in the
blood was increased together with ERAP1 secretion therein after injection, ERAP1-KO caused the
reduction of NO and Arg synthesis. These results suggest that secreted ERAP1 is involved in the NO
synthesis via producing Arg. On the other hand, we found that secreted ERAP1 binds to exosome
derived from activated macrophages and its complex lead to activation of naive macrophage mediating
facilitaion of Arg production, INOS expression and phagocytosis.

Our data provide the evidence that free ERAP1 and ERAP1 associated with exosomes plays important
roles in inflammation through macrophage activation.
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