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Extracellular Hsp90 plays a pivotal role in innate immunity and adaptive immunity

SATO, Noriyuki
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Extracellular heat shock proteins (HSPs) have been shown to initiate an aseptic
inflammation via an activation of antigen presenting cells including dendritic cells. Moreover, we have
shown that extracellular Hsp90-antigen complex is efficiently cross-presented by dendritic cells and
stimulates antigen-specific T cells. Thus, extracellular Hsp90 plays a crucial role in the activation of
innate immunity and adaptive immunity. In this study, we have identified ER-resident oxidase EROl-a as a
candidate of Hsp90 receptor. The cell surface expression as well as ER expression of EROl1-a was
augmented when dendritic cells were exposed to hypoxia and oxidative stress caused by H202 treatment.
Extracellular Hsp90 bound to ERO1-a expressed on the cell surface of dendritic cells. We are currently
investigating whether EROl-a -bound Hsp90 is endocytosed and activates dendritic cells. These results
will explain how endogenous extracellular HSPs impact on the inflammation and immunity.
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