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The purpose of this study is to clarify regulatory mechanism of macrophages in cho
roidal neovascular diseases. We show that IL-27, a regulatory cytokine, inhibited VEGFA production in macr
ophage in vitro. IL-27 also suppressed CNV by VEGFA reduction but not macrophage recruitment in vivo. M2
macrophage (M2) is reported as a source of VEGFA in CNV, indicating that IL-27 might regulate M2 different
iation and/or activation in CNV. Next, we focused on HSP70, an endogenous ligand for Toll-like receptor (T
LR) 4/TLR2. HSP70, located in the cytosol and the nucleus of various kinds of cells, is released in respo
nse to cellular stress. Although M2 promotes cancer-associated fibrosis by activation of TLR4 signaling,
subretinal fibrosis was suppressed by intraocular injection of HSP70 through induction of IL-10, an anti-i
nflammatory cytokine, via TLR4/TLR2 signaling. The induction of IL-10 was dependent on RPE, but not macrop
hages, suggesting that RPE is also important for the regulation.
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