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The molecular basis of danger signal perception by retinal pigment epithelium (RPE)
cells in the pathogenesis of age-related macular degeneration
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In this study, the detailed roles of the inducer of selective apoptosis in activat
ed macrophages in inhibiting the production of TNF-alpha and of the new HDAC inhibitor in inhibiting the T
NF-alpha-induced fibrosis of RPE cells were investigated. The synergy between TNF-alpha and the HDAC inhib
itor in the blockade of the formation of the vicious inflammatory cycle between RPE cells and the subpopul
ation of macrophages was indicated. The new molecular mechanism in danger perception mediated by miRNA sec
reted from RPE cells was first clarified, and the secreted miRNA was found to possibly propagate the degen
eration of RPE cells in a paracrine manner. The classical and newly discovered regulators of complement ac
tivation, i.e., CFH, CD46, CD59, clusterin, and CTRP6, were found to be produced upon TNF-alpha triggered
inflammatory stimuli on RPE cells. The characteristic features of the expression of these regulators in hu
man anterior eye tissues were confirmed immunohistologically.
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