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Breakdown of homeostatic regulation of subretinal inflammation by extracellular
vesicles released from retinal pigmental epithelial cells
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The new approach to develop the pioneering pharmaceuticals to prevent the
progression of AMD pathogeneis were proposed. The degenerated RPE are turned out to lose
the ph siological homeostatic regulatory activities such as to contorol the overactivation of
alternative pathway of complement activation by the decreased production of complement activation
inhibitory factors and the loss of the inhibition of proinflammatory TNFa by Mps.

These berakdown of phisiological functions of RPE is mainly due to the interaction with Mps
infiltrated into subretina. The EVs, detected as CD63 positive microvesicles released from RPE was
strikingly incerased when RPE was cocultured with Mps and thease EVs mediated some of the
dysfunctions of RPE in subretinal microenvironments.The interactions were analysed both in murine
and human co-culture systems.Thease findings may suggest the new molecular target for the design of
th durg for AMD.
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