©
2020 2022

RPE/Mp

The_c?llular interplay between RPE cells and macrophages through extracellular
vesicles

Hamuro, Junji

3,300,000
VEGF
hMps iPS
RPE  i1PS-hRPE IL-6 MCP-1 VEGF CD63
EV EV EV
hMps RPE miR-494-3p PTEN/P13K

RPE

RPE Mps RPE AMD

EV miR494-3p

RPE
AMD

The production of MCP1, IL6 and VEGF was synergistically elevated when Mps
and RPE cells were co-cultured. The protein expressions of these cytokines were increased even in
Transwell inserts vertically connected with 0.40 y m membrane filters. Semi-purified CD63+
extracellular vesicle (EV) released from RPE cells, enhanced the secretion of these cytokines.
Culture chamber separation horizontally connected with 0.03u m membrane filters reduced this
increased cytokine secretion. The increased EV production was associated with elevated production of

these cytokines from induced pluripotent stem cell-derived (iPS)-hRPE cells. The microarray
analysis revealed a

the selectively increased release of miR-494-3p in EVs during the interplay with Mps. The
transfection of the miR mimics modulated the functional homeostasis of mitochondria in hRPE cells
through the inhibition of PTEN/PI3K signal pathway. MiR-494-3p may be a candidate molecular target
for the diagnosis and therapy of AMD.
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