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Generation of dry age-related macular degeneration model mouse and elucidation of
the pathogenesis
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Amyloid B 1induced vascular endothelial growth factor (VEGF) and endoplasmic
reticulum (ER) stress marker up-regulation in retinal pigment epithelium (RPE). ER stress inhibitor
blocked VEGF secretion. When large amount of linoleic acid was administered in mice, malondialdehyde
(MDA) was accumulated in RPE and blood. MDA was also detected in the RPE and blood from the patients with
AVMD. In the administration of MDA in cultured human RPE cells, low concentrations of MDA induced VEGF
up-regulation without inducing RPE damage, whereas high concentrations of MDA induced VEGF

down-regulation and RPE_degeneration. This change suggested the difference of wet- and dry-AMD.
We verified the expression of histamine receptor H4 (HRH4) in the choroidal neovascularization (CNV) and

the vitreous injection or oral administration of the anti-HRH4 medicine reduced CNV. Plasma-activated
medium irradiated with low temperature plasma also reduced CNV in mice.
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