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Investigating a novel cell death signaling in retinal pigment epithelium
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Glutathione peroxidase 4 (GPx4) is a unique enzyme that can directly
detoxify phospholipid peroxides in cell membranes. When mice in which GPx4 was specifically deleted
in the retinal pigment epithelium (RPE) (GPx4 cKO mice) were created using flox mice and AAV-Cre
vectors, they exhibited accumulation of lipid peroxide metabolites and rapid RPE degeneration.
Examination using optical coherence tomography, immunohistochemistry, and electron microscopy showed

that the pathological image resembled that of dry age-relatd macular degeneration (AMD). It has
become clear that lipid peroxide accumulation in the RPE can lead to severe RPE degeneration, as
observed in late-stage AMD.
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