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Development of novel comprehensive molecular therapies for intraocular
proliferative diseases targeting periretinal fibrovascular membranes

Yoshida, Shigeo
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In intraocular proliferative diseases such as diabetic retinopathy (DR) and
age-related macular degeneration (AMD), fibro (vascular) membrane (FVM) formation above and beneath
the retina plays a pivotal role in the primary pathology. We have succeeded in extracting
approximately 100 highly expressed genes in FVMs associated with PDR, which included periostin and
tenascin-C, a matricellular protein.

We showed that the expression of periostin and tenascin-C was increased in the retinas of a mouse
model of oxygen-induced retinal neovascularization éNV) and in choroidal NV. A new class of RNA
interference (RNAi) agent that targets periostin and tenascin-C had a significant inhibitory effect
on the retinal NV, CNV and choroidal fibrosis than control RNAi1 with no apparent adverse effects.
These findings suggest a causal relationship between these matricellular proteins and intraocular
FVM formation, and a potential therapeutic role of the new intravitreal RNAi agents for DR and AMD.
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