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The inhibition of subretinal fibrosis by specific retinoic receptor ligands
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The retinoid signal pathway is related to the epithelial-mesenchymal
transition (EMT) of retinal pigment epithelial cells (RPE). Both RAR-a agonist (Am580) and RAR-y
agonist (parovalotene) inhibited RPE mediated collagen gel contraction in a concentration or
time-dependent manner. These compounds also suppressed the expression of EMT related markers
proteins including alpha-smooth muscle actin (a -SMA), fibronectin (FN) and Metalloproteinases
(MMPs) Further, the expression of focal adhesion protein paxillin was attenuated in RPE treated with

these compounds. Finally, we examined the effects of these compounds on the development of CNV and
subretinal fibrosis in a mouse model that mimics these pathological processes in patients with
neovascular age related macular degeneration (nAMDa. Am580 and parovalotene had no significant
effect on the development of CNV, but suppressed the development of subretinal fibrosis in model
mouse induced by laser photocoagulation.
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The retinoid signal pathway is related to the epithelial-mesenchymal transition (EMT)
of retinal pigment epithelial cells (RPE). Both RAR-a agonist (Am580) and RAR-y

agonist (parovalotene) inhibited RPE mediated collagen gel contraction in a
concentration or time-dependent manner. These compounds also suppressed the expression
of EMT related markers proteins including alpha-smooth muscle actin (a -SMA),
fibronectin (FN) and Metalloproteinases (MMPs) Further, the expression of focal
adhesion protein paxillin was attenuated in RPE treated with these compounds. Finally,
we examined the effects of these compounds on the development of CNV and subretinal
fibrosis in a mouse model that mimics these pathological processes in patients with
neovascular age related macular degeneration (nAMD). Am580 and parovalotene had no
significant effect on the development of CNV, but suppressed the development of
subretinal fibrosis in model mouse induced by laser photocoagulation.
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