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The mechanism of inhibitional effect to subretinal fibrosis by nuclear receptor
system
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In this study, the purpose is that formation and contraction of the
subretinal fibrosis will be clarified focused on role of nuclear receptors in retinal pigment
epithelial cells and we will develop novel therapeutic drugs based on transcriptional regulation
through nuclear receptors.

We have screened ligands of nuclear receptors thorough three-dimensional culture system using
retinal pigment epithelial cells. As a result, we identified steroid hormones containing
glucocorticoid and a female hormone. These compounds were found to inhibit gel contraction. They
also suppressed the expression of alpha SMA as a marker in EMT and the expression and activation of
MMPs contributed to the remodeling of extracellular matrix. Their action was partially dependent on
the signaling pathway of MAPKs or NF-k B. Furthermore, ATRA, vitamin A derivative, showed the same
effect az steroids. Currently, we have been studying which receptors are specific for the action of
vitamin A.
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