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Development of therapeutic strategy targeting EMT against intraocular fibrosis
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To develop novel therapy against intra-ocular fibrosis, we first tested the
effect of several chemical compounds and found ROCK inhibitors as promising drug that enables
significant suppression of RPE (retinal pigment epithelium)-EMT (epithelial-to-mesenchymal
transition). We evaluated the drug’ s stability in the eye after vitreous injection. In vivo
experiment using animal model of intra-ocular fibrosis revealed the drug’ s efficacy inhibiting
fibrosis development. We further investigate the ROCK inhibitor’ s potential for successful RPE cell

transplantation therapy.

To investigate periostin (PN) and tenascin-C (TNC) expression in the aqueous humor and
trabeculectomy specimens of patients with neovascular glaucoma (NVG% secondary to proliferative
diabetic retinopathy (PDR). The NVG group had significantly higher levels of PN and TNC compared
with the PDR group. Increased PN and TNC expression suggests their possible involvement in the
pathogenesis of NVG secondary to PDR.
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Increased expression of periostin and tenascin-C in eyes

with neovascular glaucoma secondary to PDR.

Ishikawa K, Kohno RI, Mori K, Murakami Y, Nakao S, Akiyama M, Yoshida S, Sonoda KH.
Graefes Arch Clin Exp Ophthalmol. 2020 Mar;258(3):621-628. doi: 10.1007/s00417-019-

04574-x. Epub 2019 Dec 20.



3 2 1 1

Zhou Yedi Yoshida Shigeo Kubo Yuki Yoshimura Takeru Kobayashi Yoshiyuki Nakama Takahito 15
Yamaguchi Muneo Ishikawa Keijiro Oshima Yuji Ishibashi Tatsuro

Different distributions of M1 and M2 macrophages in a mouse model of laser-induced choroidal 2017

neovascularization

Molecular Medicine Reports 3949 3956
DOl

10.3892/mmr.2017.6491

Berdasco Maria Yoshida Shigeo Nakama Takahito Ishikawa Keijiro Ishibashi Tatsuro Boubekeur 7
Amina M et al.

DNA Methylomes Reveal Biological Networks Involved in Human Eye Development, Functions and 2017
Associated Disorders

Scientific Reports 11762

DOl
10.1038/s41598-017-12084-1

Yoshida Shigeo Nakama Takahito Ishikawa Keijiro Nakao Shintaro Sonoda Koh-hei Ishibashi 74

Tatsuro

Periostin in vitreoretinal diseases 2017

Cellular and Molecular Life Sciences 4329 4337
DOI

10.1007/s00018-017-2651-5

3 0 3

Ishikawa K. et al.

An association between RPE disruption and fibrotic scar formation after aflibercept therapy for neovascular age-related
macular degeneration

2019 ARVO Annual Meeting

2019




Wada I. et al.

ROCK inhibitor Ripasudil reverses phenotype from EMT to MET in subretinal fibrosis

2019 ARVO Annual Meeting

2019

Wada I, Nakao S, Yamaguchi M, Ishikawa K, Yoshida S, Kaizu Y, lIsobe T, Kaneko Y, Ishibashi T, Sonoda KH

ROCK inhibitor Ripasudil (K-115) suppresses subretinal fibrosis in laser-induced CNV model

ARVO, Baltimore, USA, 2017

2017 2018




