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TGF-B 1s an important factor in EMT in lens epithelial cells, and the
results suggest that YAP/TAZ is involved in this intracellular stimulatory pathway. Furthermore,
FGF-2 suppresses EMT, suggesting that factors other than YAP/TAZ may be involved in this
intracellular stimulatory pathway. In addition, our results showed that YAP/TAZ is involved in the
intracellular stimulatory pathway of EMT in the retinal pigment epithelial cell lineage, which
involves CTGF, and that inhibitors of YAP/TAZ have an inhibitory effect on TGF-B -induced EMT in the

retinal pigment epithelial cell lineage.

TGF-B



(epithelial-mesenchymal transition :EMT)
TebH3, ZOZEAIE, AKER AR ERGHIAE CIE B R 0O BT S IHE O FE DO RRMEMETRE & AiTZE T

(Fisus AD,
Findl 0. Eye, 2020)
EMT Quality of Vision
EMT Growth Factor
TGF-B FGF-2 (Kurosaka D,
et al. 10VS.1995) TGF-B
Smad (Saika S. et al, Prog Retin Eye Res. 2008)
SMAD Rho/Rock/MRTF (Urakami
C, Kurosaka D,et al. Curr Eye Res. 2012, OkunoT, Kurosaka D,et al. JIMA. 2018)
Y-27632
(Imaizumi T, Kurosaka D, et al.Exp Eye Res. 2019)
EMT Hippo (YAP/TAZ) Rho/Rock/MRTF

(Speight P,
et al. Nature Communications 2016, Miranda MZ, et al. J Biol Chem. 2017, Bialik JF, et
al. Sci Rep. 2019) FGF-2 ERK/EIk Rho/Rock/MRTF

(Akatsu Y,et al. Mol Oncol. 2019)
YAP (Kumar
B et al. 10VS, 2019, Maddala R et al. Sci Rep, 2020)
EMT  Hippo (YAP/TAZ)
FGF-2  Rho/Rock/MRTF

TGF-B (EMT)
TGF-B
a SMAD
Rho/Rock/MRTF Hippo-
YAP/TAZ SMAD Rho/Rock/MRTF
EMT Hippo-YAP/TAZ

MRTF

(Ishikawa Y, Kurosaka D. Exp Eye Res. 2012. Imaizumi T, Kurosaka D, et al.Exp

Eye Res. 2019) v
YAP/TAZ
TAZ
EMT YAP/TAZ
HLE-B3 SRA 01/04 2 TGF-B
a SMA 1 EMT CTGF(Connective tissue
growth factor) RT-PCR YAP/TAZ
m-RNA
EMT YAP/TAZ
ARPE-19
EMT YAP/TAZ ARPE-19 TGF-B
CTGF(Connective tissue growth factor), fibronectin YAP/TAZ
RT-PCR YAP/TAZ
YAP/TAZ
EMT FGF-2
SRA 01/04 TGF-B a

SMA 1 RT-PCR FGF-



2 MRTF SRF

ELK-1 ELK-1
uv TAZ
EMT YAP/TAZ
TGF-B SMA, 1
HLE-B3 SRA 01/04 2
|
4.5 1 YAP/TAZ SIRNA
4 T YAP/TAZ SMA, 1
3.5 4
3 4
2.5 A
2 4
1.5 4
11 = SMA 1
05 1 EMT CTGF
° DMSO TGFB2 1 CTGF
EMT
EMT YAP/TAZ
ARPE-19  YAP/TAZ plasmid YAP/TAZ
2
A
%6 2 YAP/TAZ
?5 . - YAP/TAZ
g, -
L _
peONA-NC  pcDNA-TAZ  peDNA-YAP peDNANCG  peDNA-TAZ pelINASYAP
CTGF 3 CTGF
YAP/TAZ -975 CTGF
4
F = 33 A,
? 254 %
? 14 1 j .
o4 peDNANC peDNA-YAP  peDNA-YAP pelNA-YAP
peDMNA-NC peDMNA-YAPF pe DNA-TAZ K-975umM) 0 0 0] 1
3 4
ARPE-19  TGF-B CTGF
-975 5
ARPE-19 YAP/TAZ EMT CTGF
TGF-B YAP/TAZ CTGF EMT

TGF-B
CTGF YAP/TAZ



relative mRMNA levels of
CTGE

TGF-f 1 ag'ml
Lutsolin 30 ud
K975 (BTN

5 CTGF

SRA-01/04

3.5 1
3.0 A
2.5 1
2.0 1
1.5 1
1.0 1
0.5 1

TGF-B

of

libfaaccn

relative mRMNA bevels

{Liy <

TGF-f | ng'ml
Lutgolin 50 phd
K275 1pM
TGF-B -975
EMT FGF-2
SMA |
2
6
0-SMA SRA-01/04  ELK-1
1
1-4

YAP/TAZ FGF-2

1 (1

relative mRNA levels of a-SMA

0.0
TGF-B (ng/ml)
FGF-2 (ng/ml)

|

1 1 1
0 10 100

EMT

e

FGF-

TGF-B
ELK-

EMT

PDGF



1 1 0 0
Murakami Yoko Imaizumi Toshiyasu Hashizume Kouhei Tezuka Yu Oku Yusuke Nishiya Naoyuki 40
Sanbe Atsushi Kurosaka Daijiro
Inhibition of Connective Tissue Growth Factor Expression in Adult Retinal Pigment Epithelial-19 2024
Cells by Blocking Yes-Associated Protein/Transcriptional Coactivator with PDZ-Binding Motif
Activity
Journal of Ocular Pharmacology and Therapeutics 246 252

DOl
10.1089/jop.2023.0141

128

2024

(Hashizume Kouhet)

(50407095) (31201)
(kizawa junya)
(40433487) (31201)







