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Investigation of effect of Rho kinase inhibitor on retina and ocular surface for
clinical application.

Yokoyama, Yu
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In the present study,l examined whether K115 eye drop administration could
provide a neuroprotective effect in an optic nerve crush model in mice. For assessment of
neuroprotection, the retinal thickness were measured by OCT and quantification of retinal ganglion
cell marker using PCR were performed 7 days after optic nerve crush in mice which were administrated

K115. As a result, no clear neuroprotective effect was observed. Next, when the retinal ganglion
cell protective effect was examined in intravitreal administration, the protective effect by K115
was observed.

The changes in Iba-1 positive cells and the expression of inflammatory cytokines by qPCR were
examined in nerve crash model with K115 administration, on the hypothesis that the anti-inflammatory
effect of K115 is related to neuroprotection. Although K115 administration changed the expression

of some inflammatory cytokines, the anti-inflammatory effect was not clear.

Rho kinase K115



40 5%
RGC
ER
ER
ROCK 160 Da ROCK
RGC ROCK
ROCK
Rho-ROCK
Rho-ROCK
ROCK
RGC
RGC Rho-ROCK
ROCK
1 RGC Rho kinase ROCK
ROCK
ROCK
1 RGC ROCK K115
RGC (C57BL/6) ROCK
K115 K115 1
1 RGC RGC optical coherence
tomography OCT PCR RGC
2 K115
ROCK
Rho-ROCK
ROCK
K115 0.4 0.8 FG label F T wReR
1 2 1 18 68 ._/ 78
1 R~ 0"
ocT 182E SR 1028 KR oct Sampling
RGC 1P or
RGC SN veov  |[TTRe
OCT |
PCR
RGC
RGC RGC -
3 R
B: N=9, Y: N=8, R: N=8
ANOVA : BEE% L
4

1 K115

RGC



K115 5
RGC RGC
PBS
30pM/2ul K115
2
ROCK
K115
2
5
30pM/2ul K115
PBS
5 Iba-1
PCR
4 5
4
IL-1b
K115
K115
in vitro
0
0
0
o 0
o 0

@)

After 5 days

* *

ARBRIE
Nerve Crush Rbpms
+ Iba-1
DPBS 241n=5 F4/80
@K-115 30uM 2ul n=5  +DAPI &

80 p=00159

Cells/1000pm
]

20
o
PBS
2 K115
lba-1&(v 7R 77—-2/2707UTH

K115 30 u M

Y

IL-1b IL-6

!
2w S s
3.

-t -+t

- - 4 _ —

RI

Green;

Iba-1

MCP-1

+

RGC

|

N.C

TNF-a

RBPMS, Blue; DAPI

+

100 —_— s —
fa s
£,
S
Nerve
-+ 4 -t 4t e

K-115



)



