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Towards an improvement in the low sensitivity to chemotherapy in ovarian clear
cell carcinoma

Koike, Ryoko
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i Fluorescence-labeled two-dimensional differential ?el electrophoresis_showed
that the expression of lab-named protein 1 was higher in ovarian clear cell

carcinoma cell lines 1
and 2, which are poor responders to paclitaxel, than in cell lines 3 and 4, which are good
responders to paclitaxel. The expression of lab-name protein 1 was higher in cell line 1 and 2 than

in cell line 3 and 4. Kaplan-Meier survival analysis of 39 cases of ovarian adenocarcinoma showed
that there were no deaths in the group with low expression of lab name proteinl.



1,2) 2 ( 3,4) Figl
100 7 ™ —
X 80 - .
N
5 70 T
}g 60 -
= 50 4
g 40 A
= 30 1 o-#fifatk1 IC50 = 0.0127+0.0027pM
= 201 | #lFa#%2 IC50 = 0.0047+0.0002uM
5 12 s . #lifa#k3 IC50 = 0.0703+0.0092pM
-10 | #fiR2#%4 IC50 = 0.0826+0.0054uM
0.001 0.01 0.1 1 10 100
Figl Paclitaxel Concentration (pM)
(2D-DIGE)
proteinl
proteinl
proteinl
proteinl proteinl
overexpression
(2D-DIGE) , 2
proteinl 3, 4 proteinl
Western blot proteinl
proteinl
proteinl
2D-DIGE proteinl
3 4 CRISPR-Cas9
shRNA 1
3 proteinl shRNA proteinl
stable clone Annexin assay
proteinl 1, 2
proteinl overexpression 1 proteinl overexpression
stable clone Annexin assay
proteinl 3 5 western blot
proteinl 1 proteinl siRNA
control siRNA WST-8 assay
(2D-DIGE) proteinl
3,4 Western blot proteinl 2D-DIGE

proteinl 1,2

proteinl

Western blot

Western blot



protein 3

proteinl (Fig2 )
39 proteinl
Fig2 proteinl
166 Proteinl Expression (-) (n = 7)
Intensity | Intensity | Intensity | Intensity |
0 1+ 2+ 3+ °\° 80-
& I | y @2 G| =
e :.\ : 7 }"‘. nf f_u i . .
X v (APl B r (o #’ (| = 607Proteinl Expression (+)
1A L N 2 (n = 32)
ULl Il = o & 407
, (o) '.' " ; M —]
© 201
lcase | 6cases | 4cases | 28cases g
. ) 0 1000 2000 3000 4000
) Protein 1 ﬁ» Protein 1 Time (Days)
Fig 2 negative :  positive
proteinl p
(Mantel-Haenszel) 3.639
proteinl 3.6
proteinl
(p=0.0789, likelihood-ratio chi-square test) proteinl
proteinl
p=0.0115, log-rank test
2D-DIGE western blot proteinl
3 proteinl  shRNA proteinl
1
proteinl 100 -
overexpression >
i x
Annexin assay S 80 -
- X
3 proteinl [«
ShRNA 2 60 7
L}
Annexin assay c a5 -B-#lika#k5 Proteinl siRNA
o 7 =
proteinl  shRNA = IC50 = 0.008+0.002uM
o) (<0.4-fold)
.E 20 -o-#iBa#%5 Control SiRNA IC50
1 proteinl - = 0.024+0.012pM
overexpression 0 - - - T -
Annexin 0.001 o0.01 0.1 1 10
assay Fig 3 Paclitaxel Concentration (LM)
proteinl  overexpression
proteinl
5 proteinl siRNA IC50 control siRNA
1C50 (Fig 3)
_.100 Proteinl [y ws
g 80 -
—
3 o = #l§3#1 Protein1 siRNA SR |! e |
= IC50 = 0.010+0.002uM F F & &
= S S
g 40 . g § £ £
= -o-#flfl@tk1 Control siRNA 2] 9 2
F 20 FSOIHEIL
2 IC50 = 0.010+0.003uM L HESELEH S
£ LFSFLILEL O
E 0 T T T T T (9 % ‘0 ‘%8 \& {O&'
0.001 0.01 0.1 1 10 . ) Q
Fig 4 Paclitaxel Concentration (UM) Fig 5

3 1C50 control siRNA



western blot proteinl
1C50 (Fig4) Western blot SIRNA
proteinl (Fig5)



3 3 3 1

Ryoko Kikuchi-Koike, Kazunori Nagasaka, Hitoshi Tsuda, Yasuyuki Ishii, Masaru Sakamoto, 19

Yoshihiro Kikuchi, Shiho Fukui, Yuko Miyagawa, Haruko Hiraike, Takayuki Kobayashi, Takayuki

Kinoshita, Yae Kanai, Tatsuhiro Shibata, Issei Imoto, Johji Inazawa, Osamu Matsubara and Takuya

Ayabe

Array comparative genomic hybridization analysis discloses chromosome copy number alterations 2019

as indicators of patient outcome in lymph node-negative breast cancer

BMC Cancer 521-521
DOl

10.1186/s12885-019-5737-7

Fukui S, Nagasaka K, Miyagawa Y, Kikuchi-Koike R, Kawata Y, Kanda R, Ichinose T, Sugihara T, 10

Hiraike H, Wada-Hiraike O, Sasajima Y, Ayabe T

The proteasome deubiquitinase inhibitor bAP15 downregulates TGF-f /Smad signaling and induces 2019

apoptosis via UCHL5 inhibition in ovarian cancer.

Oncotarget 5932-5948
DOl

10.18632/oncotarget.27219. eCollection 2019 Oct 15

Miyagawa Y, Nagasaka K, Yamawaki K, Mori Y, Ishiguro T, Hashimoto K, Koike R, Fukui S, Sugihara 1

T, Ichinose T, Hiraike H, Kido K, Okamoto K, Enomoto T, Ayabe T.

Evaluating the Angiogenetic Properties of Ovarian Cancer Stem-like Cells using the Three- 2020

dimensional Co-culture System, NICO-1

J Vis Exp 166-166
DOl

10.3791/61751

2018




UCHLS

2019
PDT (CIN) (Laserphyrin) (PD
) POT
2019
bAP15 VLX1570
2021

(Sakamoto Masaru)

(20260101)

(72609)




(Ayabe Takuya)

(00272568) (32643)
(Nakagawa Shunsuke)
(70270874) (32643)




