2019 2021

po
Role of rho0O phenotype on acquisition of gemcitabine resistance in pancreatic

ductal carcinoma
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The gemcitabine-resistant cell line established by continuous gemcitabine
treatment had a partial p 0 phenotype, indicating a partial deletion in mitochondrial DNA. These
cells acquired gemcitabine resistance by suppressing gemcitabine-induced mitochondrial ROS
production through reduction of mitochondrial membrane potential and inhibition of oxidative
phosphorylation by gemcitabine treatment. Thus, it was suggested that acquisition of the partial p 0

phenotype due to DNA toxicity of the anticancer drug itself plays an important role in anticancer
drug resistance. It is hoped that more effective chemotherapy will be realized by investigating
therapies that target this partial p 0 phenotype.

DNA p



80% stage IV
1stline
DNA
p O
HelLa doxorubicin DNA
Singh KK, Oncogene, 1999
DNA
po po
2 Y
0
5 1.p0
2. po0
3.p0 4. p 0
po0
L vy
120{ —=—MIA-G
MIA-G po & 100;
3 80
E 60
MIA-PaCa-2 MIA-P £ w0
MIA-G MIA-G 1 :‘; 20-
MIA-P 0'
B2, - , 4 3 2 1 0 1
S| S0 AT RN
100 18 gol ! MIA-G 2 5-FU
2 Qo
E 50 1E 6ol CDDP
S 60t 4.
2 o 40|
S o) 15 ., MIA-G 3 TFAM
201 0' EtBr
m3 b 7 3 3 2 4 0 1 32 DNA
(10<uM) CDDP (10% uM) PO
— 60 1 !
E 50 I b= RU 7 DNA DRI
g L Z B UTERRCd B MIA-G p 0
=% AT SN,
- 10
MIA-G
MIA-G
DNA MIA-G
MIA-G  MIA-P MIA-G
ROS MIA-P
ROS
MIA-G

ROS



X4 GEM (uM) 0 Flux MIA-G  MIA-P
o MIA-G
E o MIA-P
o < Oligomicyin FCCP Rotenon/Antimycin A
> = B5460 A *
= —~140 § 1 ;
3 £ 120 33
- = 100 o MG
[*] "
S g = ‘
= S 60 MIA-P \
z = = & A b & MIA-P
GEM (uM) 0 g 20 ‘
2 0 20 40 60 80
g a Time (min)
2
E 4 160, MIA-P MIA-G
g = = 140 [ [ JcEMm()
= £ 120 -
= S 100
e 80% 1 GEM(+
_§ 80 E ‘ (
g5 %
=s © o 0 20 40 60 80
GEM(upM) 0 Time (min)
300
8 o §250 S GEM(-
2 g E2o M 4} ROS
0 2150% ¢ + l §*\
e £100
5 Q
.g g n: 50 §\§+ GEM(+) i oo
= o 20 40 60 80
Time (min)
MIA-P
|
@68 1 —. 2 _
< =0l & |* x MIA-P
3 0.8 ® *
2 245
506 o8 ROS
£ .
8 o ROS
o 05|
>0.2 T
= o
° 0 0 ROS
= "0 0.01 0.02 0.03 0.04 0.05 GEM(uM) 0__0.01 0__ 0.01
GEM (uM) Rotenon  (-) (+)
MIA-P B7
C = ] MIA-P+PBS
2141 %% |_H MIA-P+Vitamin C
«©
ROS §1.2 + % % % %
DNA E
pO
ROS 20.
S
= 0 0.01
GEM (pM) -
5
1p0 po
2. po
3.p0 ROS
4.p0 5-FU
5. po p
DNA p 0

DNA






21 21 18 18

Ogata Ruiko Mori Shiori Kishi Shingo Sasaki Rika Iwata Naoya Ohmori Hitoshi Sasaki 23

Takamitsu Nishiguchi Yukiko Nakashima Chie Goto Kei Kawahara Isao Fujiwara-Tani Rina

Kuniyasu Hiroki

Linoleic Acid Upregulates Microrna-494 to Induce Quiescence in Colorectal Cancer 2021

International Journal of Molecular Sciences 225 225
DOl

10.3390/i jms23010225

Fujiwara-Tani Rina Okamoto Ayaka Katsuragawa Hiroyuki Ohmori Hitoshi Fujii Kiyomu Mori 22

Shiori Kishi Shingo Sasaki Takamitsu Nakashima Chie Kawahara Isao Hojo Yudai Nishiguchi

Yukiko Mori Takuya Mizumoto Takeshi Nagai Kenta Luo Yi Kuniyasu Hiroki

BRAF Mutation Is Associated with Hyperplastic Polyp-Associated Gastric Cancer 2021

International Journal of Molecular Sciences

12724 12724

DOl
10.3390/i jms222312724

Mori Takuya Goto Kei Kawahara Isao Nukaga Shota Wakatsuki Yuma Mori Shiori Fujiwara-Tani 1

Rina Kishi Shingo Sasaki Takamitsu Ohmori Hitoshi Kido Akira Honoki Kanya Tanaka

Yasuhito Kuniyasu Hiroki

Effect of Vitamin B2 and Vitamin E on Cancer-Related Sarcopenia in a Mouse Cachexia Model 2021

BioMed 50 62
DOl

10.3390/biomed1010004

Mori Shiori Fujiwara-Tani Rina Kishi Shingo Sasaki Takamitsu Ohmori Hitoshi Goto Kei 22

Nakashima Chie Nishiguchi Yukiko Kawahara Isao Luo Yi Kuniyasu Hiroki

Enhancement of Anti-Tumoral Immunity by B -Casomorphin-7 Inhibits Cancer Development and 2021

Metastasis of Colorectal Cancer

International Journal of Molecular Sciences 8232 8232

DOl
10.3390/i jms22158232




Kishi Shingo Nishiguchi Yukiko Honoki Kanya Mori Shiori Fujiwara-Tani Rina Sasaki 22

Takamitsu Fujii Kiyomu Kawahara Isao Goto Kei Nakashima Chie Kido Akira Tanaka Yasuhito

Luo Yi Kuniyasu Hiroki

Role of Glycated High Mobility Group Box-1 in Gastric Cancer 2021

International Journal of Molecular Sciences 5185 5185
DOl

10.3390/ijms22105185

Takuya Mori Akira Kido Isao Kawahara Shota Nuaga Yoshihiro Miyagawa Kei Goto Shiori 5

Mori Shingo Kishi Kiyomu Fujii Rina Fujiwara-Tani Hiroki Kuniyasu

Nutritional intervention for cancer sarcopenia 2021

Annals of Musculoskeletal Medicine 001 004
DOl

10.17352/amm.000024

Luo Yi Kishi Shingo Sasaki Takamitsu Ohmori Hitoshi Fujiwara- Tani Rina Mori Shiori Goto 11

Kei Nishiguchi Yukiko Mori Takuya Kawahara Isao Kondoh Masuo Kuniyasu Hiroki

Targeting claudin- 4 enhances chemosensitivity in breast cancer 2020

Cancer Science 1840 1850
DOl

10.1111/cas. 14361

Fujiwara-Tani Rina Fujii Kiyomu Mori Shiori Kishi Shingo Sasaki Takamitsu Ohmori Hitoshi 21

Nakashima Chie Kawahara Isao Nishiguchi Yukiko Mori Takuya Sho Masayuki Kondoh Masuo Luo

Yi Kuniyasu Hiroki

Role of Clostridium perfringens Enterotoxin on YAP Activation in Colonic Sessile Serrated 2020

Adenoma/Polyps with Dysplasia

International Journal of Molecular Sciences 3840 3840

DOl
10.3390/i jms21113840




Fujiwara-Tani Rina Sasaki Takamitsu Fujii Kiyomu Luo Yi Mori Takuya Kishi Shingo Mori 11

Shiori Matsushima-Otsuka Sayako Nishiguchi Yukiko Goto Kei Kawahara Isao Kondoh Masuo Sho

Masayuki Kuniyasu Hiroki

Diabetes mellitus is associated with liver metastasis of colorectal cancer through production 2020

of biglycan-rich cancer stroma

Oncotarget 2982 2994
DOl

10.18632/oncotarget.27674

Miyagawa Yoshihiro Nukaga Shota Mori Takuya Fujiwara-Tani Rina Fujii Kiyomu Mori Shiori 11

Goto Kei Kishi Shingo Sasaki Takamitsu Nakashima Chie Ohmori Hitoshi Kawahara Isao Luo

Yi Kuniyasu Hiroki

Evaluation of cancer-derived myocardial impairments using a mouse model 2020

Oncotarget 3712 3722
DOl

10.18632/oncotarget.27759

Mori Shiori Kishi Shingo Honoki Kanya Fujiwara-Tani Rina Moriguchi Takuma Sasaki 21

Takamitsu Fujii Kiyomu Tsukamoto Shinji Fujii Hiromasa Kido Akira Tanaka Yasuhito Luo

Yi Kuniyasu Hiroki

Anti-Stem Cell Property of Pterostilbene in Gastrointestinal Cancer Cells 2020

International Journal of Molecular Sciences 9347 9347
DOl

10.3390/i jms21249347

Nakashima Chie Kirita Tadaaki Yamamoto Kazuhiko Mori Shiori Luo Yi Sasaki Takamitsu Fujii 21

Kiyomu Ohmori Hitoshi Kawahara Isao Mori Takuya Goto Kei Kishi Shingo Fujiwara-Tani

Rina Kuniyasu Hiroki

Malic Enzyme 1 Is Associated with Tumor Budding in Oral Squamous Cell Carcinomas 2020

International Journal of Molecular Sciences 7149 7149

DOl
10.3390/i jms21197149




Luo Yi Kishi Shingo Sasaki Takamitsu Ohmori Hitoshi Fujiwara- Tani Rina Mori Shiori Goto 11

Kei Nishiguchi Yukiko Mori Takuya Kawahara Isao Kondoh Masuo Kuniyasu Hiroki

Targeting claudin- 4 enhances chemosensitivity in breast cancer 2020

Cancer Science 1840 1850
DOl

10.1111/cas.14361

Nakashima Chie Yamamoto Kazuhiko Kishi Shingo Sasaki Takamitsu Ohmori Hitoshi Fujiwara- 11

Tani Rina Mori Shiori Kawahara Isao Nishiguchi Yukiko Mori Takuya Kondoh Masuo Luo Yi

Kirita Tadaaki Kuniyasu Hiroki

Clostridium perfringens enterotoxin induces claudin-4 to activate YAP in oral squamous cell 2020

carcinomas

Oncotarget 309 321
DOl

10.18632/oncotarget.27424

Nishiguchi Yukiko Oue Naohide Fujiwara-Tani Rina Sasaki Takamitsu Ohmori Hitoshi Kishi 21

Shingo Mori Shiori Mori Takuya Ikeda Naoya Matsumoto Sohei Wakatsuki Kohei Luo Yi Yasui

Wataru Sho Masayuki Kuniyasu Hiroki

Role of Metastasis-Related Genes in Cisplatin Chemoresistance in Gastric Cancer 2019

International Journal of Molecular Sciences 254 254
DOl

10.3390/i jms21010254

Kawahara Isao Goto Kei Kodama Kenji Luo Yi Fujiwara-Tani Rina Mori Takuya Miyagawa 86

Yoshihiro Tanaka Hirokazu Kodama Hiroyuki Hosoito Nobuyoshi Taniguchi Yukinori Kuniyasu

Hiroki

Magnetic Hyperthermia Using Self-Controlled Heating Elements Consisting of Fe-Al Milling Alloy 2019

Induces Cancer Cell Apoptosis while Preserving Skeletal Muscle

Pathobiology 254 262
DOl

10.1159/000501524




Ohmori Hitoshi Kawahara Isao Mori Takuya Nukaga Shota Luo Yi Kishi Shingo Fujiwara-Tani 86

Rina? Mori Shiori Goto Kei Sasaki Takamitsu Kuniyasu Hiroki

Evaluation of Parameters for Cancer-Induced Sarcopenia in Patients Autopsied after Death from 2019

Colorectal Cancer

Pathobiology 306 314
DOl

10.1159/000503037

Sasaki Takamitsu Fujiwara- Tani Rina Kishi Shingo Mori Shiori Luo Yi Ohmori Hitoshi 8

Kawahara Isao Goto Kei Nishiguchi Yukiko Mori Takuya Sho Masayuki Kondo Masuo Kuniyasu

Hiroki

Targeting claudin- 4 enhances chemosensitivity of pancreatic ductal carcinomas 2019

Cancer Medicine 6700 6708
DOl

10.1002/cam4 . 2547

Mori Takuya Ohmori Hitoshi Luo Yi Mori Shiori Miyagawa Yoshihiro Nukaga Shota Goto Kei 110

Fujiwara- Tani Rina Kishi Shingo Sasaki Takamitsu Fujii Kiyomu Kawahara Isao Kuniyasu

Hiroki

Giving combined medium- chain fatty acids and glucose protects against cancer- associated 2019

skeletal muscle atrophy

Cancer Science 3391 3399
DOl

10.1111/cas. 14170

Fujiwara-Tani Rina Sasaki Takamitsu Ohmori Hitoshi Luo Yi Goto Kei Nishiguchi Yukiko Mori 86

Shiori Nakashima Chie Mori Takuya Miyagawa Yoshihiro Kawahara Isao Fujii Kiyomu Kishi

Shingo Tatsumoto Naokuni Kuniyasu Hiroki

Concurrent Expression of CD47 and CD44 in Colorectal Cancer Promotes Malignancy 2019

Pathobiology 182 189
DOl

10.1159/000496027




Nishiguchi Yukiko Fujiwara-Tani Rina Sasaki Takamitsu Luo Yi Ohmori Hitoshi Kishi Shingo 10

Mori Shiori Goto Kei Yasui Wataru Sho Masayuki Kuniyasu Hiroki

Targeting claudin-4 enhances CDDP-chemosensitivity in gastric cancer 2019

Oncotarget 2189 2202
DOl

10.18632/oncotarget.26758

14 0 2

Fujiwara-Tani R, Nukaga S, Mori S, Kishi S, Goto K, Kawahara I, Ohmori H, Kuniyasu H

Impairment of myocardial differentiation in cancer-associated cardiac cachexia.

80th Annual Meeting of Japanese Association for Cancer, Tokyo ( ), 2021.9.30-10.2
2021

110 2021.4.22-24
2021

Kishi S, Honoki K, Mori S, Kuniyasu H, Tanaka Y

Dual inhibition of direct metabolic features targets osteosarcoma stem cells.

APMSTS - Asia Pacific Musculoskeletal Tumor Society 2021, Okayama, 2021.4.21-23

2021




Fujiwara-Tani R, Sasaki T, Mori S, Kishi S, Kuniyasu H

The regulation of mitochondria metabolism is correlated with gemcitabine resistance in MIA-PaCa-2 cell line.

AACR Annual Meeting 2021, USA, Online, 2021.4. 9-14

2021

poO

109

2020

109

2020

Fujiwara-Tani R, Sasaki T, Mori S, Kishi S, Kuniyasu H

Mitochondria metabolism is correlated with gemcitabine resistance in MIA-PaCa-2.

79th Annual Meeting of Japanese Association for Cancer

2020




Mori S, Fujiwara-Tani R, Kishi S, Kuniyasu H

Alteration of p 0 cells in in vivo environment

79th Annual Meeting of Japanese Association for Cancer

2020

Kishi S, Mori S, Fujiwara-Tani R, Hojo Y, Owar T, Mori T, Nukaga S, Kita M, Sasaki R, Honoki K, Kuniyasu H

The creatine kinase is a metabolic vulnerability in Osteosarcoma.

79th Annual Meeting of Japanese Association for Cancer

2020

MIA-PaCa-2 gemcitabine

108

2019

108

2019




Ogata R, Mori S, Fujiwara-Tani R, Kishi S, Kuniyasu H

Linoleic acid-related signal pathway associated with dormant stemness

78th Annual Meeting of Japanese Association for Cancer

2019

Kishi S, Mori S, Fujiwara-Tani R, Miyagawa Y, Mori T, Luo Y, Sasaki T, Honoki K, Kuniyasu H

ER-mitochondria tethering by PDZD8 regulates mitochondrial ATP-ROS balance in osteosarcoma cells

78th Annual Meeting of Japanese Association for Cancer

2019

Mori S, Kishi S, Fujiwara-Tani R, Miyagawa Y, Mori T, Luo Y, Sasaki T, Honoki K, Kuniyasu H

Involvement of energy metabolism and malignant phenotype in cancer cells

78th Annual Meeting of Japanese Association for Cancer

2019







