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In this study, we elucidated the mechanism of HMGB1 inducing sarcopenia in
cancer sarcopenia and showed that it is useful as a blood marker for cancer sarcopenia in human
patients. Furthermore, we found that HMGB1 was reduced by dietary intervention with medium-chain
fatty acids and reduced cancer sarcopenia. For these reasons, measuring blood HVMGB1 in cancer
patients is effective in predicting and evaluating the degree of cancer sarcopenia. It has been also

suggested that control of HMGB1 by dietary intervention leads to prevention and improvement of
cancer sarcopenia.

HMGB1



80% 30%

TNF-a IL-6 TGF-8 Patel HJ, Life Sci. 2017; VanderVeen BN, Oxid Med
Cell Longev. 2017
HMGB1

LuoY, Cancer Res, 2014 HMGBL1
Scaffidi P, Nature. 2002
Luo Y, Eur J Cancer, 2014

5-FU
2017
57% Awad S, Clin Nutr. 2012 HMGB1
HMGB1
HMGB1
HMGB1
C57BL/6 5 1,2- dimethylhydrazine
(DMH) 40 mg/kg 1 10
BALB/c CT26 1x107/0.2 mL
PBS
HMGB1
HMGB1 HMGB HMGB1
RAGE TLR4
HMGB TNF-a
HMGB1
HMGB1 RAGE PKM1

HMGB1
mTOR



HMGB1

Warburg
HMGB1
140 ; A y 140 B 25
130 1 13}
z 120 . 1z 120 s
2110 { gmoi 2
g 100 \ 1 g 100 | % ;
20 90 @
80 . 80
7025 36 35 40 4‘5 7070 8‘0 9‘0 160 1%0 1%0 12;0 140 1070 80 9‘0 160 1‘10 120 130 140
SMI (cm?m?) TNF-c (pg/ml) HMGB1 (pg/ml)
M1, FEBEBREIC & YT L 728BDFIREI TRE % 1T - 72/ R. (A) MmHAHMGBLIZERER
MR BIEHEDIBIZE SN2 BEHIER (SM) L TcEHE Y., (B) TNF-a &4HBEIL.
(C) B (SDS-MYLL) & AR & R L 72,
SMI
CEA TNF-a IL-6
HMGB-1 SDS 1 SDSMYL1
CRC 8 1
SMI MYL1 HMGB1 TNF-a MYL1 TNF-a
MYL1 HMGB1 SMI TNF-a TNF-a
SDSMYL1
TNF-o HMGB1
MCFA
HMGB1
MCFA
BALB/c 2% 5% 10% LAA
5% 10% 2%
10% SDS
C2C12
LAA 48
LAA LAA
LAA LAA LAA
LAA HMGB1 C2C12
LAA SDS
MCFA

HMGB1



13 13 12 12

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

Kusuoka O, Fujiwara-Tani R, Nakashima C, Fujii K, Ohmori H, Mori T, Kishi S, Miyagawa Y, Goto 52

K, Kawahara I, Kuniyasu H

Intermittent calorie restriction enhances epithelial-mesenchymal transition through alteration 2018

of energy metabolism in a mouse tumor model.

Int J Oncol 413-423
DOl

10.3892/ij0.2017.4229

Nakashima C, Yamamoto K, Fujiwara-Tani R, Luo Y, Matsushima S, Fujii K, Ohmori H, Sasahira T, 109

Sasaki T, Kitadai Y, Kirita T, Kuniyasu H

Expression of cytosolic malic enzyme (ME1l) is associated with disease progression in human oral 2018

squamous cell carcinoma.

Cancer Sci 2036-2045
DOl

10.1111/cas.13594




Kishi S, Fujiwara-Tani R, Luo Y, Kawahara I, Goto K, Fujii K, Ohmori H, Nakashima C, Sasaki T, 15

Kuniyasu H

Pro-metastatic signaling of elaidic acid, a trans fatty acid, is associated with lipid rafts. 2018

Oncol Lett 4423-4426
DOl

10.3892/01.2018.7817

Nakashima C, Kishi S, Fujiwara-Tani R, Luo Y, Kawahara I, Goto K, Fujii K, Ohmori H, Kuniyasu H 15

Expression of the long-chain fatty acid receptor GPR40 was associated with cancer progression 2018

in colorectal cancer.

Oncol Lett 8641-8646
DOl

10.3892/01.2018.8383

Matsushima-Otsuka S, Fujiwara-Tani R, Sasaki T, Ohmori H Nakashima C, Kishi S, Nishiguchi Y, 9

Fujii K, Luo Y, Kuniyasu H

Significance of intranuclear angiotensin-11 type 2 receptor in oral squamous cell carcinoma 2018

Oncotarget 9(93): , 2018

36561-36574

DOl
10.18632/oncotarget.26337

Miyagawa Y, Mori T, Goto K, Fujiwara-Tani R, Kishi S, Sasaki T, Fujii K, Ohmori H, Kawahara I, 17
Kuniyasu H

Intake of medium-chain fatty acids induces oxidative stress and to atrophy the myocardium 2018
Lipids in Health and Disease 258

DOl
10.1186/s12944-018-0908-0




Fujiwara-Tani R, Sasaki T, Luo Y, Ohmori H, Nishiguchi Y, Kishi S, Mori S, Goto K, Kondoh M, 9
Kuniyasu H*
Anti-claudin-4 extracellular domain antibody enhances the antitumoral effects of 2018

chemotherapeutic and antibody drugs in colorectal cancer

Oncotarget

37367-37378

DOl
10.18632/oncotarget.26427

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

Yukiko Hojo Yudai Kawahara Isao Nakashima Chie Fujii Kiyomu Luo Yi Kuniyasu Hiroki

Effect of Proton Pump Inhibitors on Colorectal Cancer 2020

International Journal of Molecular Sciences 3877 3877
DOl

10.3390/i jms21113877

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




Nukaga Shota Mori Takuya Miyagawa Yoshihiro Fujiwara- Tani Rina Sasaki Takamitsu Fujii 111
Kiyomu Mori Shiori Goto Kei Kishi Shingo Nakashima Chie Ohmori Hitoshi Kawahara Isao Luo
Yi Kuniyasu Hiroki

Combined administration of lauric acid and glucose improved cancer- derived cardiac atrophy in 2020
a mouse cachexia model

Cancer Science 4605 4615

DOl
10.1111/cas.14656

108

2019

Nakashima C, Yamamoto K, Kishi S, Sasaki T, Ohmori H, Fujiwara-Tani R, Mori S, Fujii K, Nishiguchi Y, Kondoh M, Tadaaki K,
Kuniyasu H

Clostridium perfringens enterotoxin activates YAP in oral squamous cell carcinomas

79th Annual Meeting of Japanese Association for Cancer, Hiroshima ( ), 2020.10.1-3

2020




HP
http://www.naramed-u.ac.jp/~molepath/

(Kuniyasu Hiroki)

(00253055) (24601)
(Luo Yi)

(30633797) (24601)
(Kawahara lsao)

(80524975) (24601)




