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Investigation of new therapeutic strategies for ARDS and lung cancer focusing on
the regulation of sympathetic overactivity
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Sympathetic overactivity is associated with inflammation and cancer
progression. In LPS-treated mice, excessive doses of ghrelin reduced lung inflammation. In
LPS-treated mice, excessive ghrelin administration reduced lung inflammation. The anti-inflammatory
effect was also observed in vagotomized mice. Furthermore, the expression levels of pro-inflammatory

cytokine in lungs of ghrelin receptor-deficient mice (GHSR-KO) were lower than those of wild type
mice. These results suggest that endogenous ghrelin and pharmacological doses of ghrelin have
different effects on inflammatory signals. The deletion of endogenous ghrelin caused development of
lung cancer after intraperitoneal administration of urethane. It is suggested that defective ghrelin
signaling may affect lung cancer carcinogenesis.

ARDS



ARDS ARDS

ARDS

7nAChR
o 7nAChR o 7nAChR
nerve growth
factor NGF Brain-derived neurotrophic factor BDNF stromal cell-derived factor 1 SDF-
1 vascular
endothelial growth factor-C VEGF-C

10 C57BL6
sham LPS 5mg/kg
1mg/kg 4 8 12 16 20 60
sham LPS 5mg/kg TNF-a
IL-13  IL-6
10 nmol/ sham
LPS 5mg/kg
FFERY JLU>RERRIA
x :
%‘* B %
LPS
LPS

1u g/ml

LPS



=1 C57BL/6 + PBS
| ghsr'/'-i- PBS
=1 C57BL/6 + LPS
B ghsr” "+ LPS
1.5 1.5+
u e S =
]
<
& _ I
£
g 'ﬁln'. 1.0+ 1.0
[}
©
a2 n.d.
2 'g 0.5+ 0.5
E =~
[}
3
0
IL-6 IL-18
[ C57BL/6 + PBS
| ghsr""+ PBS
3 C57BL/6 + LPS
Ex ghsr” "+ LPS
15000 ekt 6000 Fokokok 800 —kk*
oy T 400 . .. Sk k
. ok e — e
S [ B B0 e g
= _— Rk kK

2000
5000

o
S o

Relative mRNA expressi
(C57BL/6

o




3 1 0 0

Matsumoto Nobuhiro Tsubouchi Hironobu Setoguchi Kensuke Horiguchi Takanori Shigekusa
Takafumi Tsuchida Shinpei Matsuo Ayako Oda Yasuharu Yanagi Shigehisa Maruyama Haruhiko
Nakazato Masamitsu

Clinico-radiologic Characteristics of Pulmonary Visceral Larva Migrans Caused by <i>Ascaris 2021

suum</i>

Internal Medicine 6129-6120
DOl

10.2169/internalmedicine.6109-20

Matsuo Ayako Tanida Ryota Yanagi Shigehisa Tsubouchi Hironobu Miura Ayako Shigekusa 892

Takafumi Matsumoto Nobuhiro Nakazato Masamitsu

Significance of nuclear LOXL2 inhibition in fibroblasts and myofibroblasts in the fibrotic 2021

process of acute respiratory distress syndrome

European Journal of Pharmacology

173754-173754

DOl
10.1016/j .ejphar.2020.173754

Nishida Takahiro Tsubouchi Hironobu Hamada Takeomi Imamura Naoya Hiyoshi Masahide Yano 18

Koichi Kangawa Kenji Nakazato Masamitsu Nanashima Atsushi

Plasma desacyl ghrelin to acyl ghrelin ratio is a predictor of postoperative complications and 2019
prognosis after pancreaticoduodenectomy

Oncology Letters 4974-4983

DOl
10.3892/01.2019.10821

3 0 1

Hironobu Tsubouchi

Ghrelin attenuates lipopolysaccharide-Induced acute lung injury independently of vagus nerve circuit

The 24th Congress of the Asian Pacific Society of Respirology

2019




91

2018

55

2018




