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Protective role of Reg protein on mucosal injury in the gastrointestinal tract
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Reg protein may function as an antimicrobial peptide and its expression is signifi
cantly regulated by IL-22 stimulation. Furthermore, Reg protein functions a trophic and/or anti-apoptotic
factor on not only epithelial but also endothelial cells in the gastrointestinal mucosa. These effects are
advantageous to protect the gastrointestinal mucosal injury. However, in gastric cancer tissues the anti-

apoptot:g effect of dysregulated Reg protein may confer resistance to chemotherapeutic drugs in gastric ca
ncer cells.



1) IL-22

(2 Reg

©)

1) IL-22

Western

Reg
Reg
Reg
Reg
Reg
Reg
Reg

Reg

Reg

IL-22

IL-22

SIRNA

- H. pylori
Reg
2
Reg
Reg
©)
ICR
Reg
Reg
Reg .
HUVEC
-22
Q) IL .
SW403

IL-22

Reg

Reg



Reg, DMBT1, Linpocalin 2

IL-22
AGS
SW403 IL-22
STAT3 ERK
IL-22
STAT3
SIRNA MEK
IL-22 Reg DMBT1
H. pylori Reg
H. pylori Reg
@) Reg
Stage IV
30% Reg
Reg
Reg
Reg AGS
5-FU CDDP
FACS
Reg
©) Reg
Reg type | type IV

Reg | Reg 11 Reg
v
Reg Reg |
Reg

Reg HUVEC

in vitro

Reg
10

Sekikawa A, Fukui H, Zhang X, Maruo T,
Tsumura T, Okabe Y, Wakasa T, Osaki VY,
Chiba T, Tomita T, Oshima T, Watari J, Miwa

H. REG lo is a biomarker for predicting
response to chemotherapy with S-1 puls
cisplatin in patients with unresectable stage 1V
gastric cancer. Br J Cancer 2013; 108:
395-401. ( )

Shan J, Oshima T, Fukui H, Watari J, Miwa

H. Acidic deoxycholic acid and
chenodeoxycholic  acid  induce  IL-8
production through p38 MAPK and PKA in a
squamous epithelial model. J Gastroenterol
Hepatol 2013; 28: 823-828. ( )

Oshima T, Shan J, Okugawa T, Chen X, Hori



K, Tomita T, Fukui H, Watari J, Miwa H.

Down-regulation of claudin-18 is associated
with the proliferative and invasive potential of
gastric cancer at the invasive front. PLoS One
2013; 8: e74754. ( )

Okamoto K, Fujimori T, Yamaguchi T,
Ichikawa K, Tomita S, Imura J, Ohkura, Yao
T, Fujii S, Kusaka T, Sekikawa A, Fukui H,
Chiba T, Kato H, Mitomi H. Overexpression
of regenerating gene lo. appears to reflect
aberration of crypt cell compartmentalization
in sessile serrated adenoma/polyps of the
colon. Diagn Pathol 2013; 8: 187. ( )

Fujishiro M, Nozawa K, Kawasaki M,
Yamaguchi A, Iwabuchi K, Yanagida M,
Suzuki F, Miyazawa K, Fukui H, Kaneko K,
OgawaH, Takamori K, Takasaki Y, Sekigawa
|. Regenerating gene (REG) 1 apha promotes
pannus progression in patients with
rheumatoid arthritis. Mod Rheumatol 2012;
22:228-237. ( )

Okugawa T, Oshima T, Chen X, Hori K,
Tomita T, Fukui H, Watari J Miwa H.

Down-regulation of claudin-3 is associated
with proliferative potential in early gastric
cancers. Dig Dis Sci 2012; 57: 1562-1567. (

)
Chen X, Oshima T, Shan J, Fukui H, Watari J,

Miwa H. Bile salts disrupt human esophageal
squamous epithelial  barrier function by
modulating tight junction proteins. Am J
Physiol 2012; 303: G199-G208. ( )

Shan J, Oshima T, Chen X, Fukui H, Watari J,

Miwa H. Trypsin impaired epithelial barrier
function and induced IL-8 secretion through
basolateral PAR-2: a lesson from a stratified
squamous epithelial model. Am J Physiol
2012; 303: G1105-G1112. ( )

Fukui H, Sekikawa A, Tanaka H, Fujimori Y,
Katake Y, Fujii S, Ichikawa K, Tomita S,

Imura J, Chiba T, Fujimori T. DMBT1 is a
novel gene induced by IL-22 in ulcerative
colitis. Inflam Bowed Dis 2011; 17:
1177-1188. ( )

Chen X, Oshima T, Tomita T, Fukui H,
Watari J, Matsumoto T, Miwa H. Acidic bile

salts modulate the squamous epithelial barrier
function by modulating tight junction proteins.
Am J Physiol 2011; 301: G203-G209. (

)

11

STAT3
100 2014 4

24

. NSAID
Reg
41 2013 12

7

Sun C, Fukui H. Expression of Reg family
genes in the gastrointestinal tract injured by
indomethacin. The Asian Pacific Digestive
Week/World Congress of Gastroenterology.
Sep 23, 2013. Shanghai, China.

Fukui H. GROa promotes invasion of gastric
cancer cells. Digestive Disease Week 2013.
May 18, 2013. Orland, USA.

Fukui H. REG Ia plays a role in resistance to
chemotherapy in gastric cancer. United
European Gastroenterology Week. Oct 23,
2012. Amsterdam, Netherland.

REG 54
2012 10
11
Fukui H. Involvement of IL-22 signaling in
gastric cancer cell invasion. Digestive

Disease Week 2012. May 20, 2012. San



Diego, USA.

22 98
2012 4

20

STAT3/REG

53
2011 10 21

Fukui H. Involvement of IL-22/STAT3
signaling in the expression of antimicrobial
molecules in gastrointestinal epithelial cells.
Digestive Disease Week 2011. May 15, 2011.
Chicago, USA.

REG

97 2011 5
15

€Y
FUKUI, HIROKAZU
60378742
@
MIWA, HIROTO
80190833
WATARI, JIRO
10311531
OSHIMA, TADAYUKI
00381814
®



