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I tried to determine driver genes in inflammation-related intestinal tract
carcinogenesis by using three-dimentional tissue culture system. Solid surface foreign-body such as
plastic plate was used to induce inflammation. Reconstitive intestinal tract obtained from K-ras
mutant mice formed dormant tumors under chronic inflammation in mice. Intestinal tissue obtained
from p53-/- mice developed lethal tumors under chronic inflammation; however, the tissue
spontaneously regressed under acute inflammation. Moreover, intestinal tissue obtained from p53+/-
mice does not form tumors in the chronic inflammatory environment. I found that p53 gene mutation
has a role in the development of inflammation-related intestinal carcinogenesis.



o ,
25 ()

(adenoma-carcinoma sequence)
(dysplasia-carcinoma sequence)

(p53
DCC/DPC4 K-ras APC)
&)
D
() 2
¢ .3
(Nitric oxide) ()
4) « )
« )
)
ShRNA
3
)
©) p53
DCC K-ras APC
3

€Y

)
(p53 DCC APC) ShRNA
GFP
(K-ras)
LoxP-Stop-LoxP-K-ras®?
Cre
K-ras ( )
p53 DCC APC
K-ras®?
WB pul I-down
3
@
2
)
(D) @
3 2

D

(3x 5x 10 mm)
2) 3 (1x 10° )
3)
1) (1x 5% 10 mm)

3
(1x 10° )
2)



5-aza-dc,125p g/kg, K-ras
, 2
dormant
1
@ p53
GFP 90
GFP
WB K-ras®?®
Neo PCR 181 SE T ICHITHRBBA IV A/ AR DIEBZ L driveré L TDpS3HE FOIEHR
BERIEFEM (*p<0.01 vs WT)
3 1R RIE (—) PRI SE(+)

wT ps3- psa ERE (0 Sape W e es3e Gt BT YR
7—’/1?2 0/8 0/9 0/9 0/8 0/6 9/9* 0/8 0/9 9/9* 0/8 0/6 5/97Y
(3) %‘/ES 0/8 0/9 0/9 0/8 1/6 9/9* 0/8 0/9 0/9 0/8 2/6 9/9*

Y

p53

p53
p53
©)
(3) K-ras APC
.DNA
(4)p53
3
MRNA 3
DNA
2DE
p53 -
p53
WB
gRT-PCR
Bone morphogenic
(&Y) protein -
3




p53

Okada F. Inflammation-related
carcinogenesis: current findings in
epidemiological trends, causes and
mechanisms. Yonago Acta Med., 57
2014 65-72

Okada F, Kawaguchi T, Habelhah H,
Kobayashi T, Tazawa H, Takeichi N,
Kitagawa T, Hosokawa M. Conversion of
human colonic adenoma cells to
adenocarcinoma cells through
inflammation in nude mice. Lab Invest
80 2000 1617-1628

Tazawa H, Kawaguchi T, Kobayashi T,
Kuramitsu Y, Wada S, Satomi Y, Nishino
H, Kobayashi M, Kanda Y, Osaki M,
Kitagawa T, Hosokawa M, Okada F.
Chronic inflammation-derived nitric
oxide causes conversion of human
colonic adenoma cells into
adenocarcinoma cells. Exp. Cell Res._,
319: 2835-2844, 2013.Int. J. Cancer,
121 2007 2364-2372

Onuma K, Ochiai M, Orihashi K,
Takahashi M, Imai T, Nakagama H, Hippo
Y. Genetic reconstitution of
tumorigenesis in primary intestinal
cells. Proc. Natl. Acad. Sci. U.S_A.
110 2013 11127-11132

Tazawa H, Okada F, Kobayashi T, Tada M,
Mori Y, Une Y, Sendo F, Kobayashi M,
Hosokawa M. Infiltration of
neutrophils is required for
acquisition of metastatic phenotype of
benign murine fibrosarcoma cells:
Implication of
inflammation-associated
carcinogenesis and tumor progression.
Am. J. Pathol., 163 2003
2221-2232

Kimura Y, Nagai N, Tsunekawa N,
Sato-Matsushita M, Yoshimoto T, Cua D,
Iwakura Y, Yagita H, Okada F, Tahara H,
Saiki I, Irimura T and Hayakawa Y.

IL-17A-producing CD30+ V& 1 T cells
drive inflammation-induced cancer
progression. Cancer Sci .,

107 2016 1206-1214
DO1:10.1111/cas-13005

Otsuki N, Konno T, Kurahashi T, Suzuki
S, Lee J, Okada F, luchi Y, Homma T and
Fujii J. The SOD1 transgene expressed in
erythroid cells alleviates fatal
phenotype in congenic NZB/NZW-F1 mice.
Free Radic. Res.,

50 2016 793-800
DO1:10.1080/10715762.2016

Hirahata M, Osaki M, Kanda Y, Sugimoto
Y, Yoshioka Y, Kosaka N, Takeshita F,
Fujiwara T, Kawai A, ItoH, Ochiya T and
Okada F. PAI-1, a target gene of miR-143,
regulates invasion and metastasis by
up-regulating MMP-13 expression of
human osteosarcoma. Cancer Med.,

5 2016 892-902
DO1:10.1002/cam4.651

Fanhchaksai K, Okada F, Nagai N,
Pothacharoen P, Kongtawelert P, Hatano
S, Makino S, Nakamura T and Watanabe
H.Host stromal versican is essential
for cancer-associated  fibroblast
function to inhibit cancer growth. Int.
J. Cancer

138 2016 630-641
DO1:10.1002/ijc.29804

Takenobu M, Osaki M, Fujiwara K,
Fukuhara T, Kitano H, Kugoh H and Okada
F. PITX1 is a possible predictor of the
response to chemotherapy in head and
neck squamous cell carcinoma. Mol. Clin.
Oncol .,

5 2016 89-94
DO1:10.3892/mco0.2016.880

25
2006 7 22
23
2006 7 2



https://byoutaiseikagaku. jimdo.com/
@

OKADA, Futoshi

@

®



