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The elucidation about the relevance between the function of autophagy in the intesti
nal tract tissues and the intestinal tract inflammation pathology
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The expression of autophagy on cell line level and mouse level was used for the pu
rpose of the elucidation of the relevance between the function of autophagy in intestinal tract tissues an
d the pathology of intestinal tract inflammation. In cell line level, the expression of autophagy was chec
ked by induction of inflammatory cytokines. Examination is under continuation about the time course and do
se dependency which the expression of autophagy increase by several cytokines. I plan to study about the e
xpression of autophagy by induction of various anti-inflammatory substances. In the mouse level, 1 checked

that the expression of autophagy was increased significantly in the DSS colitis models. And the expressio
n of autophagy decreased in IL-10 knockout mice compared with wild type mice. I created the autophagy knoc
kout mouse which had used for purpose of functional analysis.



ATG16L1
ATG16L1 ATG5
(Cadwell et al, Nature.
2009)
IL-10

(Maemoto, et al. Hokkaido Igaku Zasshi.

2004)(Wehkamp, et al PNAS USA.
2005)(Inaba et al, Inflamm Bowel Dis.
2010)
(Inaba Y,
et al. AGA, 2011)
(competence and sporulation
factor
(Fujiya, et al. Cell Host
& Microbe, 2007)(Okamoto, Inaba, et al. in
Int J Colorectal Dis., 2012)(Segawa, et al.
PLoS One, 2011)

@)

(2)ATGs

®3)

-
IEC18

Caco2
TNFa  IFN

LC3B

M-

ATG16L1
ATG16
RNA RT-PCR western blots
Atgl6L1l
Atgl2,Atg5 (Atgl2-5/16L1
)

(Mizushima et al. J.

Cell Sci. 2003) Atgl2 Atg5  RNA

(2)- ATG16L1 ATG5

1EC ATG5  ATG16L1  sSiRNA

MAPK  mitogen-actiated

protein kinase Heat Shock Protein

ATG5
ATG16L1
protein array
mRNA
RT-PCR western blots
ATG16L1
ATG16L1 cDNA
transfection

(2)- ATG16L1 ATG5

RNA
RT-PCR western blots
ATG16L1

bactericidal test

®

1L10
ATG16L1

RNA
RT-PCR western blots

competence and
sporulation factor
ATG16L1

Atg7
villin-Cre



DSS TNBS

(&Y 1EC18
Caco2
TNFa IFNy
LC3B
mRNA
ATG16L1 Real TimePCR
(2)IEC ATG5 ATG16L1  SiRNA
TNFa IFNy
MAPKs

P-38 Erkl/2 JINK Heat Shock Protein

P-38 Erk1/2 SIRNA
ATG16L1  overexpression
®
DSS
LC3B
I1L10
LC3-1 - —
- —— — —
LC3 - 11
B-actin [
WT IL10KC
1T 2
1 1L10

IL10

ATG
Villin-Cre
ATG

DSS

1L10

3

1. Fujiya M, Konishi H, Kamel M.K_M, Ueno
N, Inaba Y, Moriichi K, Tanabe H, lkuta K,
Ohtake T, Kohgo Y. microRNA-18a induces
apoptosis in colon cancer cells via the
autophagolysosomal degradation of
oncogenic heterogeneous nuclear
ribonucleoprotein Al. Oncogene. 2013.

2. Nomura Y, Tanabe H, Moriichi K, Igawa S,
Ando K, Ueno N, Kashima S, Tominaga M, Goto
T, Inaba Y, Ito T, Ishida-Yamamoto A,
Fujiya M, Kohgo Y. Reduction of E-cadherin
by Human Defensin-5 in Esophageal Squamous
Cells. Biochem Bioph Res Co. 2013.09.13.

3. Okamoto K, Fujiya M, Nata T, Ueno N,
Inaba Y, Ishikawa C, Ito T, Moriichi K,
Tanabe H, Mizukami Y, Chang EB, Kohgo Y.
Competence and sporulation factor derived
from Bacillus subtilis improves
epithelial cell injury in intestinal
inflanmation via immunomodulation and
cytoprotection. Int J Colorectal Dis.
2012.08.

3
1. Inaba Y, Fujiya M, Kohgo Y. The novel
probiotic function through activation of
intestinal epithelial autophagy. 16th

International  Congress of  Mucosal
Immunology - 2013.07.17. Vancouver,
Canada.

2. Inaba Y, Fujiya M, Kohgo Y. Activation
of intestinal epithelial autophagy as a
potential and novel mechanism of probiotic
action in the gut. ECC02012. 2012.02.17.
Barcelona, Spain.

3.

54
2012.10.12.



€Y
INABA YUHEI

30447099



