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It has been expected that the elucidation of the mechanism for the regenerative
regulation of intestinal epithelial cells would be applied to the gastrointestinal regenerative medicine.
It has however been technically impossible to assess the normal intestinal epithelial cells ex vivo. In
this study, we therefore aimed to assess the function of normal intestinal epithelial cells and to
establish the technical basis of clinical application for the primary culture of colonic epithelial cells
by developing the long-term, serum-free, 3-dimential culture system of mice normal colon.



IBD
IBD
IBD
)
)
3
3 (2)
a)
Nature 2009
Lgr5
EGFP
b)
3
a)
in situ hybridization
b)
in vitro
IBD




ATG5
2
Lgr5 GFP
b)
mCherry
EGFP
in vitro
DSS
ATG5
Flagellin ATG5
2
)
EGFP tg
1
1
TMDU Tokyo Medical and
Dental University Protocol Nature
Medicine ,Nature, Science ’ — . —
I B 1,80 |[ Bz, |
HRER B AL(f2E)
_Eﬁﬁ%
K167
a)
Lgr5
1 Lgr5+
Lgr5+
RT-PCR Lgr5+
Lgr5
% Notch



Cell)

ES

(Cell Stem

Adult

iPS

Adult Tissue Stem Cell Therapy

50
Fukuda M, Mizutani T, Mochizuki W,
Matsumoto T, Nozaki K. Sakamaki Y,
Ichinose S, Okada Y, Tanaka T,
Watanabe M, Nakamura T: Small
intestinal stem cell identity is
maintained with functional paneth
cells in heterotopically grafted
epithelium onto colon. Genes Dev.
28: 1752-1757,2014.
DOI: 10.1101/gad.245233.114.

Fordham RP, Yui S, Hannan NRF,
Madgwick A, Vallier L, Pedersen RA,
Nakamura T, Watanabe M, Jensen KB:
Transplantation of expanded fetal
intestinal progenitors contributes
to colon regeneration after injury.
Cell Stem Cell. 13: 734-744, 2013.

DOI: 10.1016/j.stem.2013.09.015.

Yui S, Nakamura T, Sato T, Nemoto Y,
Mizutani T, Zheng X, Ichinose S,
Nagaishi T, Okamoto R, Tsuchiya K,
Clevers H, Watanabe M: Functional
engraftment of colon epithelium
expanded in vitro from a single adult
Lgr5+ stem cell. Nat Med. 18: 618-623,
2012.

DOI: 10.1038/nm.2695.

10
Watanabe M: Challenges of IBD in Asia
- Stem cell therapy .APDW2014, 2014
11 23 , Bali Indonesia

Watanabe M:Stem cell transplantation
in IBD, are we there yet? TSI1BD2014,
2014 11 8 , Kaohsiung Taiwan .

Watanabe M: Novel Therapies for

Inflammatory Bowel Disease Stem cell

therapy: what, when, and how?

SIDDS2014, 2014 10 27 , Seoul
Korea

Watanabe M: Gut as a second brain to

regulate human whole body? Cluster

Lectures, 2014 10 14 , Hamburg
Germany

Watanabe M: Stem cell as a promising
target for IBD: From the bench to the



o

@

®

bedside. AOCC2014, 2014 6 20 ,
Seoul Korea

Watanabe M, Yoshimura N, Motoya S,
Tominaga K, Iwakiri R, Watanabe K,
Hibi T: AIM300, an oral a 4 integrin
antagonist, for active ulcerative
colitis: a multicenter, randomized,
doubleblind,placebo-controlled
phase 2a study. DDW2014, 2014 5

4 , Chicago U.S.A

Watanabe M: JGF Marshal & Warren

Lecture: Adult tissue stem cell

therapy for gastrointestinal

diseases. GASTRO 2013, 2013 9 23
, Shanghai China

Watanabe M: Colonic Stem Cell Culture

and Transplantation-Application in

Mucosal Immunology. ICMI 2013, 2013
7 19 , Vancouver Canada

Watanabe M: State-of-the-Art
lecture: Stem cell therapy in IBD?
Falk Symposium 2013, 2013 6 8 ,
Stuttgart Germany

Watanabe M: Stem Cells. Meet the

Investigator-Luncheons in DDW2012,
2012 5 22 ,SanDiego U.S.A

W02013/061608 Al
2011 10 27
2013 5 2

WATANABE  MAMORU

10175127

NAKAMURA TETSUYA

70265809



