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~ U AN BN L2 ) TS e NGIBERRR D G RIBEL, M2 ) R EE R
TNV EED, BRICHWE. MEZ Y S e N SAFIZIRE L, 3TC T b L%
2, SRR B, A X a X=X —THET L. MMEZ VT &, Hx ORIIIZS
BT 2 2 e 7 VT NOEENRARETH -T2, HEEICKLERINT (Noggin, R-spondin,
wnt3A) ZBRE LTRSS LR, R-spondin WEAICHEDRK-THD I &N LM
ElpoTe.

e REOEMET VOEEELBIE LT, 14X, 7% O/NNEIFEE AW CORBLE T &
1ToTz. A X/WNGITITEERI N EE 72 Paneth M@ z38 03, 7 X /NEIZIZ~ T X L RERIC
Paneth #ifidz & Te/NME7 U7 N &3O, & MOEUT 287 v & LTT ¥k v
HIZLEMARETH D Z ENRBEINTZ. SBROBMWET VOREICHGFIND.

WFZERR R DT (3 3C) : The aim of this research is to analyze the mechanisms in
regeneration of crypt structures in the gut, and to establish novel culture system with
maintaining the normal crypt structure.

In this study, intestinal villi and crypt are exfoliated from mouse small intestine
and the crypt-rich fractions are collected for the culture. Small intestinal crypts are mixed
in Marti-gel at 37 degree, and covered with stem cell selection media. The small intestinal
crypts are cultured without cell isolation. Several factors in culture media are checked and
R-spondin is found to be a critical factor for culture system.

To establish the animal model, the tissues of dog and pig are analyzed
pathologically. Paneth cells with rich granules are observed in the porcine intestine but in
the dog. Pig is one of the candidates for animal model alternative to human research. The
development of animal model is highly expected in future.
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1. WFZEBRAA S WD 5

7 m— [ ARG R RIT IBD & RS
o, FEEFITRIE LR L AR 2 i v i U
BHEORBZ -85, WREEE b, EAEY
B8 OEERIER BT IRITZEF 3, FrE R TR
BHFZEFE O RKBICBIESNL TN D
T2, W EDIRIR T30 b T
% . T4E, IBD Oy I PN M R %
% TNF-«, IL-6, IL-23 72 EORGEMEY A
N A VEABEGESLZ 80D, Thbx
Fh s =7y &L THFAERTRRED IR
JSH STz, L INF-a ik T LA 7V
F U~ T ORI RNMEIL 7 v — I
9D GRS & KIEICZ % 7=, Bench to Bed
DMREIRRRIBI T 578, £ THRk”
0= IR OFHRITEMEIC L b, R 2
Fo9oZ oL S&mE L7
- BexlE, G2 )T S OoBEE AR VTN
[ Paneth #lifl > A SRS 21T D& H %
et LT &7 (Ayabe T. Nat Immunol 2000,
Tanabe H. Infect Immun 2005) . %f(Z
Paneth #ifid 73 WAERLIZ & EN D HLE T
F R —> defensin OHLETEMEIZOVTI,
WG 2 SO THRETL, 0 FHRD 35D
ANT 4 FRERICE D7+ —NT 4 TR
NTF NREGOEEMET I JRICKDF v
—VOBEEMEZRE L TE7 (Tanabe H. J
Biol Chem 2004, Maemoto A, J Biol Chem
2004). W, T4 —IT 4 2 TIEEDMERE

LB MRS ~ DR, T4 — LT 4

TIZHBRT 20> v~ 1 Y OIFEILDOD
TH A L T &7 (Tanabe H. Biochem
Biophys Res Commun 2007) . T4 CTixs ¥
N CEHORE N v — ORI
G4z Lsmissh, MR L ADRE
FARBRENTEY, ¥y _u A3/
BRIniED 2 —7 v b Lo T&E - (Kaser
A. Cell 2008, Kim L. Nat Rev Drug Dicov
2008) .

BRI, ANERRIEO~—T — DR RIC
FEVREREE b B2 o0 B AR B 2 8 7o AR TR BR S
S5+ (Barker N. Nature 2007, Sato T.
Nature 2009), Paneth ffifid & Ji5HERR 0o &
Ty NEEETLHZLET, 7Y T MEED
BAEANTR LR D ZEAHE ST

(Snippert H J. Cell 2010). Z O5#& %% H
W ORI PR OB & B8 S 41, RO
fe 7 b DEEKER b AEM S iz (Sato T.
Nature 2010). L72>L, Paneth ffifao 43
FERLN O A DS BF AL IE S 2 il & Ok
T DNFIEEZ IR S Tuhze.
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IBD (2% 2 08 RIEHE D & DB A i 44
T—)L L LT, BERMBERNOZ Y 7 MEED
PR 2R L, MRS OB R R A AT,
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THBELTZ/NEZ V7 M Wint U R
BUP 7 > & 3= R b & NIl % 7240 B OREkE
REMNT D, B, a7 —8uic
SYBEL oM A RS L 2 ) O M IS O
BEERREBEMICIEWERT 5. £ O/
BREE A AT 2 MR A AT U, AR EL R o
TERZ a9 5. Invitro TESHIALIREER
& EREE I AR S VT2 K2 DWW T
X, BEEAMroSFESSHL, M - mHAeE
FEHAT 2 TR B BB AR RS T~
FIREMEZ BT .

1) w7 Z/NGE7 U7 SRR OB
~ U A7 U7 MIEDTAFAE R CT 7
L—yarvERBIhnWs )7 NN EERY
U varEbiNT S, Bloagrh—Ea
HaeRIhwillaz oS, SatoT 5DJ57
1% (Vature 2010) (€N Wnt ¥ 7 F L& 1%
PEAL & B 72 S TR ES 38 21T\ O E X8
e V7 MEEERD. Rk, 777
77 a7 Wnt IHPEBICINZ T BUP & 77
NVERRE LIEMETREL, 71U 7 Mok
R REMRL, invitrod iR 2 WL T 5.
2) \FILEEET NV EHNTNMESZ U TR

DRt

A X, T O/NERIEE A CRgkREE %
A5, FHERFAYIC HE YL 24T\, Paneth
Mifa Lz DR O EAHR S D, 2y
LR IR T RBLZ RS L, Mk Eoz

DOTFRRE T 5.

4. WFFERCR
1~ U Z/NGIRE DR & Rl

VU A %GR AR N R s D A M 7
EHOCHBEZRIILZ. vy A L—
A 2 & T TR B LR B D D BT
B 2RIC AN THE# L 7= (Ayabe T. MNat
Immunol 2000, Tanabe H. Infect Immun 2005).
B MG OO A 2R L, SatoT &
DIk (Nature 2009) (ZHE U CTHERER RIS
My, BEZ B L. B iER ISR
INSEHAN 2 TSRS 5 2 & T, BRE ORIk
ARRTHDZ & AMRTE . MBI
EMEOEILEBET L LTAATED
T A HERT D ENARETH DT,

fH 72 52 ~ 7 R/ NG IE O SO BRI EE G

2) 1 FHEE AN - REEYET L OAE
Fk

A X B LT Z O/NG AR 2 v T
FEARZ R L, HE Yetals TR 2t &
1Tot=. A R/NBHITIE Panteh HIKIZAFEAY
72, 7 VT NEEHOZ AT Y v TR B



B MiEERD RN T, —0, 7 X Ok
BT REEIC 1T~ 7 A D Paneth I E:
LUz Mlan Bl s, 7 &% Oz v
HZ&T, e KEOFHAEBMOET V2
MR & 2 ATREMEA R ST,

5. E7pdEFim L
(WFFEREA . IHIE5 R M O AT IR 12
(=S HI)

(FE] Gt 114h)
Trypsin:  Structure, Biosynthesis and
Functions. Trypsin acts as an activating
enzyme in gut innate immunity. Hiroki
Tanabe, Mikihiro Fujiya and Yutaka Kohgo.
2012 Nova Scuentific Publishers, inc.
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