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WFFER I DOBEZE (3530) : Wnt and Notch pathways are known to function together to regulate
proliferation and differentiation of intestinal epithelium; however, the molecular
mechanism of their functional interplay remains unclear. In this study, we aimed at
investigating the signaling crosstalk between these two pathways in colonic epithelium.
First, by using several human colon cancer-derived cell lines, we have demonstrated that
the expression of Hathl, a bHLH transcription factor known to be involved in Notch
signaling, is regulated by the proteasome-mediated protein degradation that is under the
control of Wnt signaling. We also showed that this post-translational regulation of Hath1
by Wnt/Notch signals is important for cell fate determination of colonic cells. Second, in
order to investigate the crosstalk between Wnt/Notch signals, we have established a novel
method to isolate and culture normal colonic epithelium in vitro. By this method, colonic
cells continuously grow and the Lgr5+ colonic stem cells preferentially expand as a result of
Wnt/Notch activation. We also showed for the first time that the cultured colonic cells are
able to regenerate damaged epithelium in recipient mice when transplanted. These data
would built a basis for the future study to elucidate molecular mechanism that govern the
interplay of Wnt/Notch signals to regulate the regenerative properties and/or malignant
transformation of colonic epithelial cells.
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Zave THEEE) - Tk HIHEICIE, Wnt B X
Y Notch & 7 J VN EE R &EIZHH Z &
DHILILAD, OIS TR,
HEEH DO NV—T71%, & ERARRIZRB W
TliX. Wnt > 7778 Notch ¥ 7 F /A Ak
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®RIEEZHE L, TORALEREDOEREIN
L CHRGHERE 2 HlE 5~ 5 & OO 5 18%
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J Physiol 2001) . €7 /L##) % V7= in vivo
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Hathl D= B F AL a2 Z il &1L T
AT 7=,
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1) KRIGEMIEIZI T 5 Hathl & A 2 Ak
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OMRAENT %2 . RT-PCR B X OV i Yu
%, BXOWGRE FHMEIBIEL B I o7,
o) RN s O in vitro (281 5%y
{LREZ M4 5 728, Notch ¥ 7 F/LBLEHI
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a) Hathl 23 OFHFRE TG K B 50 i A
DR

b NRIKOFEHT ORGSR, KIGIE R & s
@ Hathl @ FRBIITAEELZRD RN
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Hathl OFEREBSRIC LD B D EbhoT,
i 22 DB A S FRBRE I OV H 2 i~ 7o b
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TEREIZIZ Wnt & 7 F 3 OFf TH 5 2937
HOFAERIZ Wntl & Hathl 23R EIEDH L. b
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2) IEWRFE RN BRI 2 IV 723856 - 53
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eol, TOMER, ~ VAR EEEaT—
T L, Wnt 3 7 TR AR T
(Wnt3a 3 L WX Rspol) . BMP 7L HER +
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R26R—confetti/Lgr5-EGFP—ires—CreERT2 X
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b Rz A 2 B WS B2 9 B A E O F T A e
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