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Shh (Sonic Hedgehog) is a morphogen involved in gastric fundic gland
differentiation in the adult. Shh expression is reduced in Helicobacter
pylori-associated intestinal metaplastic change of the gastric epithelium and mice that
lack Shh show intestinal transformation of the gastric mucosa. Similarly, in the
stomach of Cdx2 (caudal-type homeobox 2)-transgenic mice, the gastric mucosa is
replaced by intestinal metaplastic mucosa. The aim of the present study was to use
Cdx2-transgenic mice to investigate: (i) Shh expression in the intestinal metaplastic
mucosa of the Cdx2-transgenic mouse stomach; and (i) the relationship between Shh
and Cdx2. We determined that Shh mRNA levels were dramatically reduced in the
intestinal metaplastic mucosa of the Cdx2-transgenic mouse stomach compared with
the normal (wild-type) mouse stomach. This was not due to hypermethylation of the
Shh promoter, but instead we showed that Cdx2 directly bound to the TATA box region
of the Shh promoter. Cdx2 also down-regulated transcription of the Shh gene in the
human gastric carcinoma cell lines AGS, MKN45 and MKN74. In conclusion, Cdx2
reduced Shh expression by binding to the unmethylated Shh promoter in the intestinal
metaplastic mucosa of Cdx2-transgenic mouse stomach.
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ERBLNRGHV, LT Hh OEHOLEA|T
oI vEv AT TLHE B
NI TIX AL 23 A B AU 2R VW DS BE R A
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2002;37:94-100, Helicobacter 2002;7:192-8),
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Th D L NHER S 7= (Biochem Biophys
Res Commun 2002;294:470-9, Int J Dev Biol
2005;49:867-71), == T, Z® Cdx2 +7
AV =y 7w AN EEALAEREIZ B
7% Shh ®%8l% RT-PCR THglLiz& =
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Commun 2002;294:470-9, Int J Dev Biol
2005;49:867-71), *Z T, Z® Cdx2 h 7 v~
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=v 7~ AOBEFEICEIT D Shh O3B
% E &M PCR THFT L7z & 2 A Shh ¥
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R Clizm ez LTz, —JF. Thh
(indian hedgehog) I 1E & B ¥EE & [EI4 1238
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et al. Biochem J. 2010;427:423-34),
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