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WFFERE R OMEEE (Z30) : We have investigated the pathogenesis of Barrett’ s esophagus
focusing on the cellular origin and abnormal differentiation of the original cells.
Esophageal fibroblasts, when exposed to acidic gastric contents, secrete various growth
factors and cytokines. Especially HB-EGF produced by these acid exposed fibroblasts
induced abnormal differentiation of immature esophageal squamous cells to intestinal type
columnar cells by inducing Cdx2 expression. Furthermore squamous epithelial cells exposed
to bile acids started to differentiate to columnar epithelial cells by the mutual
interaction of Cdxl and Cdx2.

AR ERA
(AL : 1)
[ERESEE MEESET & &t
2007 4 1, 500, 000 450, 000 1, 950, 000
2008 4 1, 000, 000 300, 000 1, 300, 000
2009 4 900, 000 270, 000 1, 170, 000
R
T
&t 3, 400, 000 1, 020, 000 4, 420, 000

WFFE4 8 - EHRIRE
B D58 - B - WESREFIRE S - H{basNE
F—U—R: ANy ME, BRESTRE, s, ot B ERbAE

1. BB SFIDOE R (272> T &7, GERD A4 563 v b

HARNDORATEOBKIL & Helicobacter BEORIEY A7 2L TEY GERD #lo
pylori YR DRI ES T, @V E BRI W 10%REIC ALy hRENA DD, Ny
REZAT D HEARABEML, AA DK 20%H;] NEEE AT D EERCK I BV T
BICHBEWIE (GERD) A5 5 X ) 05%FREDEEMMBEOREY 27 2HT 5



TERHBILTVD, Ny MREITRER
FEORERETHY . Ny MEEOERE
TRIT D Z LT E R O RIE 2 Sl LY
AR D7 B EEZBND, /Ny b
BHEOFRARFIIA SN R TELT, &
B B AR AL E O 43 L E <> bone
marrow derived stem cell ® 4L FZ~D4y
{LERRINTH D EEZ BN TN D,
Ny NEEDOEBEF R G E e
X, ANy MEEOREEZIH L. GERD 4
DOEPHE & L TORIBEIEDOIHAEE V72 <
THZENTEXLAEENRS D WIS
Do

2. WZEEDOBR

AW TIE, Ny MEIEEZTEKRT 5 FEE
LR OEAICEER Y LR ORI
NG L TWBHDH, F£721% bone marrow
derived stem cell 235 L CTWA DAL
mET 5,

RE O REEN TREA ST B B IR 1
M. ANy FREOERICES L TV LE0E
2, FTEBEE LTV AEEITIZED L 5 il
JRANEREERZN L TEREMBELTWY
LD ERENET D,

3. WFEDFHE

(1) BIRRFELBOMEAEZES TRD L
NI Z AW TEME NS REES7-%

{Z. GERD {51 & JE GERD 151l > £ i 0>k s 28 0
EIHREER D S NIRRT E 257, Zh
Z AW Tt 235 Z 7 W HRER 2 T oD

fibroblast 234 ¢ % HEHH K F OFESEIZ O
THRT L. REIRIR 2 O IEAE DS BTN+ D FE 5
TLHE & BHdo o TV D IS DN DWW THENT &

BIoT,

(2) v hE~vURIZRIEEEGEWET
HT EIZEoTA Ly NEIEERET V%
YERR LT, ZE0% « BIiEWE 2Rkt 1 AERTIC
EoT—EOHMZ L icEm s Bk LRE
WOXSIEDRR B 2B 2>, [
fEEFO~—H—& LT Cdxl, Cdx2, villin,
Ck7 DR A RERAIZL > THRINT D L &
12 BrdU B ¥ iABHIKIZ DWW T OGS B
Z ol

(3) b R fibroblast T& % OUMS #ifa %
FWT, 2 OUMS ALz <L AR IZHE A4 D
pH OEEE & 5 W TR ER 2 RN L €.
fibroblast MEEAET HFER ., V1A A
VOENEDNAY A 7 aT LA fRIT R 2R
52 & THE L, DNA~A 7 a7 LA ikt
DOFEREH LR 1, A A 2o
WTITE AL PCR & ETA 2 FHV T mRNA 38 &
DVEHE L TCOEABOEAVERHER LT,

(4) & FORIEOIES bR L0525 /My
E7/VE LTCHETIA M2 VW THRFEZ B2
725 7=, HET1A £ /MIALZ fibroblast A3PEAR
TARFZEML, Cdxl, Cdx2. villin, CK7
Z~—J—& L CHETIA FIFIC IR oo 4%
K DTEE DFEBLD T 530D B DO FRETH &

BIihot, EhlconblicBbazBsz L
R T, A M IA D ED LSz AT
DZRIEZEN L= ED X 5 il iE#is

FEZRE UTCHETIA 4 F R OE % 58
EHAICWEADICONWTORFNEB A

277,

(5) B FOREDO/NL » MMEEOMALDE
T & LTOE33 flflax AWV T2 27
72, OE33 MR IR BN 7 ¥ — & Wi
A DMIPABRZE B 729 2 & NHERRE

ZTCThDHTI-6 Cdxl & Cdx2 DFHEAEHZZ
TNOBEFEANEBIR) Z & THREHL

7.

(6) ~UAOFFEMIAIZ~ 7 ADE®RE O
BRI LV, ZhEERE LRI
fibroblast 2352 & AV MIAEFERIZ X L CRE
ETAHZENRHLNE 72 o TV EEFEN T,
YA MIAERML, BEEE L ToOE
BRBANBZDMMENIOVTHRRNEZRB Z
ol

4. WFERR

(1) fibroblast |Z4E MR pH5. 0 DOFE & JLFE
J 5% & fibroblast (3% DALFOMEIHIZITE
bZ2BZ IRV, DX /37 DIEBLC
K& BIE2B 4, ZDOF T heparin
binding epithrial growth factor (HB-EGF)
Tl b FOEARNKE ENT 55wl
OHIERFTH Y . 2ot b OEEREIZR
%495 GERD il b2 F @ fibroblast T
FFRBLL TV DN, R T @ fibroblast
TIHRWBBUIFR D bR oTe, ZD7D
GERD {5l CHEEDOHKIZ L » T LR HEEE
ZF AT BT D fibroblast 3 EEIC
53D E HB-EGF DEAEEINAZ & A&
LnETBHZENTET,

(2) HB-EGF (&1 O ¥ _E R Mfa I /EH &
B 5L Cdx2, villin, CK7 &0 o~
—H =L ) HBETORBE LS
oo —J. BRI 35\ Tid HB-EGF
EFERSETHLZO LI REITRD LN
72735 7=, HB-EGF 7% Cdx2, villin. CK7 ®D¥%&
Bl & JUHE S HHEF 1T EGF-R 0 U VR b &2
L. Nf-kB & AP-1 ZNL72bDOTHDH I &
b HETIA ffa %2 AW s BB B0 E T 5
LN TE,

(3) T v bEAWTZHED S IZEH O



(2 o TR O I R e~
OALAERAE T DM, 20 L EIFEZHE L~
B2 Z LTV RV ERMa ORI
Cdxl DFENHER I, I HIT Cdxl 1%
Cdx2 OFAEZTLHESESH Z & ¢ 0E33 ez
ANWTH B E 22572, Cdx2 13 villin K2 CK7
SOOI ER O~ — I —& &%
BLE G ~D b 2R ET T DI ER 1 T
HHM, O Cdx2 OFBLETLHESH S Cdxl
DR ERZIZB W T ORI &
Lo TRYMOBIEINT-Z LIE, Ny
R 258 O RIS T i oAb
HHAEELEERERI TR LTWD EEZ LN,
5. FERFEEKHE

(WFFRAREE . WFFE 3 M OV AR SE 3 1
ER )

GEsEamsC) (B 20 1F)
(DFukuhara H, Kadowaki Y, Ose T, Aziz MM,
Ishihara S, Takasawa S, Kinoshita Y. In
vivo evidence for the role of Regl in
gastric regeneration: transgenic
overexpression of Regl accelerates the
healing of experimental gastric ulcers
Lab Invest, in press (&#H)
(@Rahman F, Kadowaki Y, Ishihara S, Tobita
H, Imaoka H, Fukuhara H, Aziz M, Furuta K,
Amano Y, Kinoshita Y. Fibroblast derived
HB-EGF promotes Cdx2 expression in
esophageal squamous cells. Lab Invest, in
press (EHH)
@®Ishimura N, Amano Y, Yuki T, Takahashi
Y, Kinoshita Y. Effectiveness of crystal
violet chromoendoscopy with mucosal pit
pattern diagnosi for surveillance of
Barrett’ s esophagus. Digestion, in press
(EHEA)
DOARTFH—. BHRFE, AFHA R
L L T® Barrett @J&. G.1.Reseach ; 18 :
45-52, 2010 (#HiHE)

(®Kazumori H, Ishihara S, Kinoshita Y.
Roles of caudal-related homeobox gene Cdx1
in oesophageal epithelial cells in

Barrett’s epithelium development. Gut

58(5) : 620-628, 2009 (&EFHAH)

(®Kusunoki H, Kusaka M, Kido S, Yamauchi
R, Fujimura Y, Watanabe Y, Kobori M, Miwa
H, Tomita T, KinY, Hori K, Tano N, Sugimoto
K, Nakamura Y, Fujimoto K, Oza N, Matsunobu
A, Ono N, Fuyuno S, Kinoshita Y, Adachi K,
Yuki M, Fujisawa T, Haruma K. Comparison
of the effects of omeprazole and
famotidine in treatment of upper abdominal
symptoms in patients with reflux
esophagitis. J Gastroenterol. 44(4):
261-270, 2009 (&HEA)
(MMishiro T, Ishihara K, Hino S, Tsutsumi
S, Aburatani H, Shirahige K, Kinoshita Y,
Nakao M. Architectural roles of multiple
chromatin insulators at the human
apolipoprotein gene cluster. EMBO J.
28(9): 1234-1245, 2009 (#EHiA)
(®Adachi K, Furuta K, Morita T, Nakata S,
Ohara S, Tanimura T, Koshino K, Miki M,
Ishimura N, Inoue Y, Ryuko K, Umegae N,
Ohhata S, Katoh S, Yamamoto K, Nariai Y,
Hashimoto Y, Sumi A, Kawaguchi M,
Kinoshita Y. Half-solidification of
nutrient does not decrease
gastro—esophageal reflux events in
patients fed via percutaneous endoscopic
gastrostomy. Clin Nutr. 28: 648-651, 2009
(E#HA)
OKinoshita Y, Furuta K, Adachi K, Amano
Y. Asymmetrical circumferential
distribution of esophagogastric
junctional lesions: anatomical and
physiological considerations. J
Gastroenterol. 44: 812-818, 2009 (##if)
@®Ishimura N, Amano Y, Kinoshita Y.
Endoscopic definition of esophagogastric
junction for diagnosis of Barrett’ s

esophagus: importance of systematic



education and training. Digestive
Endoscopy. 21: 213-218, 2009 (&FHiA)
Fujiwara Y, Takahashi S, Arakawa T,
Sollano JD, Zhu Q, Kachintorn U, Rani AA,
Hahm KB, Joh T, Kinoshita Y, Matsumoto T,
Naito Y, Takeuchi K, Terano A, and IGICS
study group. A questionnaire—based survey

of GERD and related diseases by physicians

in East Asian countries in 2008. Digestion.

80: 119-128, 2009 (##Hif)

@A, REP#E . K FF— : Barrett
BIERE TP % B & Lo AR M E O3 —x
A T AEDOMENLIS L OVPPT #2512 K 2 %
TR OV TORES. The GI
Forefront ; 5 : 114-117, 2009 (& FiME)
@Chinuki D, Amano Y, Ishihara S, Moriyama
N, Ishimura N, Kazumori H, Kadowaki Y,
Takasawa S, Okamoto H, Kinoshita Y. REGI
a protein expression in Barrett’ s
esophagus. J. Gastroenterol Hepatol. 23:
296-302, 2008. (#FHiA)

@Aziz MM, Thishra S, Rumi MAK, Mishima Y,
Oshima N, Kadota C, Moriyama I, Yong—Yu Li,
Farzana Binte Rahman, Otani A, Oka A,
Ishimura N, Kadowaki Y, Amano Y, Kinoshita
Y. Prolactin induces MFG-E8 production in
macrophages via transcription factor
C/EBP 3 ~dependent pathway. Apoptosis. 13:
609-620, 2008 (& HiA)

@®0kita K, Amano Y, Takahashi Y, Mishima
Y, Moriyama N, Ishimura N, Ishihara S,
Kinoshita Y. Barrett’s esophagus in
Japanese patients: its prevalence, form,
and elongation. J Gastroenterol. 43(12):
928-934, 2008 (&EFiH)

@®Azumi T, Adachi K, Furuta K, Nakata S,
Ohara S, Koshino K, Miki M, Morita T,

Tanimura T, Ashizawa N, Kinoshita Y.

Esophageal epithelial surface in patients
with gastroesophageal reflux disease: an
electron microscopic study. World J
Gastroenterol. 14(37): 5712-5716, 2008 (&
Wi A)
@Kinoshita Y, Ishihara S. Causes and
therapeutic approaches for PPI-resistant
GERD in Asia. Therapeutic Advances in
Gastroenterology. 1: 191-199, 2008 (& Ht
)
@®Moriyama N, Amano Y, Mishima Y, Okita K,
Takahashi Y, Yuki T, Ishimura N, Ishihara
S, Kinoshita Y. What is the clinical
significance of stromal angiogenesis in
Barrett’ s esophagus? J Gastroenterol
Hepatol. 23 (Suppl 2): S210-S215, 2008 (%
wiA)
OREFH —, ATH—: Ay FEERBLD
FENE ORBW. 165 5 90 1 1950-1955, 2008
(ERiE)
QFHRBE, RKTFFH— : Barrett ®EDFEA
BT DIRHEEO&E. A ARHEILERH T
SHERE 5 104 1 10-16, 2007 (#FEA)

6. HFFTHLA

(1) #Fgef s

AT F— (KINOSHITA YOSIKAZU)
SRR - R - B

s 75 1 30243306



