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R OME (1) : 2 E ToObbh OB b HEEMEEELRIEERICBIT 5
CXCR4/CXCL12 axis DRIG MBI BN E e oTn, # 2 CARWFIETIR, MG KTICIEET A
JasEsE k-, & <IZEGFR ligand axis (Z4H U7z, AWFZERE R 6, FarEIEAKFI21X EGFR U
77> RHIC amphiregulin, HB-EGF 232 &I\ZAF1E L. CXCR4 FEELH yEfllia (EGFR M%EE) 1oxh L
CHRAJ 7 EESEEF 2 A9 5 Z &, 97245 EGFR/EGFR ligand axis (amphiregulin, HB-EGF)
S, BREEMERENE A T A BB e A & B 7= L, CXCR4/CXCL12 axis & OFHAARMEIER 2/ L T,
RIFREDFIEER IR 5352 L 28D TH B L7 (Clin Cancer Res 2011 in press),

e R OMEEE (330) : In this study, we showed that the EGFR ligands, amphiregulin and
HB-EGF, are abundant in malignant ascites. Amphiregulin strongly enhanced the
proliferation of CXCR4-expressing human gastric cancer NUGC4 cells, whereas HB-EGF
markedly induced migration of fibroblasts. Moreover, HB-EGF and CXCL12 together enhanced
TNF[J-converting enzyme (TACE)-dependent amphiregulin shedding from functional
CXCR4-expressing NUGC4 cells. Cetuximab, an anti-EGFR monoclonal antibody, effectively
reduced tumor growth and ascites formation, and therefore dramatically prolonged survival
in nude mice inoculated with NUGC4 cells. Our findings provide a novel insight into
treatments that target tumor cells and their microenvironments during the development
of peritoneal carcinomatosis from gastric cancer (Clin Cancer Res 2011 in press).
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