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:Scifrhous’ gastrrc carcrnoma (SGC) carries the hrghest mortality because of a frequent metastasrs to Iymph node (LN) S1, a 5-' .
.5_._fluorouracrl (5 FU) analog: clmrcaily avarlabie for gastrl "cancer atan: advanced stage.’ Frbroblast growth factor receptor 20
(FGFR2) is’ requrre' forithe prohferatron of SGC The ob}ectrv hi "to clarrfy the: beneflt ofa combmatron of S1:and
”"-kmase |nh|blt0r5 mcludmg FGFR2: mhrbrtor K|23057 m gastnc cancer OCUM 2MLN and’ KATO- IIE were: derrved from SGC. MKN-'-'.__
7 and MKN- 74 wete derived, from non- SGC MTT assay was used to examme the; growth |nh1b|tory activity of 5 small- synthetlc
. molecules rncludlng 1{|23057 “Sunitinib, Glivec, Lapatinib or SU11274, in celis cultured with 5- FU. Combination effects of 5- FU
with K|23057 on prolrferatron apoptosis and mRNA expression were examined; 51 and/or Ki23057 were administered to
murine modets, of SGC created by the orthotopic inoculation of OCUM-2MLN cells. Ki23057 at 100 nM significantly (p < 0.01)
- inhibited the proliferation and decreased the phosphorylation. of FGFR2. in SGC cells, but not in non-SGC. Ki23057 showed .
L synergistic.antitumor effects for SGC cells im.combination. with 5-FU using CalcuSyn analysis, but Sunitinib, Glivec, Lapatinib..
andi_SU‘l 1274 drd not The combrnatron of K123057 and 5 FU decreased DPD.expression and mcreased apoptosrs rates and
";p2” expression’ level'o SG' "lts The combmed ad ‘mstratron of 51 and 1(|23057 51gnrf‘can’dy (p <:0.05) decreased
: mor vel etastaSIS more; eff trvely than S alone These flndmgs suggested that the combrned S
' _.treatment W|th 5 FU and K|23057 produced synergrstlc”antrtumor effects and is. therapeutlcaily promrsrng for SGC treatment '
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platelet-derived growth factor receptor
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The characteristic clinical features of scirrhous gastric carci-
noma (SGC), a diffusely infilirating type of gastric carciniomas
also known as linitis plastica-type gastric carcinoma, include
rapidly progressive growth and a high frequency of metastasis
to the lymph node (EN)."> SGC carries a worse prognosis
among other types of gastric carcinomas, with 5-year survival
rates in the range of 10-15%.*° Chemotherapy is frequently
recommended treatment for LN metastasis of gastric cancer in
]apan.s’9 A novel chemotherapeutic agent 51, a 5-fluorouracil
(5-FU) analog, has recently become first-line chemotherapy for
gastric cancer patients with LN metastasis.” Even so, however,
the median survnmi duration in patients with ,advanced SGC
contmues t0 be less than a year®”

Fibroblast growth factor receptor 2 (FGFR2) overexpres-
sion has been reported in about 40% of advanced stomach
cancer cases and is especially frequent in SGC.'™"" FGFR2 is
a member of the FGFR receptor tyrosine kinase (RTK) fam-
ily, which consists of 4 receptors and 23 ligands."” The signal
through FGFR2 and FGF7 is important for the growth of
SGC with an amplification of the activated FGFR2 gene (K-
samiD,"" 1 Ki23057, a newly developed FGFR2 inhibitor,
competes with ATP for the binding site in the kinase and
therefore blacks the autophosphorylation of FGFR2 as previ-
ousty reported. M5 Recent work, using FGFR2 inhibitors, has
provided evidence that in cell lines expressing FGFR2, the ki-
hase can be required for cancer cell proliferation.'* ™




