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Fig. 1 Northern blot analysis of c-met expression
in gastric carcinoma cell lines'®, Human
osteogenic sarcoma cell lines, HOS and MNNG-
HOS, and MRC-5 fibroblast cell line were em-
ployed as positive and negative controls, respec-

tively.
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Fig. 2 Time course of c-met antisense-induced
inhibition of MKN-45 cell growth!®. Five hun-
dred ul of 4X10%ells/ml, suspension was
inoculated in a 24-well clusterdish. After 24h, the
medium was changed to fresh medium containing
antisense or sense DNA. Viable cell number was
determined at the indicated time points. Values
are expressed as the mean of triplicate cultures;
bars, SD. O, Culture without oligonucleotides;
@ with 10uM sense control; @, with 5zM
antisense oligomers; W, with 10zM antisense
oligomers. B: Antisense c-mef DNA-induced
decrease in MET proteins. Lane 1, culture with-
out oligomers ; lanes 2 and 3, with 5¢M and 10z M
antisense oligomers, respectively ; lane 4, with 10
uM sense oligomers.
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Fig. 3 Inhibition of TMK-1 cell invasion by c-met
antisense DNA'®. Values are related to those
obtained without oligomers and are expressed as
the mean+SD of triplicate experiments. (], Cul-
ture without oligomers; WM, with antisense
oligomers ; @, with sense oligomers.
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Fig. 4 Survival curves of MKN-45-P cell-
implanted mice. Cells were pretreated with 20z M
antisense DNA or vehicle alone (saline) for lhour.
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Fig. 5 Roles of the HGF-MET system in gastric
cancer progression and antisense as an alterna-
tive therapy.
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c-met Antisense Oligonucleotides Inhibit Proliferation or Invasiveness of
Gastric Cancer Cells
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We first screened for c-met expression in human gastric cancer cell lines, MKN-28, MKN-45 and
TMK-1, by Northern blot analysis. The rank order of c-met mRNA abundance in these cell lines was
MKN-45>TMK-1>MKN-28. Next, to test whether the growth and invasion of gastric cancer cells
depend on c-met, we prepared phosphorothioate-type antisense oligonucleotides that were complementary
to human c-met mRNA. We conducted experiments to determine whether blocking expression of the
c-met gene with the antisense molecules affected either the proliferative or the invasive phenotype of the
cancer cells. The growth of MKN-45 cells was markedly inhibited by the antisense c-met oligonucleotides,
in a dose-dependent manner, but not by sense controls. The antisense oligonucleotides also effectively
inhibited the migration of TMK-1 cells. These results indicate that c-met gene products may be causally
related to the proliferation or invasion of gastric cancer cells, and that antisense c-mef DNA has
therapeutic potential in that it may facilitate circumventing the progression of gastric cancers.
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