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Multidisciplinary therapy using molecular targeting therapy and surgery for
HER2/FGFR2-positive gastric cancer
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Among various types of gastric cancers, HER2-positive cancer proved to be
effective target by trastuzumab (Tmab), but Tmab resistance remains a major problem to be resolved.
In this study, we newly developed gastric cancer cell line panel including HER2 high/low gene
amplified- and Tmab resistant cell lines and examined anti-tumor effect of T-DM1, Afatinib, an
irreversible TKI and Tmab plus chemotherapy in mouse xenograft models. The results showed that T-DM1

and Afatinib alone and Tmab-paclitaxel combination exhibited significant anti-tumor effect against
Tmab-resistant cell lines through different molecular mechanisms. In addition, we developed FGFR2
gene-amplified gastric scirrhous cancer cells and examined the effect of a new TKI for FGFR2
(PD173074), showing significant anti-tumor effect against FGFR2-positive cells. These results
suggest a new treatment modality consisting of molecular targeting therapies and surgery against
HER2-positive and FGFR2-positive gastric cancers.
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