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Application to molecular targeted therapy for non-small-cell lung cancer of kampo
medicines having c-Met inhibitory activity
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The EGFR tyrosine kinase inhibitors (EGFR-TKIs) such as erlotinib have shown
marked therapeutic effects against non-small-cell lung cancer with activated EGFR. However, almost the
tumors acquire resistance to EGFR-TKIs after a few years. One of the mechanisms for acquired resistance
is Met gene amplification. The combination of EGFR-TKI and Met inhibitor is considered to be effective
against the EGFR-TKI resistant tumor, but the Met inhibitors have not yet been pharmaceuticals. We have
previously clarified that Ephedra herb, a component of kampo medicines, inhibits the tyrosine
phosphorylation of Met. In this study, we revealed that the combination of erlotinib and Ephedra herb
prevented the growth of the EGFR-TKI resistant non-small-cell lung cancer H1993 cells in vitro and in
vi¥?. Furthermore, we found that Ephedra herb reduced the expression levels of both Met and EGFR in H1993
cells.
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