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Several molecular therapeutics targeting protein tyrosine kinases have recently
been attempted; however, an emerging drug resistance is a crucial issue. Glioblastoma multiforme (GBM) is
the most common and aggressive brain tumor. Despite technological advances in surgery, combined with
regimens of radiotherapy and new generation chemotherapy with temozolomide, the median survival is still
15 months. Here, we established cell lines acquired drug resistance to individual tyrosine kinase
inhibitor (TKI) for EGFR, c-Met, and PDGFR that highly expressed in GBM, and characterized the underlying
mechanisms. We found that c-Met inhibitor effectively abrogated TKIs-dependent enhancement of
phosphorylation of EGFR, although it did not effect on the ATP-binding ability of EGFR. In addition, the
combination therapy of c-Met and PI3K inhibitors might be a powerful approach to abolish the TKI
resistance for molecular target therapy in GBM, by inhibiting phosphorylations of Akt, Src, and p38 MAPK.
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