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Molecular analysis of acquired resistance to targeted therapies and search for
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Kinase fusion oncogenes have been reported to be involved in tumorigenesis.
Thus, it is speculated that the kinase fusion-oncogene products are the promising therapeutic
targets for the kinase fusion-positive cancers, and many pharmaceutical companies have developed
kinase inhibitors as therapeutic agents. The developed kinase inhibitors have elicited remarkable
anti-tumor effects in the kinase-fusion positive cancers in the early stages of administration,
however, tumors gradually develop resistance to the drugs. Integrated genetic, molecular and
cellular analysis of the resistant tumor cells found in the relapsed tumors resulted in the
identification of novel resistant mutations in ALK-, ROS1-, NTRK1-positive cancers. Drug screening

gsing the resistant mutation-positive cancers also resulted in the identification of the overcoming
rugs.
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