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Comprehensive gene analysis of imatinib resistance and development of new drugs
for treatment in GIST
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Gastrointestinal stromal tumor (GIST) has highly resistant to chemotherapy
and radiation therapy in unresectable or recurrent cases, therefore those cases have a poor
prognosis. The purpose of this study is to elucidate the mechanism of resistance to the therapeutic
drug imatinib (tyrosine kinase inhibitor).

Gene analysis in two cell lines, normal GIST cell line and the established imatinib-resistant cell
line, showed that several genes may be associated with imatinib resistance. Focusing on the cell
cycle regulator FBXW7 (tumor suppressor gene), immunostaining of clinical samples showed that FBXW7
is involved in the prognosis and malignancy of GIST. In addition, there was a difference in
prognosis between the presence or absence of postoperative adjuvant treatment with imatinib and the
expression of FBXW7, suggesting the involvement of imatinib resistance and FBXW7.
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