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Elucidation of cancer proliferation mechanisms based on signal transduction from
organelles different from normal cells

Nishida, Toshirou
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The purpose of the study is to elucidate the molecular mechanism of
intracellular localization of mutant kinases. In this study, we identified the molecules responsible
for transport of KIT from ER to the Golgi apparatus using methods, such as siRNA. Next, in GIST,
activated mutant KIT is abnormally localized around the Golgi apparatus. Our data obtained from
immune-coprecipitation and siRNA indicate that several molecules (3 kinases and multiple anchor
proteins) are involved in abnormal localization of mutant KIT in the trans-Golgi and that these
molecules are sequentially phosphorylated and finally activated mutant KIT is transferred to
specific anchor molecules to localize in trans-Golgi. In near future, we will elucidate detailed
subcellular localization of mutant KIT and mechanism of proliferation signaling from there using a
three-dimensional super-resolution analysis.
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