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Signal transduction system activated in immortalized mast cell line which is deriv
ed from cultured mast cells of knock-in mice with germline homozygous mutation at kinase domain Il was dif
ferent from that in cultured mast cells of knock-in mice with germline homozygous mutation. The immortaliz
ed mast cell line had an additional mutation in the c-kit gene.

Activation of newly found juxtamembrane domain germline c-kit ?ene gain-of-function mutation in familial
GISTs was effectively inhibited by imatinib and nilotinib. We also found that activation of newly found ex
tracellular domain c-kit gene mutation in sporadic GISTs is effectively inhibited by imatinib and nilotini
b, compared to that of conventional extracellular domain c-kit gene mutation.
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