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Identification of new therapeutic target in GIST focusing on KIT transcriptional
activity.
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i Recently, the neurotrophic tyrosine receptor kinase (NTRK) fusion was
reported in a small subset of wild-type gastrointestinal stromal tumors (GIST). We examined trk IHC

and NTRK gene expressions in GIST. Pan-trk immunohistochemistry (IHC) was positive in 25 (all 16
duodenal and 9 out of 16 small intestinal GISTs) of 139 cases. All of these cases showed only trkB
expression. Small intestinal GISTs with trkB expression showed adverse clinical outcomes compared
with those without. Cap analysis of gene expression (CAGE) analysis showed that increased number of
genes whose promoters were activated in trkB positive GISTs. The genetic analysis did not show
amplification of NTRK2. Furthermore, imbalanced expression of NTRK2, which suggests the presence of
NTRK2 fusion, was not observed in trkB positive GISTs. TrkB expression was found in and restricted
to duodenal GISTs and more than half of small intestinal GISTs, and probably contributing to acquire

aggressive phenotype in this subset.
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