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Molecular mechanism of resistance to tyrosine kinase receptor in soft tissue
sarcoma
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We found a leiomyosarcoma of soft tissue with ROS1 fusion and a
leiomyosarcoma of bone with NTRK3 fusion by the combination of immunohistochemistry and imbalanced
gene expression assay using RNA.

Gene expression profiles were compared between sarcoma samples treated by multi-kinase inhibitor,
pazopanib. Pazopanib targets including PDGFRA, PDGFRB, vascular endothelial growth factor receptor
(VEGFR)1-3, and stem cell factor receptor (KIT). The mRNA expression of GLI1 and CDK4 was
significantly higher in patient"s sarcoma sample showing complete response (CR) to pazopanib.
Furthermore, the amplification of receptor tyrosine kinase genes such as PDGFRA and VEGFRs was not
observed in a patient with CR and the presence of amplification of these genes was closely
associated with poor response.
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