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Screening for alternative transcription initiation of tyrosine Kinase genes in
bone and soft tissue tumors

Suehara, Yoshiyuki

2,600,000
Tyrosine Kinase (TK)
Nanostring MRNA 5 -,3 - TK
TK
driver-oncogene
TK Nanostring TK
TK
TK TK

Soft tissue sarcomas (STSs) are a heterogeneous group of rare malignant
tumors. Systemic chemotherapy consisting cytotoxic anticancer agents for STS contributes on
improving prognosis of STS treatment. However, advanced STSs have still poor prognosis and effective

systemic therapies have not yet been established. Therefore, the identification of novel
therapeutic targets and novel effective therapies are required. Receptor tyrosine kinases (RTKs) are

being increasingly used as therapeutic targets for a variety of cancers, especially RTK fusion
genes. A recent report found that the novel TK transcript initiates from a de novo alternative
transcription initiation (ATI) site, especially in ALK. In addition, the TK-ATI has a novel
mechanism of oncogene activation in cancer and TK inhibitors could suppress the kinase activity of
TK-ATI. Based on these background, we conducted TK screening using NanoString to identify rational
therapeutic TK targets including TK-fusions and TK-ATIs in STSs.
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Sato S, Kobayashi E, Kaneko K, Mano H, Saito T. Comprehensive mRNA-based screen for tyrosine
kinase fusions and a de novo alternative transcription initiation site in soft tissue sarcomas. European
Society For Medical Oncology — ASIA, Nov 23-25th 2018, Singapore, Singapore)
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