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Elucidation of the inhibitory mechanism of metastasis in bony malignant tumors
to realize the early clinical application of FAK inhibitor

Moritake, Hiroshi

3,400,000
FAK IGF-IR TAE226
143B
2 RNA 2 10
4 CT 1
FAK
IGF-IR Novartis TAE226

We showed that TAE226, a dual inhibitor of FAK and IGF-IR, has a drastic
inhibitory effect on metastasis in Ewing sarcoma. Furthermore, the molecular biological mechanism
underlying the effect and the synergetic effect of various anticancer drugs was revealed. We
established a mouse model of pulmonary metastasis using the osteosarcoma 143B cell line. RNA from
primary and metastatic sites was extracted from mice and two patients, respectively. We compared the

expression profile between primary and metastatic sites by RNA sequencing and extracted the 10
most-common genes among high-expression genes at metastatic sites. We then established sgRNA-based
knockdown 143B cells for 10 genes and introduced these cells to tibias of immunocompromised mice.
One gene showed an inhibitory effect on computed tomography and pathological evaluations at four
weeks after inoculation, suggesting its relation to pulmonary metastatic machinery in osteosarcoma.
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