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Effectiveness of a novel tyrosin kinase inhibitor in Ewing sarcoma

Sawa, Daisuke
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High focal adhesion kinase (FAK) transcript expression levels in EWS cell
lines are known. TAE226 is a dual inhibitor of FAK and insulin-like growth factor-1 receptor
(IGF-1R), while PF-562,271 is a dual inhibitor of FAK and proline-rich tyrosine kinase 2. We
compared the cytotoxicity of TAE226 and PF-562,271 toward three EWS cell lines. Furthermore, we
investigated the efficacy of TAE226 as well as its mechanism of action against EWS. TAE226 strongly
inhibited proliferation of three cell lines when compared with PF-562,271. TAE226 strongly inhibited

proliferation of three cell lines when compared with PF-562,271. TAE226 treatment of EWS cell lines
induced cell cycle arrest, apoptosis, AKT dephosphorylation, and inhibition of invasion. We
demonstrated that TAE226 drastically inhibits the local growth of primary tumors and metastasis in
EWS using mouse models. Furthermore, the combination of TAE226 and conventional chemotherapy proved

to exert synergistic effects.

TAE226 FAK IGFIR



(€Y) 5% (Ewing"s
sarcoma, EWS)
(50%) (25%) (20%)
70% 5 30 40
20%

(2) Focal adhesion kinase(FAK) 125KDa

PI3K-AKT
SRC
EWS FAK Moritake et al. Cancer Genet
Cytogenet: 2003 FAK TAE226, PF562,271, PF573228,PND-1186,GSK-2256098
FAK
EWS FAK 1 PF562,271 TAE226
FAK  IGF-IR EWS PF562271
ES
EWS  cell lines TAE226  PF-562,271
TAE226 ES
(1) EWS TAE226  PF562,271
TC71, SK-ES1, RD-ES EWS TAE226  PF562,271
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