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Development of new target therapy in osteosarcoma based on endoplasmic reticulum
stress response.

Taisei, Kurihara
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Osteosarcoma (0S) is the most common primary malignant bone tumor. We
investigated the functions of endoplasmic reticulum (ER) stress activities in 0S and elucidated
whether ER stress inhibitors could exert antitumor effects. We performed both siRNA and inhibitor
assays focusing on IREla -XBP1 and PERK pathways. All OS cell lines showed resistance to PERK
inhibitors. ATF4 and EIF2A inhibition by siRNA did not affect the survival of 0S cell lines. IREla
-XBP1 inhibition by toyocamycin suppressed 0S cell growth and cell viability was suppressed in all
0S cell lines by siRNA for XBP1. The expression of XBPls and XBP1lu in OS cell lines and 0S surgical
samples were confirmed using gPCR. In MG63 and U20S, toyocamycin decreased the expression level of
XBP1s induced by tunicamycin. In 143B and KHOS, stimulation by toyocamycin did not clearly change
the expression level of XBPls induced by tunicamycin. Inhibition of the IREla -XBP1ls pathway is
expected to be a new target in a subset of 0S.
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Fig. 3
(A) Cell lines
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Fig. 5
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