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Glycogen synthase kinase 3beta as a potential therapeutic target in synovial
sarcoma and fibrosarcoma

YAMAMOTO, NORIO

3,600,000
GSK3pB
CDK-cyclin
MMP-2 GSK3pB
GSK3pB
2012
GSK3pB
GSK3pB
GSK3pB GSK3pB

We investigated the expression, activity and putative pathological role of
GSK3B in synovial sarcoma and fibrosarcoma, comprising the majority of STS that are encountered in
orthopedics. Expression of the active form of GSK33 was higher in synovial sarcoma and in
fibrosarcoma (HT1080) tumor cell lines than in untransformed fibroblast (NHDF) cells that are
assumed to be the normal mesenchymal counterpart cells. Inhibition of GSK3B activity by
pharmacological agents or of its expression by RNA interference suppressed the proliferation of
sarcoma cells and their invasion of collagen gel, as well as inducing their apoptosis. These effects
were associated with G0/Gl-phase cell cycle arrest and decreased expression of cyclin D1, CDK4 and
MMP2. Intraperitoneal injection of the GSK3B inhibitors attenuated the growth of SYO-1 and HT1080
xenografts in athymic mice without obvious detrimental effects. It also mitigated cell proliferation
and induced apoptosis in the tumors of mice.
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