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Elucidation of molecular mechanisms and development of novel therapeutic agents
in pulmonary metastasis of osteosarcoma
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Osteosarcoma has a poor prognosis due to local progression and pulmonary
metastasis, both of which must be controlled. In the current study, we focused on thioredoxin and
thioredoxin reductase inhibitors, PX-12 and auranofin (AUR), to elucidate the involvement of
oxidative and reductive (redox) regulation in osteosarcoma, respectively. PX-12 inhibited local
progression and AUR also inhibited pulmonary metastasis. The combination of celecoxib and AUR was
also examined to determine synergistic effects with other oxidative stress-inducing agents. The
combination of celecoxib and AUR synergistically suppressed local progression of osteosarcoma.
Patient-derived xenografts (PDX) models of osteosarcoma and chondrosarcoma were successfully
generated and will be applied in future studies.
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