©
2019 2021

Novel ex vivo pulmonary metastasis model toward effective suppression of
chemotherapeutic-resistant pediatric sarcoma
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Osteosarcoma(0S) is the most common bone cancer in children and adolescents,
and patients with metastatic disease still have extremely poor prognosis. It has been reported that
the activation of Wnt/p -catenin pathway is closely associated with 0S development and metastatic

progression. Tegavivint, a novel small molecule inhibitor of the Wnt/p -catenin pathway, has been
reported to be active against multiple types of adult cancer cells in vitro, and antitumor efficacy
has been published in animal models of acute myeloid leukemia and multiple myeloma. In this study,
we investigated the antitumor activity of Tegavivint against metastatic OS both in vitro and in vivo
using established human OS cell lines and patient-derived xenograft(PDX) models. Furthermore, we
investigated how the Wnt/p -catenin pathway is activated in lung metastatic sites by employing 3D ex
vivo pulmonary metastasis assay(PuMA) model using PDX tumors derived from the relapsed metastatic
lung lesion after chemotherapy.
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