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Therapeutic strategies targeting the crosstalk between osteosarcoma stem cell
models and the microenvironment
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We analyzed the expression of receptor for advanced glycation end-products
(RAGE) in the mouse osteosarcoma cell line Dunn and LM8 (a highly metastatic cell line derived from
Dunn), and identified membrane-type RAGE (MRAGE) and endogenous secretory RAGE (esRAGE). Dunn
revealed that the expression of mRAGE and esRAGE was higher than that of LM8, and that LM8 had a
higher spheroid-forming ability. In addition, Dunn-RAGE (RAGE overexpressing cell) showed the
suppression of miR34a expression and increased expression of Wnt5a. Furthermore, the
spheroid-forming ability of Dunn-RAGE was higher than that of Dunn-mock, and the ability to form
subcutaneous tumors in mice was confirmed only with Dunn-RAGE. In the future, we will develop a new
osteosarcoma treatment strategies through histological analysis of subcutaneous primary tumors and
analysis of co-culture of tumor cells and fibroblasts to clarify the effects of the tumor and
microenvironment on stem cell formation.
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