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fOral squamous cell carcinoma cells promote osteoclast formation through

feedback loop immune response in fibroblasts]
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Oral tumors affect more than 10,000 people each
year in Japan. Although survival rates have
increased with the development of surgical
treatment, bone resorption and destruction caused
by tumor formation affects the extent of surgery
and patient quality of life. Then, it is needed
to elucidate the specific mechanism of jawbone
destruction caused by oral tumors and establish
a new treatment strategy. Based on the findings
of the pathological specimens, we found that 0SCC
cells might indirectly influence the formation
of osteoclasts. In the present study, RNA
sequencing with GSEA analysis showed that TNF-
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alpha signaling via the NF-¢B pathway and RELA
were enriched in stromal cells cultured in the
conditioned medium of OSCC cells. The activation
of NF-kB signaling in stromal cells was necessary
for the elevation of Tnfsf11 by 0SCC conditioned
medium stimulation, according to loss—of-function
experiments employing inhibitors or siRNAs. This
activation triggers cytokine circuits in stromal
cells to repeately induce RANKL production in
stromal cells. These data suggested that some
secretory proteins derived from 0SCC cells may
upregulate Tnfsfll expression via cytokine-
vicious cycle.
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