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[目的] 

Although immune checkpoint inhibition has been shown to be highly effective in patients with 

metastatic or advanced squamous cell carcinomas including oral cancer, the role of innate immune 

responses in controlling the progression of oral cancers is less understood. Therefore in this present 

study, I sought to explore the impact of the innate immune response, particularly Ly-6G+ myeloid cells, 

against orthotopically inoculated NR-S1-Luc cells tumor-bearing mice using bioluminescence imaging. 

Some studies reported TLR3 stimulation by dsRNA viruses or Poly I:C is able to activate some 

cytokines and able to stimulate innate immune cells to inhibit tumor growth.  

 

[方法並びに成績] 

In vitro experiment was performed to established luciferase-expressing of NR-S1 cells to generated 

NR-S1-Luc and proceed to make cell viability assay to both of cells using WST-8 analysis and our 

finding revealed growth of both tumor cell line is not different. Further, in vivo experiment was 

performed to compare orthotopically and subcutaneously inoculation NR-S1-Luc cells in murine model 

and demonstrated there is no significant differences in tumor growth between orthotopic and 

subcutaneous inoculation and flowcytometry analysis demonstrated Ly-6G+ myeloid cells are 

significantly more dominant than Ly-6C+ myeloid cells in both tumor and spleen either both in 

orthotopically and subcutaneously inoculation. Depletion of Ly-6G+ myeloid cells of orthotopic NR-

S1-Luc tumor bearing mice did not affect to control tumor growth. In contrast, exogeneous TLR3 

stimulation significantly inhibited orthotopic NR-S1-Luc tumor growth in vivo along with significant 

increase in the mean fluorescence intensity (MFI) of Ly6C in Ly-6G+ myeloid cells in tumor, but not 

in spleen, in response to poly I:C treatment in flowcytometry analysis. To determine the role of Ly-6G+ 

myeloid cells in controlling orthotopic NR-S1-Luc tumor growth in poly I:C treated mice, depletion 

Ly-6G+ cells using anti-Ly6G mAb in combination with poly I:C treatment is performed. Along with 

the results shown, there was no obvious contribution of Ly-6G+ cells in controlling NR-S1-Luc tumor 

growth in naïve mice whereas poly I:C treatment significantly inhibited the growth of NR-S1-Luc 

tumor. Importantly, the depletion of Ly-6G+ in poly I:C treated mice impaired partly the anti-tumor 

effect of poly I:C  

 

[結論] 

Exogeneous TLR3 stimulation could transform Ly-6G+ myeloid cells into innate antitumor im-

mune cells in an OSCC mouse model. In addition, TLR3 stimulation suppresses orthotopic N

R-S1-Luc tumor growth partly through Ly-6G+ myeloid cells-dependent mechanism.  
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