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Beta-tricalcium phosphate (b-TCP), which is clinically used as a bone
substitute material, has an immunostimulatory effect. In mouse tumor models, combination therapy
with b-TCP, tumor antigens (TA), and Toll-like receptor ligands (TLRL) induces potent antitumor
effects. In this study, we searched for autophagy (AP) modifiers that enhance the immunostimulatory
effect of b-TCP using inflammasome activation as an index in vitro, and evaluated the antitumor
effect in mouse tumor models. As a result, two AP inhibitors were selected as candidates by in vitro

screening, but none of the mouse antitumor studies showed an enhancing effect on b-TCP. On the
other hand, these two AP inhibitors were shown to induce potent antitumor effects when used in
combination with TA and TLRL. Although these results deviate from the original objectives, but we
believe that the findings provide completely novel insights that pave the way for the application of
TLRL and AP inhibitors to cancer immunotherapy.
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Immunization

1 OVA 0.05,0.1 mg/mouse, s.c.
4 TCP 0.05,0.1mg/mouse, s.c.
1} PIC 0.025,0.05 mg/mouse, i.p.
" 3-MA 0.6 mg/mouse, s.c.
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Tumor Observation
implant Tumor volume (TV) & Body weight (BW)
Cell: E.G7-OVA [ TV (mm?3) = 1/2 x long diameter x (short diameter)? ]
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(1x10%cells/ mL, - 0.1 mLs.c.)
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