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Immune-checkpoint blockade is a novel therapy for cancer. However, its
therapeutic efficacy is currently limited due to diverse immune suppressive mechanisms. The purpose
of the study was to overcome these limitations and promote the development of novel combined cancer
immunotherapy. A TLR4-stimulating antibody, not microbial TLR4 agonist lipopolysaccharide, has been
shown to enhance a therapeutic effect of a PD-1 inhibitory antibody. Secondly, low-molecular-weight
compounds with inhibitory activity for PD-L1 expression and CD73/adenosine receptor A2A-mediated
immune suppressive pathway have been discovered by screening small molecule libraries, respectively.

These results will facilitate the development of novel antitumor adjuvants to enhance the response
rate and therapeutic efficacy of immune-checkpoint blockade therapy. The discovered compounds are
expected to contribute to the development of new therapeutic drugs with immune-checkpoint blockade
activity for cancer immunotherapy.
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