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Tumor immune responses are regulated by the balance between activating and

inhibitory signals to immune cells. In recent years, immune checkpoint inhibitors (ICIs), drugs that
block inhibitory signals, have attracted attention as a new cancer therapy. However, their efficacy
has been limited as the number of cases has accumulated. This suggests that blocking inhibitory
signals by ICI alone is not sufficient to enhance tumor immune responses and that enhancing
activation signals to immune cells is important.
The interaction of the activating receptor DNAM-1 expressed on immune cells with CD155 on tumors
activates the tumor immune response. Human CD155 has a splicing variant, soluble CD155 (sCD155). We
found that tumor-produced sCD155 suppresses tumor immune responses and promotes tumor growth and
metastasis by inhibiting DNAM-1-mediated activation signals. This suggested that targeting sCD155
could enhance the activation signal of tumor immune response.
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