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Tumor cells are thought to evade immune surveillance by interacting with immune cells in the tumor
microenvironment and the regulation of such a microenvironment has attracted attention as a novel target
for tumor immunotherapy. In addition to T cells and NK cells, macrophages and dendritic cells, which play
a large role in innate immunity, have been thought to play an essential role in the elimination of tumor cells
in recent years. In particular, signal regulatory protein a. (SIRPa), which is highly expressed in macrophages
and dendritic cells, has recently been shown to prevent the phagocytosis of target cells by binding to CD47 on
target cells (CD47/SIRPa signaling) and is now being recognized as a checkpoint of innate immunity. Many
studies have recently shown that CD47 is highly expressed on various types of tumors and targeting CD47/
SIRPa signaling, such as an anti-CD47 antibody, successfully eradicates tumor cells by using animal models.
Agents that target CD47/SIRPa signaling also enhance the anti-tumor effects of existing molecular targeted
therapies and immune checkpoint inhibitors. Moreover, several clinical studies of drugs targeting CD47 have
started in hematological malignancies and solid tumors. On the other hand, it has recently demonstrated that
some tumors highly express SIRPo and an antibody that targets SIRPa also promotes the anti-tumor effects °
by macrophages. As such, the CD47/SIRPa signaling is expected to be a novel molecular target for cancer °o
immunotherapy in the future. ree
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