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Although recent progress in antibody-based immune checkpoint blockade therapy has dramatically advanced
anti-cancer therapies, a cure for cancer remains elusive. An outstanding challenge for full activation of anti-tumor
immunity is the regulation of tumor-promoting macrophages. The cytoplasmic protein FROUNT, identified by
Matsushima (The University of Tokyo, Professor, Representative) and Terashima (The University of Tokyo,
Assistant Professor, Co-investigator) et al., binds to chemokine receptors and promotes macrophage infiltration. In
this project, we aim to develop one FROUNT inhibitor that was identified from a known bioactive compound
library by the Matsushima group in collaboration with Terasawa (Kumamoto University, Professor,
Co-investigator) et al. as anti-cancer drug, in preparation for the investigator-initiated clinical trials in collaboration
with Dr. Itakura (Chiba Cancer Center, Co-investigator) et al. We propose the development of a novel
macrophage-regulating anti-cancer drug that targets FROUNT.

We have conducted an agreement with a pharmaceutical manufacturer and retailer that the company will provide
the drug as an investigational drug. In preparation for administration of the drug to cancer patients, we performed
pharmacodynamic and toxicity testing on the FROUNT inhibitor. We established an experimental system to analyze
the cellular and biological stability, kinetics and metabolites of the drug. We have also obtained basic research data
to support our clinical trials. We are also preparing the framework for operating clinical trials with the National
Cancer Center.

We explored candidate markers that are associated with FROUNT expression levels based on RNA-seq data
from lung cancer specimens. Several markers expressed in tumor-associated macrophages have turned out to be
positively correlated with FROUNT expression levels. We also prepared a monoclonal antibody against FROUNT
to evaluate FROUNT expression in clinical samples. To optimize the safe and efficient administration of the drug,
we tested another form and administration protocol of the drug.

In conclusion, our research and development are progressing well and on schedule. We will continue to advance

the developmental phase of each target molecule through efficient collaboration with each organization.
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