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Abstract

Although immune checkpoint inhibitors (ICIs) are available for treatment of triple negative breast cancer (TNBC), their efficacy is limited,
and novel therapeutic strategies to enhance the efficacy of ICIs are needed. In this study, we aimed to develop a novel immunotherapy
using intratumor injection of epigenetic modulators, which regulate histone modification or DNA methylation. On the other hand,
epigenetic modulators are still not available for breast cancer. In clinical practice, ICIs are used in combination with chemotherapeutic
agents. Hence, to identify chemotherapeutic agents that can enhance the efficacy of ICIs will lead to the development of more effective
treatment for TNBC. We analyzed the effects of microtubule inhibitors, eribulin and paclitaxel, on immune cells in order to identify
chemotherapeutic agents that can better influence the immune system of the tumor host as a preliminary step in the development of local
epigenetic therapy. Peripheral blood mononuclear cells obtained from healthy human and mouse splenocytes were activated in vitro and
simultaneously treated with eribulin and paclitaxel. Cell proliferation and alteration of surface marker expression were analyzed. Cell
proliferation was inhibited by paclitaxel, but not by eribulin. Administration of eribulin promoted the proliferation of CDS8T cells, among
which the CD45RA+CD45RO- cell ratio was increased. Furthermore, in co-culture studies with TNBC cell lines, eribulin enhanced the
cytotoxicity of activated T cells. Eribulin may be useful in combination with ICIs, and efficacy of local epigenetic can be also enhanced in

combination with eribulin. we will continue to explore the novel therapeutic strategy to TNBC.
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