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Role of tumor-associated macrophages in the acquisition of cancer cell stemness
and its application for anti-tumor therapy
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Chemoresistance of cancer cells is a leading cause of chemotherapy and
molecular target therapy against tumors. The purpose of the present study was to clarify the
mechanism by which tumor-associated macrophages $TAMS) induce the acquisition of cancer cell
stemness and promote the tumorigenic potential of cancer cells. Here we showed that IL-6 and HB-EGF
derived from TAMs induce acquisition of cancer cell stemness and enhance the tumorigenicity of
cancer cells. The tumorigenicity of cancer cells in mice that have IL-6-depleted or HB-EGF-depleted
macrophages was significantly lower than that in wild-type mice. These results indicated that both
IL-6 and HB-EGF derived from TAMs play a crucial role in cancer cell stemness and augment of
tumorigenic potential of cancer cells, and suggested that targeted depletion of both IL-6 and HB-EGF

may become a therapeutic modality for tumors.
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