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Identification of tumor antigens that activate immune responses in heterogeneous
breast cancers
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Intratumor hetero?eneity is a critical factor in cancer progression and
therapeutic resistance. To clarify the molecular mechanisms of immunotherapies aimed at eradicating
breast cancer, we established various mouse models that reflect the tumor microenvironment (TME),
including the immune system. Based on our lung adenocarcinoma mouse models, we found that the TME
induced solid-to-acinar transition (SAT) in lung cancer cells and that SAT contributes to tumor
heterogeneity. The tumor tissues that formed in our cholangiocarcinoma mouse models were
heterogeneous tissue rich in stroma containing fibroblasts and immune cells in addition to cancer
cells, and is very similar to the histopathological features of human cholangiocarcinoma. We also
reported that the interactions between cancer cells and cancer-associated fibroblasts are involved
in tumor immunosuppression in heterogeneous tumor tissues.
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