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Development of treatment strategy based on stromal reaction in hormone
recepotr-positive breast cancer
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A bilateral co-culture system for cancer cells and stromal cells has been
established. The response to endocine therapy (estrogen depletion) and concomitant use of mTOR
inhibitors was investigated using breast cancer cell lines and mammary gland-derived fibroblasts.
Gene expression profiles were analyzed by RNA sequencing of cells and metabolomic analysis of
metabolites in culture supernatant was perfomed. Candidate molecules and candidate signaling
pathways that may be involved in the therapeutic effect of hormone therapy were analyzed, as well as

molecules and pathways that may be involved in the therapeutic effects of everolimus and resistance
to treatment.
A clinical trial of preoperative endocrine therapy plus CDK4/6 inhibitor was completed and the
results were reported at the international conference.
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