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Elucidation of the molecular mechanism of cancer-related fibroblast induction
and regulation of the tumor microenvironment based on its inhibition
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Tumor microenvironment is composed of various cell types, of which
cancer-associated fibroblasts (CAFs) are the major component. CAFs originate from resident
fibroblasts, mesenchymal stem cells, epithelial cells and adipocytes, influence tumor growth by
secreting inflammatory cytokines and growth factors. However, the molecular mechanism of which
regulate the conversion from stromal cells into CAFs remains unclear. In this study, we found that
soluble factors secreted from malignant osteosarcoma cells enhanced F-actin polymerization and the
transcriptional activity by MKL1 in adipocytes, induced the dedifferentiation and further the
conversion of these cells into CAF-like cells. These findings suggest that MKL1 acts as a master
regulator of the conversion of stromal cells.
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