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Cancer-associated fibroblasts (CAFs) play a central role in the TME and have
been reported to provide suitable conditions for the progression of esophageal cancer, similar to
their role in other malignancies. We used clinical samples of esophageal cancer to reveal that CAFs
promote lymph node metastasis and subsequently verified the intercellular relationships in vitro and
in vivo using an orthotopic metastatic mouse model. In the analysis of clinical samples, FAP+ CAFs

were strongly associated with lymph node metastasis rather than with other prognostic factors.
Furthermore, CAFs affected the ability of esophageal cancer cells to acquire metastatic phenotypes
in vitro; this finding was confirmed by data from an in vivo orthotopic metastatic mouse model

showing that the number of lymph node metastases increased upon injection of co-cultured cancer
cells and CAFs.
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