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Cancer-associated fibroblasts (CAFs) enhance tumor progression through secretion of
soluble factors. However, there have been no systematic studies of CAFs in diffuse-type
gastric cancers (DGCs). We investigated the characteristics and functional roles of CAFs in
DGCs using comprehensive genomic approach. We established primary fibroblasts from
more than 100 GC patients. Normal fibroblasts (NFs)/(CAFs were subjected to Exome and
RMNA sequencing, and the candidates for functional assay were selected and examined the
roles for GC tumor progression. CAFs showed invasive molecular pattern and high motility
in extracellular matrix (ECM). We identified RHEDF2 as a mediator of TGF-§ signaling and
an enhancer of CAF motility and demonstrated that RHBDF2 regulates type | TGF-
receptor (TERI) cleavage through tumor necrosis factor (TNF )-a converting enzyme (TACE)
activity. Moreover, high-motility CAFs confer on DGC cells the ability to invade ECM.
Furthermore, we recently found that particular cytokines induce RHBDF2 up-regulation and
subsequent cellular senescence in CAFs. The expression of these cytokines in GC tissues
was significantly associated with poor prognosis of GC patients. Here, we will discuss
about potential molecular mechanisms by which CAFs assist DGC progression.
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