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This study investigated the growth-signaling of gastric cancer (GC) cells in
focus on the interaction with cancer-associated fibroblasts (CAFs) and gastric cancer (GC) cells under
normoxia and hypoxia. Nine cell lines, including four diffuse-type GC cell lines, two intestinal-type GC
cell lines, and three CAF cell lines were used. Cells were examined for expression CXCR4, FGFR2 and SDF1.
CXCR4 expression by diffuse-type GC cells was significantly increased in hypoxia, while FGFR2 expression
was decreased. FGFR2 inhibition significantly decreased the activity of CAFs for diffuse-type GC cells in
normoxia but not in hypoxia. In contrast, CXCR4 inhibition significantly decreased the activity of CAFs
in hypoxia. HIF1 siRNA significantly decreased both CXCR4 expression by diffuse-type GC cells and SDF1
production by CAFs. These findings suggest that diffuse-type GC cells might switch their driver pathways
from FGFR2 signaling to SDF1/CXCR4 axis through HIF1 in hypoxic microenvironments.
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