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The microRNA expression in lymph node metastasis of gastric cancer
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We confirmed that decreased expression of CDX2 by immunohistochemistry was
associated with poor cancer-specific survival in our 210 gastric cancer cases, consistent with several
previous studies. We further investigated the mechanisms of CDX2 suppression, including the IL-6/STAT3
and p53 pathways. We confirmed that CDX2 was suppressed by activation of the IL-6/STAT3 pathway via
miR-181b in vitro. We further revealed that gastric cancers, particularly those that are
undifferentiated, with CDX2-negative expression are associated with p53-negative staining. The activation
of the IL-6/STAT3 pathway suppressed miR-34a, which is induced by p53, suggesting that the activation of
this inflammation signaling pathway suppresses the p53 pathway in tumors without TP53 mutation, resulting
in poor prognostic outcome. In conclusion, the activation of the IL-6/STAT3 pathway contributes to
gastric carcinogenesis through suppression of CDX2 and inactivation of p53, resulting in poor prognostic
outcome.
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