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Molecular analysis of lymph node metastasis via the crosstalk with acidic
microenvironment

Nakanishi, Masako

3,700,000
HDLEC) pH6.4 HDLEC
VEGF-C VEGF-D IL-8
IL-8
HDLEC Trpvl NF-kB

Local acidosis is one of the characteristics of cancer microenvironment. In
the present study, | focused on the effects of acidosis on human dermal lymphatic endothelial cells
(HDLEC) to assess the relationship between acidic microenvironment and lymph node metastasis.

Acidic stimulation with low pH medium significantly promoted cellular growth and tube formation.
Moreover, real-time PCR revealed that acidic conditions increased the mRNA expression of IL-8.
Acidic stimulation increased IL-8 production in HDLEC, whereas a selective Trpvl antagonist
decreased it. IL-8 accelerated the proliferation of HDLEC, and inhibition of IL-8 diminished tube
formation and cell migration. In addition, phosphorylation of NF-kB was induced by acidic
conditions, and inhibition of NF-kB activation reduced acid-induced IL-8 expression. These results
suggest that acidic microenvironment in tumors induce lymphangiogenesis via Trpvl activation in
HDLEC, which in turn may promote lymphatic metastasis.
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