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Acidic microenvironment

0 t promotes lymphatic metastasis via the functional changes
of lymphatic endothelial cells
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o ____Human lymphatic endothelial cells (HDLEC) expressed several acid receptors.
Acidic treatment significantly induced the expression of VCAM-1, and this effect was reduced by

knockdown of acid-sensing receptor GPR4. In addition, adherence of cancer cells expressing VLA-4 to
HDLEC was accelerated by acidic treatment, and the treatment of anti-VCAM-1 antibody inhibited this
effect. These results suggest that acidic microenvironment induce VCAM-1 expression via GPR4 on
lymphatic endothelial cells and enhance adhesion of cancer cells to promote lymph node metastasis.
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