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microRNASs that suppress cancer metastasis

<Abstract>

Metastasis is the major cause of mortality from solid cancers. Therefore, understanding its
process is critical for developing effective cancer therapeutics. Despite its clinical importance,
the molecular mechanisms underlying the metastatic process are still poorly understood. miR-
335 and 126 were previously identified as metastatic suppressors in breast cancer cells. miR-
335 expression, which reduces invasion and tumor initiation capacity, is down-regulated by a
combination of genomic and genetic alterations in highly metastatic cell populations as well as
in a large cohort of breast cancer patients. miR-126 reduces metastatic angiogenesis by
suppressing the expression of 3 target genes, IGFBP2, PITPNC1 and MERTK. IGFBP2
directly increases recruitment of endothelial cells to metastatic sites by promoting IGFI/IGFIR
activation. Increased PITPNC1 level assist IGFI-mediated endothelial recruitment by
promoting IGFBP2 secretion. In contrast to IGFBP2, MERTK suppress inhibitory signal for
endothelial recruitment. Here we identified a non-cell autonomous role for miR-126 in
regulating endothelial recruitment, angiogenesis and metastatic initiation.
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