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            Abstract
Metastatic progression of cancer is a complex and clinically daunting process1,2,3,4. We previously identified a set of human microRNAs (miRNAs) that robustly suppress breast cancer metastasis to lung and bone5,6 and which display expression levels that predict human metastasis. Although these findings revealed miRNAs as suppressors of cell-autonomous metastatic phenotypes, the roles of non-coding RNAs in non-cell-autonomous cancer progression processes remain unknown. Here we reveal that endogenous miR-126, an miRNA silenced in a variety of common human cancers7,8, non-cell-autonomously regulates endothelial cell recruitment to metastatic breast cancer cells, in vitro and in vivo. It suppresses metastatic endothelial recruitment, metastatic angiogenesis and metastatic colonization through coordinate targeting of IGFBP2, PITPNC1 and MERTKâ€”novel pro-angiogenic genes and biomarkers of human metastasis. Insulin-like growth factor binding protein 2 (IGFBP2) secreted by metastatic cells recruits endothelia by modulating IGF1-mediated activation of the IGF type-I receptor on endothelial cells; whereas c-Mer tyrosine kinase (MERTK) receptor cleaved from metastatic cells promotes endothelial recruitment by competitively antagonizing the binding of its ligand GAS6 to endothelial MERTK receptors. Co-injection of endothelial cells with breast cancer cells non-cell-autonomously rescues their miR-126-induced metastatic defect, revealing a novel and important role for endothelial interactions in metastatic initiation. Through loss-of-function and epistasis experiments, we delineate an miRNA regulatory networkâ€™s individual components as novel and cell-extrinsic regulators of endothelial recruitment, angiogenesis and metastatic colonization. We also identify the IGFBP2/IGF1/IGF1R and GAS6/MERTK signalling pathways as regulators of cancer-mediated endothelial recruitment. Our work further reveals endothelial recruitment and endothelial interactions in the tumour microenvironment to be critical features of metastatic breast cancer.
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                    Figure 1: 
                        Endogenous miR-126 suppresses metastatic colonization.
                      [image: ]


Figure 2: 
                        Endogenous miR-126 non-cell-autonomously suppresses endothelial recruitment by breast cancer cells.
                      [image: ]


Figure 3: IGFBP2, PITPNC1  and  MERTK  promote metastatic colonization and angiogenesis.[image: ]


Figure 4: 
                        IGFBP2 and MERTK mediate endothelial recruitment through IGF1/IGF1R and GAS6/MERTK pathways respectively.
                      [image: ]
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        Editorial Summary
Metastasis control by microRNA
Here, Png et al. show that endogenous miR-126 â€” a microRNA silenced in a variety of human cancers â€” suppresses the formation of breast cancer metastases through the suppression of several novel pro-angiogenic genes that help to recruit endothelial cells to support metastatic colony formation. By contrast, enhanced expression of genes normally regulated by miR-126 is associated with the likelihood of metastases.
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