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    Abstract
Cancer metastasis is a process in which a primary tumor spreads to form life-threatening metastases. Circulating tumor cells (CTCs) may arrest in distant organs and escape by crossing the endothelial barrier. We have previously demonstrated that blood flow controls sequential CTC arrest and stable adhesion to endothelial cells. We now aim at identifying the adhesion receptors involved in each step. Early arrest is mediated by the formation of adhesion of weak magnitude of forces depending on CD44 and integrin αvβ3. Stabilization of this arrest uses integrin α5β1 dependent adhesions with larger magnitude of forces, which allows arrested CTCs to resist the shear forces conveyed by the blood flow. Finally, blood flow favors luminal deposition of fibronectin by endothelial cells, an integrin α5β1 ligand. In conclusion, we identified the molecular partners that are sequentially exploited by CTCs to arrest in vascular regions with permissive flow regimes, before extravasation.
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