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            Abstract
Platelet aggregation at sites of vascular injury is essential for hemostasis and arterial thrombosis. It has long been assumed that platelet aggregation and thrombus growth are initiated by soluble agonists generated at sites of vascular injury. By using high-resolution intravital imaging techniques and hydrodynamic analyses, we show that platelet aggregation is primarily driven by changes in blood flow parameters (rheology), with soluble agonists having a secondary role, stabilizing formed aggregates. We find that in response to vascular injury, thrombi initially develop through the progressive stabilization of discoid platelet aggregates. Analysis of blood flow dynamics revealed that discoid platelets preferentially adhere in low-shear zones at the downstream face of forming thrombi, with stabilization of aggregates dependent on the dynamic restructuring of membrane tethers. These findings provide insight into the prothrombotic effects of disturbed blood flow parameters and suggest a fundamental reinterpretation of the mechanisms driving platelet aggregation and thrombus growth.
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                    Figure 1: Shear microgradients promote platelet aggregate formation in vivo.[image: ]


Figure 2: Platelet aggregation induced shear microgradients occurs independently of ADP, TXA2 and thrombin.[image: ]


Figure 3: Stabilized discoid platelet aggregation is a general feature of thrombus development.[image: ]


Figure 4: The magnitude and spatial distribution of the shear microgradient directly affects platelet aggregate size.[image: ]


Figure 5: Stabilized discoid platelet aggregation occurs via restructuring of membrane tethers.[image: ]


Figure 6: Working model of shear microgradient platelet aggregation.[image: ]
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