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The clinical outcome of a thrombotic event is determined by the balance between thrombus formation and efficacy of endogenous thrombolytic processes. Spontaneous lysis is an important defense mechanism against lasting vessel occlusion. The ideal assessment of thrombotic risk should not only assess platelet function, but also endogenous thrombolytic status. Although individual components of the fibrinolytic system can be measured (PAI-1, TAFI), overall fibrinolytic status has traditionally been difficult to ascertain. Furthermore, clot structure (density and structure of fibrin fibres) is also an important determinant of endogenous thrombolysis. The Global Thrombosis Test is a novel automated point-of-care test that can assess endogenous thrombolysis using native blood. Endogenous thrombolysis is frequently impaired in patients with acute coronary syndrome and is a significant and independent predictor of major adverse cardiovascular events, including cardiovascular death and nonfatal MI. Some 40% of patients with end-stage renal disease exhibit impaired endogenous thrombolysis, which is associated with a 4-fold increase in MACE, driven by AMI and CV death, and 9-fold increase in peripheral vascular events including fistula thrombosis. In patients presenting with ST-elevation MI, enhanced (rapid) endogenous thrombolysis is associated with spontaneous ST-segment resolution, TIMI 3 flow pre-PPCI and favourable outcome. Conventional antiplatelet agents (aspirin, P2Y12 inhibitors) have no effect on fibrinolysis inhibitors (TAFI, PAI-1) or clot structure; and thus do not affect endogenous thrombolytic activity. Thrombin inhibitors inhibit TAFI and alter clot structure, making the clot more accessible to lysis and may favorably alter endogenous thrombolytic status. Impaired endogenous thrombolysis is an easy to measure, novel risk factor for adverse cardiovascular events, whose clinical usefulness in identifying patients at risk of thrombosis and bleeding requires further studies. Favorably modifying the thrombotic profile of those with impaired endogenous thrombolysis through pharmacological interventions, and the effect of this on clinical outcomes, requires further exploration. 

