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Goals for antithrombotic therapy are to prevent development and progression of thrombosis, promote dissolution or stabilization of acute and residual mural thrombus, and reduce death, myocardial infarction (MI), stroke, cardiothromboembolism, and, in patients undergoing percutaneous coronary intervention (PCI), reduce acute thrombosis and need for urgent revascularization.

Chronic coronary disease (CAD) evolves over decades and necessitates rigorous correction of all risk factors, especially hyperlipidemia, diabetes, smoking and hypertension to reduce the frequency and severity of atherothrombotic events.  Correction of coronary risk factors is also antithrombotic because it reduces the risk of thrombosis via all three factors described by Virchow---(1) Rheology: causes reduced  vasoconstriction and reduces shear force and platelet deposition, (2) Substrate: causes reduced thrombogenic arterial wall with reduced incorporation and exposure of lipid and tissue factor in all arteries, including the aorta and carotid arteries, and (3) Blood: causes reduced arterial-wall-platelet deposition and probably coagulability in large chambers, including dilated cardiac chambers.  Aspirin, clopidogrel or both reduce arterial thrombosis (as does fish oil when lowering HDL-cholesterol) but does not greatly reduce cardiothromboembolism. Warfarin at PT-INR of 2.5-3.0 reduces both arterial thrombosis and cardiothromboembolism in patients with LV dysfunction and/or atrial fibrillation.  Melagatran, the new oral direct-thrombin inhibitor, appears to reduce cardiothromboembolism, but its effect on platelet-rich arterial thrombus remains to be seen.

Acute coronary syndromes (ACS) are due to plaque disruption of a minor stenotic lesion in two-thirds of patients, plaque erosion of a modestly stenotic lesion in a third of patients and cardiothromboembolism in <5% of patients.  Acute therapy should include a heparin (r-hirudin for patients with heparin-induced thrombocytopenia, HIT), aspirin and clopidogrel for medical therapy plus a glycoprotein IIb/IIIa inhibitor for most patients undergoing PCI.  Improved long-term therapy for CAD post-ACS, includes aspirin plus clopidogrel for patients who don't require cardioembolic protection and warfarin to an INR 2.5-3.0 for those who do with care being taken to overlap the heparin with warfarin until the INR is therapeutic.

