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Warfarin is superior to antiplatelet therapy for stroke prevention in patients with atrial fibrillation (AF).  Despite its superiority, warfarin is underutilized, particularly in elderly AF patients. This underuse reflects, at least in part, the limitations of warfarin.  These include a slow onset of action and variable dosage requirements because common genetic polymorphisms affect warfarin metabolism.  In addition, multiple drug-drug interactions and variable dietary vitamin K intake can increase or decrease the anticoagulant effects of warfarin.  Because warfarin has a narrow therapeutic window, monitoring is necessary to ensure that a therapeutic anticoagulant effect is maintained. Monitoring is both cumbersome and costly for the healthcare system.  New oral anticoagulants have been developed to overcome the limitations of warfarin. Targeting factor Xa or thrombin, these drugs produce a predictable anticoagulant response and can be given in fixed doses without monitoring.  Rivaroxaban and apixaban are the oral factor Xa inhibitors in most advanced stages of development, whereas dabigatran etexilate is an oral direct thrombin inhibitor. In phase III trials, rivaroxaban was superior to enoxaparin for thromboprophylaxis after hip or knee replacement surgery, whereas dabigatran etexilate was non-inferior.  Ongoing phase III trials are comparing these agents with warfarin for stroke prevention in AF patients.  If these new drugs are superior to warfarin in terms of efficacy and/or safety, they are likely to replace warfarin.  Even if they are non-inferior to warfarin, they will simplify anticoagulation therapy in AF patients.

