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Background: Although antiphospholipid antibodies (aPL) have been associated with vascular occlusive events, their role as a marker for recurrent events is less clear. Methods: We evaluated the significance of aPL in a large ischemic stroke cohort. The Warfarin Aspirin Recurrent Stroke Study (WARSS, N=2,206 at 48 sites) was a randomized, double-blind clinical trial comparing adjusted-dose warfarin (target INR 1.4-2.8) and aspirin (325 mg/d) conducted from June 1993 through June 2000. 44 WARSS sites enrolled 1770 WARSS patients in the Antiphospholipid Antibodies and Stroke Study (APASS). aPL (both lupus anticoagulants [LA] and anticardiolipin antibodies [aCL]) were determined at baseline using a centralized, standardized laboratory. The APASS primary endpoint was the occurrence of any arterial or venous thrombo- occlusive event (TOE) over 2 years of follow-up. All events were adjudicated by reviewers who were blinded to treatment and aPL status. Results: 720 subjects (40.7%) were aPL+ (positive on aCL and/or LA) and 1,050 were aPL-. After risk factor adjustment (Cox model), there was no observed increase in the risk of recurrent TOE associated with aPL+ in either the warfarin arm (26.2% from Kaplan-Meier curve at 2 years for aPL+ vs. 26.2% for aPL-, RR 0.99, 95% CI 0.75-1.31, p = 0.94) or the aspirin arm (22.2% for aPL+ vs. 21.8% for aPL-, RR 0.95, 95% CI 0.70-1.28, p = 0.71). There was no interaction of treatment with aPL status (p = 0.91). Warfarin patients who were both aCL+ and LA+ tended to be at greatest risk for TOE than warfarin patients who were negative on both aCL and LA (35.9% vs. 26.2%, RR 1.47, 95% CI 0.91-2.36, p = 0.11, not significant). There was evidence of an interaction between LA and aCL in the warfarin arm (p = 0.07). Conclusions: Among ischemic stroke patients, aPL positivity at baseline neither increases the risk of subsequent TOE over 2 years, nor generates a differential response to aspirin or adjusted-dose warfarin therapy (median INR 2.09 in WARSS). The significance of immunoreactivity to more than one aPL warrants further study.

