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In an international, randomized, double-blind trial in patients completing 6 months’ standard anticoagulation, extended treatment for 18 months with the oral direct thrombin inhibitor ximelagatran significantly reduced the incidence of recurrent venous thromboembolism (VTE) compared with placebo. Complementary analyses were conducted to evaluate the full 18-month study period, including patients who discontinued study drug prematurely. Factors influencing the risk of recurrence or hemorrhage and impact on ximelagatran treatment were also evaluated. Cumulative risks of locally confirmed VTE and death were estimated using the Kaplan–Meier procedure and hazard ratios (HRs) using Cox proportional hazard modeling. In the complementary analysis the resulting cumulative risks of VTE (3.2% vs. 12.7%; P <0.0001) and pulmonary embolism (0.8% vs. 5.2%; P <0.0001) were significantly lower in the ximelagatran than in the placebo group. Death from any cause occurred in 10 and 12 patients, respectively (HR 0.83; P = 0.6658). In the placebo group the risk of recurrent VTE was significantly higher among men than women (HR 2.50), and in patients with >1 previous VTE (HR 1.73). The risk of bleeding was significantly higher among women than men in the ximelagatran (HR 1.49) and placebo (HR 1.48) groups, and in placebo-treated patients with initial pulmonary embolism (HR 1.53) versus initial deep-vein thrombosis. There were no significant interactions between treatment effect and any potential prognostic factor. Our complementary follow-up analysis thus confirms the benefit of oral ximelagatran, administered without coagulation monitoring or dose adjustment, for long-term secondary prevention of VTE in all subgroups of patients.

