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risk associated with time-to-drug interactions (TDIs) and the
corresponding therapeutic effects of short-term exposure to warfarin

in patients taking clopidogrel with or without a P2Y12 inhibitor.
Recent prospective evidence suggests that warfarin and the

antiplatelet drugs clopidogrel and prasugrel may interact, increasing
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the risk of bleeding. However, the impact of time-to-drug interactions
(TDIs) on clinically relevant outcome measures (i.e. recurrent

thromboembolism) has not been addressed. This study used a
clinical study database to investigate the relationship between TDI
and bleeding risk with warfarin, clopidogrel, or both in patients with
atrial fibrillation. We identified 2,885 patients exposed to warfarin,

with or without a P2Y12 inhibitor, and with and without concomitant
clopidogrel therapy, who were part of three prospective, non-

interventional trials. The main outcome measure was recurrent
vascular events. TDIs of warfarin were defined as a delay in onset of

>/=3 days for a half-life of warfarin of 10-15 days. A total of 2,972
TDIs were identified in 2,885 patients (average age, 74.2 years; 54%
male). In contrast to previous data, the risk of post-stroke/systemic

embolism was not significantly increased after a TDI of warfarin. This
negative result most likely relates to the retrospective nature of the

analysis, in that the comparators were defined as the clinical
endpoints (i.e. not TDI). In the prospective analyses, TDIs were also

not associated with an increased risk of clinical bleeding. The
independent risk of recurrent vascular events was increased

following TDIs of warfarin by a factor of 1.4, which was comparable
to the rates reported in the clinical trials. Our results suggest that, in
a clinical setting, drug-drug interactions (whether pharmacokinetic or
pharmacodynamic) may not be as relevant as previously thought. In

addition, TDIs have no deleterious effects on clinical
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