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Individualized dosing of direct oral anticoagulants using blood drug
concentration
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Dabigatran etexilate (DABE% is an oral anticoagulant, and its excessive
anticoagulant effect leads to increase a risk of bleeding. Plasma concentrations of dabigatran, an
active moiety of DABE, are increased by renal impairment (RI) or coadministration of a
P-glycoprotein (P-gp) inhibitor. Dose reduction from 150 mg b.i.d. to 110 mg b.i.d. is recommended
when the patients have either risk factor, moderate Rl or co-administration of P-gp inhibitors. The
combined effects of drug-drug interactions (DDIs) and Rl have not been evaluated by means of
clinical studies. Among patients with co-administration of P-gp inhibitors, activated partial
thromboplastin time was significantly prolonged in moderate RI patients than that in healthy group.
Physiologically based pharmacokinetic modeling for DABE revealed that the moderate Rl population
required a further dose reduction (75 mg b.i.d.) to decrease the risk of major bleeding when
coadministered with multiple verapamil doses.
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