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Clinically relevant bleeding events during antithrombotic treatment are of concern for patients and physicians. Dabigatran etexilate is a new oral direct thrombin inhibitor approved for the prevention of VTE in patients with hip-knee replacement in EU and prevention of stroke in patients with atrial fibrillation in the US/Canada. The effect of Beriplex® on surgically-induced renal injury was investigated in rabbits after dabigatran overdosing. The coagulation system was monitored by ROTEM, thrombin generation assay, prothrombin time. Hemostasis was monitored via bleeding time (BT) and volume of blood loss (BV).Spiking in plasma from dabigatran-treated rabbits showed a dose-dependent peak thrombin level decrease. This information was used for dose calculation. Animals were treated intravenously and allocated to group: I isotonic saline (n=8); II dabigatran 0.4 mg/kg (n=5); III dabigatran 0.4 mg/kg + Beriplex P/N 20 IU/kg (n=5), IV dabigatran 0.4 mg/kg + Beriplex P/N 35 IU/kg (n=5), and V dabigatran 0.4 mg/kg + Beriplex P/N 50 IU/kg (n=5). Time to TH and BL were observed up to 30 min following a standardized kidney incision injury. Dabigatran increased BL and TH to 29.0±11.8 mL and 21.4±8.5 min, respectively. Beriplex P/N 20 IU/kg had no influence on BL (30.6±21.2 mL) and TH (18.4±6.8 min). Whereas Beriplex P/N given at a dose of 35 IU/kg and 50 IU/kg decreased BL (10.2±2.7 mL; 5.0±1.6 mL) and TH (11.3±1.2 min; 6.4±2.3 min) dose-dependently. It was demonstrated that Beriplex P/N inhibited dabigatran-induced bleeding in a dose-dependent way. 50 IU/kg Beriplex P/N reduced bleeding near normal values. This indicates that Beriplex P/N has the potential as an antidote for dabigatran.

