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Abstract:  The new direct oral anticoagulants are increasingly entering the medical practice 
and successfully replacing the indirect oral anticoagulants. Coumarin anticoagulants 
have significant limitations, including slow onset of action, narrow therapeutic win-
dow, diet and medication constraints, frequent laboratory observations and in-
creased bleeding risk. New direct oral anticoagulants have a fixed daily dose, pre-
dictable anticoagulant response, rapid onset and end-of-action, and lack of monitor-
ing. The risk of life-threatening bleeding is always present with any anticoagulation 
therapy. About 1-4% of patients treated with direct oral anticoagulants develop life-
threatening or uncontrollable hemorrhage in cases of overdose, trauma or emer-
gency surgery. Hence the need for an effective antidote to restore normal hemo-
static processes exists. Today we have three specific antidotes for reversing the an-
ticoagulant effect of direct oral anticoagulants. Idarucizumab is a fragment of a hu-
manized monoclonal antibody (Fab) designed to rapidly reverse the anticoagulant 
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effect of Dabigatran. Andexanet Alfa is a recombinant inactive form of factor Xa that 
turns the anticoagulant effect of direct factor Xa inhibitors and factor Xa inhibitors 
that act by AT-III (low molecular weight heparins and unfractionated heparin). 
Ciraparantag is a small synthetic and cationic molecule that is a universal antidote 
for all known oral and parenteral direct anticoagulants. These agents can be used in 
patients with life-threatening bleeding such as intracranial hemorrhage, retroperito-
neal hemorrhage, and the patients requiring emergency surgery. 
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