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Novel oral anticoagulants (NOACs) inhibit key enzymes in the 
coagulation cascade namely thrombin and activated factor X (FXa). 
NOACs already approved are the thrombin inhibitor dabigatran 
etexilate and the FXa inhibitors rivaroxaban and apixaban.  These 
drugs have been licensed for the treatment of deep vein thrombosis 
and for the treatment of non valvular atrial fibrillation. Non-valvular 
atrial fibrillation is a quite common arrhythmia and its prevalence 
increases with age. According to epidemiological data, non valvular 
atrial fibrillation is more common in people older than 80 years old. 
People suffering from atrial fibrillation have increased risk of embolic 
stroke. Chronic treatment with oral anticoagulants reduces the risk of 
stroke. Oral anticoagulation therapy is recommended for patients with 
two or more risk factors for thromboembolism in addition to  atrial 
fibrillation. Patients with  atrial fibrillation  and a single additional 
risk factor should be evaluated on an individual basis for the possible 
need of anticoagulant treatment. Anticoagulant treatment is not 
recommended for people with atrial fibrillation and no other risk 
factors. Until recently, patients with atrial fibrillation were treated 
with warfarin or closely related vitamin K antagonists. However, these 
medicines need tight coagulation monitoring as their pharmacokinetics 
cannot be predicted. 

In contrast with vitamin K antagonists, NOACs have rapid onset of 
action, short half-life in plasma, limited drug - drug interactions and no 
need of routine coagulation monitoring for dose adjustment, because 
their anticoagulant effect is sufficiently constant at fixed oral doses. Based 
on data from phase III randomized controlled trials comparing NOACs 
with warfarin, NOACs are at least as effective as warfarin for preventing 

ischemic stroke in patients with non-valvular  atrial fibrillation; they 
carry a lower risk of cerebral haemorrhage, especially intracranial 
haemorrhage and are more practical in use. Dose adjustment is needed 
for patients suffering from chronic renal insufficiency. Until now, there 
are no head to head comparisons between any two NOACs. 

It is well known, that, when a novel drug enters the market, the 
safety of the drug is not well established. NOACs are already prescribed 
to old patients with comorbidities who are often treated with multiple 
drugs. These people are often frail are not really represented in 
randomized controlled clinical trials. Thus, pharmacovigilance is 
crucial for the monitoring of the safety of these novel medicines. 
Gastrointestinal hemorrhage is the most common adverse event of 
these drugs. However non gastrointestinal haemorrhage could be 
anticipated. Non haemorrhagic adverse events are also possible. Liver 
failure has been reported as an adverse event associated with the use of 
NOACs. Yet, given that NOACs are prescribed for prophylaxis and not 
for treatment, safety concerns always exist.

Physicians should be familiar with the pharmacology of NOACs, 
dose adjustments, contra-indications, drug-drug interactions. They 
should follow patients treated with NOACs and they should report 
any possible adverse event to appropriate pharmacovigilance agents. 
Patients should also be well informed for the possible adverse events. 
All the medical community and the patients should contribute to 
the demonstration of the safety of the NOACs through their active 
involvement to pharmacovigilance efforts.
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