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            Summary of the dissertation 

Atrial fibrillation (AF) is the most common cardiac arrhythmia in adults and 

is associated with an increased risk of stroke, where anticoagulation 

therapy has proven to be effective and lifesaving. Although direct oral 

anticoagulants (DOACs) have become the first choice for stroke prevention 

in most patients with AF, several challenges occur with the use of these 

agents complicating their safe and efficacious use by health care 

professionals as well as patients. 

First, this dissertation showed that inappropriate prescribing of DOACs is 

still common with underdosing being more prevalent than overdosing. The 

complexity of appropriate DOAC dosing, depending on aspects such as 

therapeutic indication, co-medication, renal function and other patient-

related factors such as age and/or weight, as well as the setting where 

therapy with DOACs is initiated (prehospital vs. hospital) contributed to 

prescribing errors. Underestimation of the necessity for dose reduction and 

insufficient attention for an impaired renal function may be explanations in 

case of overdosing, whereas fear for bleeding and insufficient knowledge of 

the set of conditions requiring a dose reduction may lead to underdosing. 

In addition, we assessed determinants for under- and overdosing of DOACs 

in AF patients. Moreover, we showed that interventions by clinical 

pharmacists were highly accepted and can reduce inappropriate 

prescribing, strengthening the recommendation that clinical services led by 

pharmacists can play an important role in assisting physicians during the 

prescription process of high-risk medications such as the DOACs. 

Furthermore, we showed that the adherence rate to the DOACs among AF 

patients is suboptimal with assessment of determinants for suboptimal 

DOAC adherence. Based on pharmacovigilance data, we compared the 

gastrointestinal safety profile of the DOACs. Our work provides 

recommendations and strategies to improve appropriateness of prescribing 

and drug adherence amongst patients treated with DOACs. 
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