


Background

• European guidelines do not recommend the use of carbamazepine,
levetiracetam, phenobarbital, phenytoin,topiramate and valproic acid
in patients taking direct oral anticoagulants (DOACs).

• These recommendations are based on expert opinions, DOAC
summary of product characteristics and on animal or in vitro studies.

• Little is known regarding the clinical relevance of the interaction
between DOACs and antiepileptic drugs (AEDs).



Aim of the study

• The aim of the study was to evaluate the incidence of
thromboembolic and bleeding events in a cohort of patients with
non-valvular AF concurrently treated with AEDs and DOACs.



Methods

• Consecutive patients with non-valvular AF treated with DOACs and
AEDs were prospectively included in on-going prospective cohorts
from 2014 to December 2018 .

• The patients were prospectively observed until January 2020.

• The primary effectiveness outcome was the composite of ischaemic
stroke, transient ischaemic attack (TIA) and systemic embolism (SE).

• The primary safety outcome was major bleeding (MB).



Results (I) 

• 91 patients.

• Mean age was 78 ± 9.5 years, 45 (49.5%) patients were female and 44
(48%) had a previous stroke or TIA.

• 41 (45%) were on treatment with levetiracetam, 20 (22%) with
valproic acid, 11 (12%) with phenobarbital, 10 (11%) with
carbamazepine and 9 patients (10%) with other AEDs.

• Median follow-up was 17.5 ± 14.5 months.



Results (II)

• During the study period, ischaemic stroke/TIA/SE occurred in 9
patients (5.7% patient-year).

• No differences were observed in terms of risk of ischaemic stroke
between patients treated with enzyme-inducing AEDs and patients
treated with other AEDs (log-rank = 0.342).

• MB occurred in 3 patients (1.9% patient-year).









Conclusions

• In this prospective study, patients with non-valvular AF treated with
DOACs and antiepileptic drugs appear to have a relatively high rate of
thromboembolic events.

• These findings suggest that the interaction between AEDs and DOACs
might be of high clinical relevance.

• Indeed, caution is needed when prescribing AEDs to patients on
concomitant treatment with DOACs.


