
Edoxaban nei pazienti
con episodi aritmici

atriali ad alta frequenza
Risultati del trial NOAH-AFNET 6



Background

• Oral anticoagulation with the use of vitamin K antagonists or 
direct-acting, non–vitamin K antagonist oral inhibitors of factor II 
or Xa (NOACs) reduces the risk of ischemic stroke among patients 
with atrial fibrillation (AF). 

• Implanted cardiac devices can record short episodes of atrial 
arrhythmias, which are referred to as subclinical atrial fibrillation 
or atrial high-rate episodes (AHREs). 

• Because cardiac electrical activity recorded during AHREs 
resembles that recorded during AF, some clinicians have initiated 
anticoagulant therapy in patients with AHREs, especially in those 
who have several clinical risk factors for stroke or in those who 
have AHREs that last longer than 24 hours.

• In the absence of AF, oral anticoagulation has generally not been 
effective for the prevention of stroke in patients who have had an 
embolic stroke of unknown source or in those with heart failure.
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Aim of the 
study

• The NOAH-AFNET 6 trial (Non–Vitamin K 
Antagonist Oral Anticoagulants in Patients 
with Atrial High Rate Episodes) was 
conducted to compare the efficacy and 
safety of oral anticoagulant therapy with the 
non–vitamin K antagonist edoxaban with the 
efficacy and safety of no anticoagulation in 
patients with AHREs who had clinical risk 
factors for stroke.



Methods
• Design: An event-driven, double-blind, double-dummy, randomized trial was conducted to assess the 

efficacy and safety of oral anticoagulation among patients ≥65 years of age who had AHREs lasting for ≥6 
minutes and who had at least one risk factor for stroke and no history of AF.

• Intervention: 2608 patients received either the oral anticoagulant edoxaban (60 mg) or placebo once 
daily. 

• Primary efficacy outcome: first occurrence of a composite of cardiovascular death, stroke, or systemic 
embolism

• Safety outcome: composite of death from any cause or major bleeding.



Enrollment, 
Randomization, 
and Follow-up



Demographic 
and Clinical 
Characteristics 
of the Patients 
at Baseline

• mean age: 78 years. 
• median duration of AHREs: 2.8 hours
• median number of AHREs: 2.8
• median CHA2DS2-VASc score: 4



Efficacy 
Outcomes



Primary Efficacy Outcome and Safety 
Outcome



Safety 
Outcomes



Limitations 
and 
remaining 
questions

The trial was stopped early, so it did not 
have sufficient power to detect or rule out a 
small beneficial effect of oral 
anticoagulation on the prevention of stroke.

Most of the patients were White and trom 
Europe, so the findings may not be 
generalizable to other racial and ethnic 
groups

Whether other non-vitamin K antagonist 
oral anticoagulants would lead to results 
similar to those of this trial is unknown.



Conclusions

• Among patients with AHREs but without 
atrial fibrillation, the incidence of a 
composite of cardiovascular death, stroke, or 
systemic embolism with edoxaban was not 
significantly different from that with 
placebo, but treatment with edoxaban led to 
a higher incidence of a composite of death 
or major bleeding.
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