
Confronto tra Edoxaban e antagonisti 
della vitamina K nei pazienti con 
fibrillazione atriale sottoposti a TAVI 

Risultati del trial ENVISAGE-TAVI AF  



Background 

• Atrial fibrillation occurs in approximately 33% of patients after transcatheter 
aortic-valve replacement (TAVR), and oral anticoagulation is generally 
recommended as treatment.  

• The effects of various antithrombotic strategies to prevent thromboembolic 
events with atrial fibrillation after TAVR have not been well studied.  

• A randomized trial showed that the addition of clopidogrel to oral 
anticoagulation in patients undergoing TAVR who had established 
indications for anticoagulation, predominantly atrial fibrillation, resulted in 
more bleeding complications. Non–vitamin K oral anticoagulants were 
prescribed in less than 33% of the patients in that trial; there was no 
comparison between regimens, and medications were mostly initiated 
before TAVR. 
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ENGAGE AF-TIMI 48 trial subanalysis: 191 pts with previous bioprosthetic valve implantation  
(131 mitral, 60 aortic) 
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Aim 

The aim of Edoxaban versus Standard of Care and Their Effects on 
Clinical Outcomes in Patients Having Undergone Transcatheter 

Aortic Valve Implantation–Atrial Fibrillation (ENVISAGE-TAVI AF) 
trial was to compare the efficacy and safety of edoxaban with 

those of vitamin K antagonists in patients with prevalent or 
incident atrial fibrillation after successful TAVR. 
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Methods 

• Multicenter, prospective, randomized, open-label, adjudicator-masked trial comparing edoxaban 
with vitamin K antagonists in patients with prevalent or incident atrial fibrillation as the indication 
for oral anticoagulation after successful TAVR.  

• Primary efficacy outcome: composite of adverse events consisting of death from any cause, 
myocardial infarction, ischemic stroke, systemic thromboembolism, valve thrombosis, or major 
bleeding.  

• Primary safety outcome: major bleeding.  

• On the basis of a hierarchical testing plan, the primary efficacy and safety outcomes were tested 
sequentially for noninferiority, with noninferiority of edoxaban established if the upper boundary of 
the 95% confidence interval for the hazard ratio did not exceed 1.38.  

• Superiority testing of edoxaban for efficacy would follow if noninferiority and superiority were 
established for major bleeding. 
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Screening, 
Randomization, 
and Treatment 

N Engl J Med 2021; 385:2150-2160 



Demographic and Clinical Characteristics of the 
Patients at Baseline (Intention-to-Treat Population) 
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Efficacy and Safety Outcomes (Intention-to-Treat 
Population) 
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Kaplan–Meier 
Curves for the 
Primary 
Outcomes and 
Other 
Outcomes 
(Intention-to-
Treat 
Population) 
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Hazard Ratio for the Primary Efficacy Outcome and 
Its Components (Intention-to-Treat Population) 
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the difference between groups was mainly due to more 

gastrointestinal bleeding with edoxaban  
(56 [5.4 per 100 person-years] vs. 27 [2.7 per 100 person-years]; hazard ratio, 

2.03; 95% CI, 1.28 to 3.22), 



Trial Drug Discontinuation  
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Concomitant Use of Oral Antiplatelet Drugs 
Throughout the Trial Period  
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Hazard Ratio of 
Clinical Events 

by Specified 
Antiplatelet 

Therapy 
(Intention-to- 

Treat)  
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Study limitation 

• Open-label design that entailed a risk of reporting bias regarding the trial 
outcomes.  

• The coronavirus disease 2019 pandemic affected the outpatient clinic 
follow-up routine and may have resulted in underassessment of laboratory 
data and mild-to-moderate clinical events.  

• The outcomes of death and trial-drug discontinuation may have been 
competing risks in relation to the outcomes studied (competing-risk 
analyses not permormed). 

• The trial results apply only to patients with AF, intermediate operative risk, 
and symptomatic aortic stenosis, and the trial involved a population of 
older adults who were undergoing TAVR.  
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Conclusion 

• In patients with mainly prevalent atrial fibrillation who underwent 
successful TAVR, edoxaban was noninferior to vitamin K antagonists 
as determined by a hazard ratio margin of 38% for a composite 
primary outcome of adverse clinical events.  

• The incidence of major bleeding was higher with edoxaban than with 
vitamin K antagonists. 
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