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Controversial issue in definition of 
nonvalvular AF

The 2008 ACCP Guidelines contemplate ad hoc recommendations for patients 
with valvular heart disease and AF, including mitral stenosis and prosthetic 
heart

We propose the term ‘mechanical and rheumatic mitral valvular AF’
(acronym: MARM-AF) as an accurate description of a disease entity
worthy of being kept separated from other forms of AF, but with possible
internal differences between the two conditions here encompassed.



Definition of Non-Valvular AF
• Patients with AF in the setting of certain valvular disease were 

excluded from these trials: in RE-LY, patients with a history of heart 
valve disorder (i.e., prosthetic valve or hemodynamically relevant 
valve disease);1, 4 in ROCKET, patients with hemodynamically
significant mitral valve stenosis or prosthetic heart valve 
(annuloplasty with or without prosthetic ring, commissurotomy
and/or valvuloplasty were permitted);2in ARISTOTLE, patients with 
clinically significant (moderate or severe) mitral stenosis, or 
prosthetic mechanical heart valve.3

• Thus, dabigatran, rivaroxaban, and apixaban have been indicated 
specifically for non-valvular AF. The rationale for excluding patients 
with mitral stenosis was the associated high risk, as well as the 
potential need for surgery or intervention, during the trials. Patients 
with prosthetic heart valves were excluded based on their existing 
need for long-term anticoagulation.



Definition of Non-Valvular AF
• Outside of the clinical trials, NVAF has not been well defined. The 

FDA has attempted to communicate the valvular considerations for 
these drugs in the prescribing information. Per the FDA, dabigatran
is contraindicated in patients with mechanical prosthetic heart 
valves (as a result of the early termination of the RE-ALIGN study);5, 

6 additionally, it cannot be recommended in patients with 
bioprosthetic valves.7Valvular considerations are not described by 
the FDA for rivaroxaban.8 With apixaban, the FDA reports that it is 
not recommended for use in patients with prosthetic heart valve.9

• A clearer definition of NVAF for guiding the clinical use of 
dabigatran, rivaroxaban, and apixaban is in order, and proposed 
herein. Based on the clinical trial designs for these agents1-4 and the 
current FDA guidelines,7-9 NVAF is defined as atrial fibrillation 
without the presence of hemodynamically relevant mitral valve 
stenosis or prosthetic heart valve (mechanical or biological). Thus, 
the presence of mitral valve stenosis or prosthetic heart valve is 
absolutely contra-indicated with dabigatran, rivaroxaban, and 
apixaban. Vitamin K antagonists are the only oral anticoagulants 
approved for long-term anticoagulation in patients with mechanical 
or biological prosthetic heart valves or hemodynamically significant 
mitral stenosis.



ESC 2012 guidelines: selection of 
patients for OACs

Non-valvular atrial fibrillation Valvular atrial fibrillation

< 65 years and lone AF including women

Stroke risk assessment using CHA2DS2-VASc 

0 1 ≥2

Assess bleeding risk (HAS-BLED score); 
consider patient  values/preferences 

New oral anticoagulant; 
rivaroxaban, dabigatran

apixaban
Vitamin K antagonistNo antithrombotic therapy

Oral anticoagulant

Yes

Camm AJ et al. Eur Heart J 2012 Slide line preferred; dotted line alternative 24
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