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Recently, there have been major 
advances in the anticoagulation 
treatment options available to use 

in patients presenting with atrial fibrilla-
tion (Saraf et al, 2014). New oral antico-
agulants are an alternative to vitamin K 
antagonists for the prevention of stroke 
in patients with non-valvular atrial fibril-
lation. However, non-valvular atrial 
fibrillation is not clearly defined in 
updated National Institute for Health 
and Care Excellence guidelines (Jones et 
al, 2014). To define this group of non-
valvular atrial fibrillation patients, a 
deeper understanding of inclusion and 
exclusion criteria for all the related trials 
is needed. 

Who was in and who was out?
Patients with mechanical heart valves or 
haemodynamically significant mitral ste-
nosis were excluded from all three major 
trials for new oral anticoagulants – 
RE-LY (for dabigatran) (Connolly et al, 
2010), ROCKET AF (for rivaroxaban) 
(Hacke et al, 2011), and ARISTOTLE 
(for apixaban) (Granger and Alexander 
2011). 

In terms of precise exclusion (or defin-
ing patients with valvular atrial fibrilla-
tion), each trial differed: the ROCKET-
AF excluded patients with haemodynami-
cally significant mitral stenosis or patients 
with a prosthetic heart valve (annulo-
plasty with or without prosthetic ring, 
commissurotomy and/or valvuloplasty), 
the RE-LY trial excluded patients with a 
history of heart valve disorder (i.e. pros-
thetic valve or haemodynamically relevant 
valve disease) and the ARISTOTLE trial 
excluded patients with moderate to severe 
mitral stenosis or patients with a pros-
thetic heart valve. 

Furthermore the RE-ALIGN trial 
(Eikelboom et al, 2013), a study to evalu-
ate the safety of oral dabigatran vs warfa-
rin in patients after heart valve replace-
ment, was stopped early because patients 
taking dabigatran were more likely to 

experience strokes, myocardial infarction 
and thrombus formation on the mechan-
ical heart valves than patients taking 
warfarin. There was also more bleeding 
after valve surgery in the dabigatran 
group, thus dabigatran is contraindicated 
for use in patients with mechanical heart 
valves. 

Similar drug safety and efficacy infor-
mation is lacking for the other two new 
oral anticoagulants – rivaroxaban and 
apixaban – in patients with mechanical 
heart valves. None of the new oral anti-
coagulants have been studied in patients 
with bioprosthetic heart valves. None of 
the above mentioned three major trials 
included pregnant or lactating women, 
children, patients with reversible causes of 
atrial fibrillation, or patients with severe 
hypertension (systolic blood pressure 
>180 mmHg or diastolic blood pressure 
>100 mmHg). Patients with a recent 
stroke, with significant liver disease, and 
complex patients with multiple comor-
bidities were also excluded from all trials. 

American Heart Association guidelines 
for the management of patients with 
atrial fibrillation (January et al, 2014) 
defined ‘non-valvular atrial fibrillation’ as 
atrial fibrillation in the absence of rheu-
matic mitral stenosis, a mechanical or 
bioprosthetic heart valve and mitral valve 
repair. The description of rheumatic 
mitral stenosis in the American Heart 

Association guidelines also remains 
unclear; however, after careful review of 
the trials, one may concur that it refers to 
‘haemodynamically’ significant rheumat-
ic mitral stenosis (relying on clinical his-
tory and echocardiographic findings). 
Also, it is not yet clear if patients with 
other types of significant valvular heart 
disease (non-rheumatic significant mitral 
stenosis, moderate to severe aortic steno-
sis, severe mitral regurgitation and severe 
tricuspid regurgitation) should be referred 
to as having ‘non-valvular’ or ‘valvular’ 
atrial fibrillation for the consideration of 
anticoagulation. 

Conclusions
As new oral anticoagulants have been 
approved for use by the National Institute 
for Health and Care Excellence and pre-
scriptions for these are on the rise across 
the UK, a cautious approach to patient 
selection should be adopted, as a large 
cohort of this patient population with 
atrial fibrillation will be in the unclearly 
defined (valvular or non-valvular) catego-
ry. The safest current practice would be 
to consider time-tested warfarin for anti-
coagulation for this unclear group of 
patients with atrial fibrillation. This 
could be introduced in the form of local 
checklists when considering new oral 
anticoagulants in patients with non- 
valvular atrial fibrillation. BJHM

Defining non-valvular atrial fibrillation 
while selecting anticoagulation therapy

KEY POINTS 

n	 Three new oral anticoagulants (dabigatran, rivaroxaban and apixaban) have been endorsed by the 
National Institute for Health and Care Excellence as an alternative to warfarin therapy in patients 
with ‘non-valvular’ atrial fibrillation.

n	 ‘Non-valvular’ atrial fibrillation remains unclearly defined by trials and guidelines.

n	 A cautious approach to patient selection should be adopted for the use of these new non-vitamin K 
antagonist oral anticoagulants.



Editorial

British Journal of Hospital Medicine, February 2015, Vol 76, No 2� 67

©
 2

01
5 

M
A 

H
ea

lth
ca

re
 L

td

Pankaj Garg/David P Ripley
Research Fellow in Cardiovascular Imaging/
Research Fellow in Cardiovascular Imaging 
Multidisciplinary Cardiovascular Research 

Centre and Leeds Institute of Cardiovascular 
and Metabolic Medicine

University of Leeds
Leeds LS2 9JT

(p.garg@leeds.ac.uk)

Connolly SJ, Ezekowitz MB, Yusuf S et al (2010) 
Dabigatran versus Warfarin in Patients with 
Atrial Fibrillation (RE-LY). J Am Coll Cardiol 

55: 1139–51 (doi: 10.1016/S0735-
1097(10)60003-4)

Eikelboom JW, Connolly SJ, Brueckmann M et al 
(2013) Dabigatran versus warfarin in patients 
with mechanical heart valves. N Engl J Med 
369(13): 1206–14 (doi: 10.1056/
NEJMoa1300615)

Granger CB, Alexander JH (2011) Apixaban versus 
warfarin in patients with atrial fibrillation. N Engl 
J Med 365: 981–92 (doi: 10.1056/
NEJMoa1107039)

Hacke W, Breithardt G, Halperin JL et al (2011) 
Rivaroxaban versus warfarin in nonvalvular atrial 
fibrillation. N Engl J Med 365: 883–91 (doi: 
10.1056/NEJMoa1009638)

January CT, Wann LS, Alpert JS et al (2014) 2014 
AHA/ACC/HRS Guideline for the Management 

of Patients With Atrial Fibrillation: Executive 
Summary: A Report of the American College of 
Cardiology/American Heart Association Task 
Force on Practice Guidelines and the Heart 
Rhythm Society. J Am Coll Cardiol 64(21): 2246–
80 (doi: 10.1016/j.jacc.2014.03.021)

Jones C, Pollit V, Fitzmaurice D, Cowan C; 
Guideline Development Group (2014) The 
management of atrial fibrillation: summary of 
updated NICE Guidance. BMJ 348: g3655 (doi: 
10.1136/bmj.g3655)

Saraf K, Morris P, Garg P, Sheridan P, Storey R 
(2014) Non-vitamin K antagonist oral 
anticoagulants (NOACs): clinical evidence and 
therapeutic considerations. Postgrad Med J 
90(1067): 520–8 (doi: 10.1136/
postgradmedj-2014-132605)

The Hatton, London 12th & 13th March 2015

To book your place: 

 Call us on +44(0)20 7501 6762
 www.mahealthcareevents.co.uk/sleep2015

Organised by

London Sleep Medicine 
Training Course

• Insomnia and CBT-I session 
Dr Leanne Fleming & 
Dr Christopher James Harvey

• Why do we sleep?: The effects of 
sleep deprivation 
Professor Jim Horne

• The neurobiology of sleep 
Dr Kirstie Anderson

• Sleepiness and society 
Professor Adrian Williams

• Diagnostic confusions between sleep 
disorders and psychiatric conditions 
Professor Gregory Stores

• Patient experience: living with a 
sleeping disorder
Matt O’Neil

• Sleep disordered breathing and OSA: 
aetiology and pathophysiology 
Dr Simon Merritt

• Future treatments of SRBDs 
Dr Nazim Nathani

• Hot topic in the treatment of obstructive 
sleep apnoea: electrical stimulation 
Dr Joerg Steier 

• Updates in SRBD technologies: CPAP
Dr John O’Reilly

• Surgical and mandibular management 
of SRBDs
Professor Janet Wilson

• Circadian rhythm sleep disorders
Professor Derk-Jan Dijk

• Parasomnias 
Dr Irshaad Ebrahim

• Diagnosing sleep related movement 
disorders without a sleep laboratory 
Dr Paul Reading

• Paediatric sleep disorders: an update
Dr Parviz Habibi


