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The Isle of Man Department of Health will provide as a Restricted Priority – not a 
first-line treatment, Dabigatran Etexilate for the prevention of stroke and 
embolism in patients with atrial fibrillation as an alternative to Warfarin, Aspirin 
and Clopidogrel. 
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Clinical Background Information 
 
Dabigatran etexilate (also known as Pradaxa®) is a new oral anticoagulant for patients with 
atrial fibrillation who are at high risk of stroke. The National Institute for Health and Clinical 
Excellence (NICE) has recently recommended Dabigatran as a possible alternative to 
warfarin for patients with atrial fibrillation. The aim of this document is to give GPs and 
patients a summary of the current evidence about Dabigatran when considering it as a 
treatment option. The information has been drawn from expert clinical opinion together with 
established documented clinical evidence where available.  
 
NICE recommends Dabigatran as a possible treatment in patients with non-valvular atrial 
fibrillation as cost justifies the benefits.  Currently many of these patients are treated with 
Warfarin that requires regular blood checks for levels of dosage in accordance with results, 
or Aspirin /Clopidogrel.  This is recommended as an option for the prevention of stroke and 
systemic embolism within its licensed indication in people with non-valvular atrial fibrillation 
with one or more of the following risk factors: 
 

 previous stroke, trans-ischemic attack or systemic embolism in the past 
 left ventricular ejection fraction below 40%   
 symptoms of heart failure (New York Heart Association Class 2 or above) 
 75 years or older 
 65 or older and have one of the following diabetes mellitus, coronary artery disease or 

hypertension 
 
The decision to treat should only be made after an informed discussion between the clinician 
and the person about the risks and benefits of the treatment compared with warfarin. For 
persons already on warfarin switching risks should be considered in light of their INR 
control. 
 
Dosage of Dabigatran  
The usual dose of Dabigatran for the prevention of stroke in atrial fibrillation is 150mg twice 
daily. For patients aged over 80 years, patients at high risk of bleeding or for patients who 
are also taking Verapamil the dose is 110 mg twice daily.  
 



How effective is Dabigatran for the prevention of stroke compared to warfarin?  
Most of the evidence for the use of Dabigatran comes from the RE-LY trial of over 18,000 
patients. The RE-LY trial has shown that Dabigatran at a dose of 150 mg twice daily is more 
effective than warfarin for prevention of stroke or systemic embolism. The 110 mg dose 
showed similar efficacy to warfarin. The trial results suggest that in people with good INR 
control with warfarin, little or no additional benefit in terms of effectiveness would be gained 
with switching to Dabigatran.  
 
What are the risks of Dabigatran compared to warfarin?  
Risk of major bleeding: the trial showed there was no difference between the 150mg dose 
of Dabigatran and warfarin. Fewer patients on the lower dose of Dabigatran had a major 
bleed than those on warfarin. Although, major bleeding was no more frequent between 
groups overall, the higher risk of gastrointestinal (GI) side effects (both doses) and GI 
bleeding with Dabigatran at the 150mg dose compared with warfarin raises questions about 
its use in people who are at high risk of these effects.  
 
Risk of death: There was no difference in the incidence of death from any cause between 
patients treated with Dabigatran and those treated with warfarin.  
 
Is there an antidote to Dabigatran?  
In the event of an overdose or bleeding with Dabigatran, there is as yet, no proven way of 
reversing the drug effect. Doctors are familiar with managing bleeding caused by warfarin 
and there is a known antidote, but Dabigatran works in a different way to warfarin and 
might need a different approach to manage bleeding.  
 
What monitoring is required?  
Dabigatran does not require regular blood tests. Warfarin requires regular blood tests to 
make sure that the dose given is at the correct level (INR monitoring). Whilst regular 
monitoring of warfarin might be inconvenient, it does give some advantages in that it allows 
adjustments to be made and can help identify when anticoagulant medication is not being 
taken. Due to its short half-life (12-17 hours vs. 40 hours for warfarin), missing a dose of 
Dabigatran could be associated with an increased risk of stroke. Poor medication compliance 
with warfarin therefore is not on its own a reason for choosing Dabigatran, as missing a 
dose will still influence the safety and efficacy of Dabigatran.  
 
What are the side effects of Dabigatran compared to warfarin?  
The overall incidence of side effects with Dabigatran or warfarin is low. However, more 
patients who were treated with Dabigatran in the trial had to stop treatment due to a 
serious side effect. Apart from bleeding, the only other side effect that was more common in 
the patients who took Dabigatran was dyspepsia (indigestion).  
 
Interactions with other medicines/ food  
A potential advantage of Dabigatran is that it may have fewer clinically important drug 
interactions than warfarin and it does not appear to be affected by food and drink. However, 
Dabigatran does interact with some medicines and like warfarin; it should be used with 
caution with drugs that increase the risk of bleeding.  
 
Can Dabigatran be used in patients with other medical problems?  
The safety and efficacy of Dabigatran compared to warfarin are uncertain in patients with 
liver impairment or patients at high risk of bleeding who were excluded from the RE-LY trial. 
The RE-LY trial only included patients who could tolerate warfarin.  



A number of cases of serious and fatal haemorrhage have been recently reported in elderly 
patients with renal impairment who were taking Dabigatran resulting in a strengthening in 
the advice about prescribing dabigatran for patients with renal impairment, in elderly 
patients and those at increased risk of bleeding.  
 
Are there potential fatal side effects? 
The European Medicines Agency reports that there have been 256 reports (as of November 
2011) of fatal bleeding worldwide and that they will continue to monitor Dabigatran to 
ensure the number of reports of bleeding does not increase. 
 
Local Priorities and Financial Impact 
While the cost of the drug is more expensive and would need an increase in drugs budget, 
some of this may be offset against the reduction in monitoring activity, pathology services, 
incidence of stroke and lifelong disability management. It is difficult to evaluate what the 
costs would be as it is unclear how many patients would agree to its use. 
 
The current service demand exceeds capacity on a regular basis, support for the service has 
been made available through the Day Assessment and treatment unit, reducing the number 
of patients returning as ward attendees but unable to gain then access to the current clinics.  
There are 75 patients per clinic at Noble’s four-times a week additional activity of clinics 
once a week in the south and twice in Ramsey and District Cottage Hospital for the more 
stable patients. Change of policy to make this drug available would reduce the capacity 
requirement for the service assist us to manage the demand more effectively, promote 
compliance and reduce the impact on social, family, working lives. 
 
Implications of not introducing this policy 
Continue use of Warfarin, blood monitoring and dosage, regular attendance at clinics 
currently full and regularly cannot meet demand, overflowing to DATU and Ward 
management – following protocols. 
 
Continued risks associated with warfarin administration/ INR control as outlined earlier. 
 
Criteria/Pathway 
 

 Dabigatran should only be considered as an alternative to warfarin for stroke prevention 
in atrial fibrillation (AF) patients in the following patient groups:  
1. Patients for whom warfarin is contraindicated or not tolerated or not suitable (e.g. 

Mental/cognitive impairment)  
NB: If warfarin is contra-indicated due to increased bleeding risk e.g. certain 
haematological conditions, then Dabigatran too would be contra-indicated.  

2. Patients who are poorly controlled on Warfarin 
3. Patients who are not at high risk of bleeding 

 Dabigatran is a second line treatment in place of warfarin for AF 
 Patients currently stable on warfarin therapy should not be considered for a switch to 

Dabigatran i.e. Warfarin is first line treatment  
 Dabigatran should only be considered for initial prescribing by an appropriate specialist, 

preferably Dr J Thomas (Stroke physician) and Dr J Tibitanzl (cardiologist) 
This would be a clinical judgement based on an individual patient review relating to 
number of tests recorded outside of the INR target therapeutic range (TTR). 



 
Evidence (NICE/SIGN) 
 
NICE recommends Dabigatran as a possible treatment to prevent stroke and systemic 
embolism in people with atrial fibrillation. This may not be the only possible treatment for 
atrial fibrillation. Your healthcare team should talk to you about whether it is suitable for you 
and about other treatment options available.  
 
Dabigatran may be suitable if you have a type of atrial fibrillation known as non-valvular and 
at least one of the following applies:  
• you have had a stroke, transient ischemic attack (mini stroke) or embolism in the past  
• your heart pumps less strongly than normal  
• you have evidence of heart failure with New York Heart Association (NYHA) class 2 
symptoms or worse (mild shortness of breath and/or chest pain, and slight limitation during 
ordinary activity)  
• you are 75 or older  
• you are 65 or older and have diabetes, coronary artery disease or high blood pressure  
 
NICE Guidance (TA 249) concluded that Dabigatran was an important development for 
persons with atrial fibrillation, that 150mg dose twice daily was clinically more effective than 
warfarin in reducing risk of stroke or systemic embolism, ischemic stroke and vascular 
mortality, whereas the 110mg twice daily dose  was not inferior to warfarin.  
 
It concluded that the most plausible incremental cost effectiveness ration (ICER) for the 
whole population eligible for this treatment were within the range normally considered a 
cost effective use of NHS resources, being less than £20,000 per QALY gained 
 
They also concluded that evidence for stratifying by INR control was insufficient to exclude 
the minority of people with very good control from the recommendation of Dabigatran as a 
potential treatment option and that the ICER for the whole population should be the basis of 
the recommendation 
 
Current practice was identified with clinical specialists that for most patients the treatment 
for stroke prevention and systemic embolism in people with atrial fibrillation is warfarin, and 
aspirin is only used in patients for whom warfarin is unsuitable. The main concern for people 
with atrial fibrillation was fear of having a stroke and anxiety about the difficulty of keeping 
the INR within the therapeutic range 
 
Patients associate warfarin with a number of inconveniences, which affect compliance 
difficult, such as food and drug interactions that affect work and lifestyle, regular monitoring 
and dose adjustments which can cause disruption and inconvenience. NICE accepted the 
limitations Warfarin therapy has and the effects on people’s lives who take it, recognising 
the potential benefits of the proposed use of Dabigatran 
 
Dabigatran are associated with statistically significant reductions in the incidence of life 
threatening bleeds compared with warfarin, however there is an increase in the risk of 
gastrointestinal bleeding to that of warfarin. This was evaluated against the risk of 
haemorrhagic stroke and intracranial haemorrhage for people with atrial fibrillation when 
compared with warfarin 
 



NICE considered the RE-LY trials undertaken by the manufacturers to be of good quality and 
was the largest published trial in people with atrial fibrillation, however caution of 
interpretation of age related results post hoc are to be considered with caution. 
 
Evidence presented by ERG indicated that people with good control of INR with warfarin 
might not gain additional clinical benefit from taking Dabigatran. 
 
NICE concluded that Dabigatran 150mg taken twice-daily showed increased efficacy 
compared with warfarin in people with atrial fibrillation irrespective of their previous 
exposure to Vitamin K antagonists. 
 
NICE also concluded that the twice-daily dose of 150mg was associated with a significantly 
lower incidence of stroke or systematic embolism, ischemic stroke and vascular mortality 
compared with warfarin, was more clinically effective than warfarin in reducing the risks and 
was an important development for people suffering with atrial fibrillation. The 110mg twice-
daily dose had shown non-inferiority to warfarin. 
 
Both single dose and sequential regime evidence had been supplied for people younger than 
80 years. To treat those over 80 years with the 150mg twice daily dose posed additional 
risks, therefore it was determined that the dose should reduce to 110 mg thereafter 80 
years of age. 
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