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The Isle of Man Department of Health recommends as a High Priority that 

warfarin is used as the first line treatment for prevention of stroke and systemic 

embolism in non-valvular atrial fibrillation where oral anticoagulant is indicated. 

Rivaroxaban is only to be used as a second line treatment in place of warfarin. 
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Clinical Background Information 
 
The focus of stroke prevention in AF should be on identifying and reviewing patients with a 
CHADS2 score > 1 who are currently taking aspirin or no oral anticoagulant treatment and 
initiating oral anticoagulants where appropriate. 
 
Warfarin continues to be the recommended first choice anticoagulant in most patients, 
and patients should be offered a trial of warfarin, normally for at least 6 months to establish 
the degree of INR control. 
 
Patients who are not eligible for treatment under this policy may be considered on an 
individual basis where their GP or consultant believes exceptional circumstances exist that 
warrant deviation from the rule of this policy. If appropriate, an exceptional funding request 
will be required following the usual locally defined process. 
 
Effectiveness 
 
Rivaroxaban is an anticoagulant that directly inhibits factor Xa. Over 14,000 patients with 
atrial fibrillation who were at moderate to high risk of stroke (CHADS2 > 2) were 
randomised to either Rivaroxaban 20mg daily (reduced to 15mg daily if creatinine clearance 
(CrCl) was 30-49ml/min) or warfarin (ROCKET AF3). 37.6% of patients were warfarin naïve.  
 
The median duration of treatment exposure was 590 days and the mean time in therapeutic 
range (TTR) with warfarin was 55%.  
 
In the intention to treat analysis, the primary end point (composite of stroke (ischaemic or 
haemorrhagic) and systemic embolism) occurred at a rate of 2.1% per year in those taking 
Rivaroxaban and 2.4% per year in those taking warfarin (HR with Rivaroxaban 0.88; 95% CI 
0.74-1.03; p<0.001 for non-inferiority and p=0.12 for superiority).  
 
Rivaroxaban was non-inferior (but not superior) to warfarin in relation to the primary end 
point. The rates of death were not different between the treatment groups. 
 
 
 



Safety 
 
In the ROCKET AF3 study, there was no difference in the primary safety end point of major 
and non major clinically relevant bleeding between Rivaroxaban and warfarin (14.9% per 
year vs. 14.5% per year (HR in Rivaroxaban group 1.03; 95% CI 0.96-1.11; p=0.44).  
 
The rates of major bleeding were similar for Rivaroxaban and warfarin (3.6% per year vs. 
3.4% per year; p=0.58).  
 
The incidence of GI bleeding was higher with Rivaroxaban (3.2% per year vs. 2.2% per 
year; p<0.001). Intracranial bleeding was lower with Rivaroxaban than with warfarin (0.5% 
per year vs. 0.7% per year; p=0.02).  
 
Rivaroxaban is contraindicated in patients with a creatinine clearance < 15ml/min.  
 
It is not removable by dialysis.  
 
Although there is no specific established antidote available, prelim data suggest reversibility 
with activated prothrombin complex concentrate (PCC). 
 
Approximate cost per patient per year 
 
Predicted use will be dependent upon uptake and selection criteria. Once established, it is 
likely to be between 500-1000 per 100,000 of the population. (Population on Isle of Man is 
84,000). New incidence of AF is around 87 per 100,000 per year (using NICE criteria and 
“Heart” 2007 paper).  First line treatment with Warfarin has an approximate cost per patient 
per year of £273. Using Rivaroxaban as second line treatment, this cost could rise to 
£766.50 per patient per year. 
 
Patient factors 
 
Rivaroxaban is contraindicated in hepatic disease associated with a clinical bleeding risk and 
in patients taking antimycotics (except fluconazole) and HIV protease inhibitors. 
 
Rivaroxaban should be used with caution in patients with severe renal impairment (CrCl 15-
29 ml/min) due to an increase in plasma concentration of Rivaroxaban. 
 
Patients with moderate to severe renal impairment (CrCl 15-49 ml/min) should have a dose 
reduction to 15mg daily.  
 
Prescribing information 
 
The recommended dose of Rivaroxaban for the prevention of stroke and systemic embolism 
in AF is 20mg daily taken with food. The effect of Rivaroxaban on clotting times is 
predictable; therefore routine monitoring is not required. 
 
In patients with moderate to severe renal impairment (CrCl 15-49 ml/min) the dose should 
be reduced to 15mg daily with food.  
 
When switching from warfarin to Rivaroxaban, stop warfarin and start Rivaroxaban when 
INR < 3.0. 
 



When switching from Rivaroxaban to warfarin, give both agents concurrently until INR > 2.0 
(check INR just before Rivaroxaban dose is due). 
 
When switching from parenteral anticoagulant to Rivaroxaban, start Rivaroxaban 0-2 hours 
before next dose of LMWH is due or at the same time as the continuous intravenous infusion 
of unfractionated heparin is stopped. 
 
When switching from Rivaroxaban to parenteral anticoagulant, give the first parenteral dose 
when next dose of Rivaroxaban is due. 
 
A missed dose should be taken when realised and then continue on the following day with 
the usual daily dose. 
 
Although there is no specific, established antidote available, preliminary data suggest 
reversibility with activated prothrombin complex concentrate (PCC). 
 
Criteria/Pathway 
 
Warfarin has been prioritised due to experience with its use and known safety profile.  
 
Rivaroxaban should be reserved for use in these circumstances where warfarin is not 
suitable due to contra-indication, intolerance or for those who cannot achieve a stable INR 
within the range 2 – 3. 
 
 Patients currently stable on warfarin therapy should not be considered for a switch to 

Rivaroxaban i.e. Warfarin is first line treatment.  

 

 Rivaroxaban should only be considered for initial prescribing by an appropriate specialist, 

preferably Dr J Thomas (Stroke physician) and Dr J Tibitanzl (cardiologist). 

 

 Rivaroxaban 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)  

Note: If warfarin is contra-indicated due to increased bleeding risk e.g. certain 

haematological conditions, then Rivaroxaban would also be contra-indicated.  

2. Patients who are poorly controlled on Warfarin. 

3. Patients who are not at high risk of bleeding. 

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). 

 

 Rivaroxaban is a second line treatment in place of warfarin for AF. 

 
Patients for consideration of Rivaroxaban treatment are: 
 
 those taking warfarin with poor INR control, defined as Time in Therapeutic Range (TTR) 

< 67% or 2 or more unexplained INR values above 5.0 or below 1.7 in a 12 month 

period. Reasons for poor control (poor compliance, interacting medicines etc) should be 

excluded before considering Rivaroxaban. 



 

 those where warfarin is unsuitable due to contraindication or intolerance however: 

o Rivaroxaban is not a suitable alternative to warfarin in patients with 

bleeding complications associated with warfarin treatment 

o  contraindications to warfarin due to a high bleeding risk 

o poor compliance with warfarin therapy 

o a history of alcohol abuse or drug overdose 

o trivial side effects due to warfarin 

 
Prescribers should be aware that there is currently no specific, established 
antidote available for Rivaroxaban. This should be taken into account when deciding 
whether or not to initiate therapy with Rivaroxaban. In addition, the shorter half life of 
Rivaroxaban cf warfarin could potentially lead to periods where no anticoagulation cover is  
Present if there is poor compliance by the patient. 
 
Evidence (NICE/SIGN) 
 
NICE TA256 has approved the use of Rivaroxaban as a treatment option for the prevention 
of stroke and systemic embolism in non-valvular Atrial Fibrillation. 
http://www.nice.org.uk/nicemedia/live/13746/59295/59295.pdf 
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This recommendation was approved by the Minister to be funded from within the current 
Department of Health budget allocation. 
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