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SHARED CARE GUIDELINE FOR EDOXABAN ETOSILATE FOR THE TREATMENT AND 
SECONDARY PREVENTION OF DEEP VEIN THROMBOSIS AND/OR PULMONARY                   

EMBOLISM                                               

INDICATION 

 
Edoxaban (Lixiana®) is a treatment option in the treatment of deep vein thrombosis (DVT) 
and pulmonary embolism (PE), and prevention of recurrent DVT and PE in adults following 
treatment with a parenteral anti-coagulant for at least 5 days. 
  
NICE Technology Appraisal (TA) 354 recommends edoxaban within its marketing 
authorisation, as an option for treating and for preventing recurrent deep vein thrombosis 
and pulmonary embolism in adults. 
 
Patients who do not have active cancer: 
Dorset Clinical Commissioning Programme recommend edoxaban as a first line treatment 
option, alongside other existing options e.g. rivaroxaban, dabigatran, apixaban and warfarin 
(combined initially with a low molecular weight heparin (LMWH)) 
The decision as to which option is selected should, where possible, be made jointly between 
the patient and healthcare team.  
 
Further information to support prescribers on differences between the novel oral anti-
coagulants can be found in the Greater Manchester CSU Decision Support document (link) 
and the commissioning statement associated with this shared care guideline (link).  
Edoxaban may also be considered for patients unable to tolerate warfarin i.e. true allergy or 
significant adverse reaction and as an alternative treatment option with poor INR control 
(suggested time in therapeutic range <65%) and in the absence of any reversible cause, 
consider treatment with edoxaban, but, only if non-compliance with warfarin treatment is 
excluded.  
 
Patients who have active cancer:  
In the absence of specific evidence around the use of edoxaban to treat VTE in patients with 
cancer, LMWH is recommended as the first line option. The use of a LMWH is subject to a 
shared care guideline. (Link) 
 
Limitations of this guidance:  
Edoxaban is also licensed for the prevention of stroke and systemic embolism in adult 
patients with non-valvular atrial fibrillation, these indications fall outside of the remit of this 
guideline. This indication is not covered by this guidance. 
 
Traffic Light Categorisation  
Edoxaban is categorised as amber; in the case of its use in VTE (treatment and long term 
secondary prevention) it is recommended that treatment is initiated (to include the minimum 
5 day period of LMWH) in a specialist setting (which may be primary, intermediate or 
secondary care based) and by clinicians with experience in the management of 
anticoagulation. 
 
Full prescribing information for edoxaban is available on the Summary of Product 
Characteristics (SPC) (Link). 
 
 
 
 
 
 

http://www.dorsetccg.nhs.uk/Downloads/aboutus/medicines-management/Shared%20Care%20Guidelines/Shared%20Care%20LMWH%20Aug%2012.pdf
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AREAS OF RESPONSIBILITY FOR SHARED CARE 

This shared care agreement outlines suggested ways in which the responsibilities for 
managing the prescribing of edoxaban can be shared between the specialist setting and the 
patient’s GP (if different).  GPs are invited to participate.  If the GP is not confident to 
undertake these roles, then he or she is under no obligation to do so.  In such an event, the 
total clinical responsibility for the patient for the diagnosed condition remains with the 
specialist.  If a specialist asks the GP to prescribe this drug, the GP should reply to this 
request as soon as practicable. 

Sharing of care assumes communication.  The intention to share care is usually explained to 
the patient by the doctor initiating treatment.  It is important that patients are consulted about 
treatment and are in agreement with it.   

The doctor who prescribes the medication legally assumes clinical responsibility for the drug 
and the consequences of its use. 

REFERRAL AND INITIATION 

Specialist Responsibilities  

1 To initiate, supply and manage treatment of the DVT or PE with a minimum of 5 days 
LMWH prior to commencing edoxaban 

2  To initiate and stabilize the patient on treatment with edoxaban, supplying at least a 
one month course  

3 To ask the GP whether he or she is willing to participate in shared care. Requests to 
GPs should be made in writing and must include appropriate information to allow an 
informed decision to be made. This should include:  

t results  
 

 

stabilisation i.e. post LMWH doses and initial 1 month supply of edoxaban  

4 Where a patient has presented with an unprovoked PE due to a temporary risk factor, 
that the patient will be reviewed at 3 months within the specialist service and the 
decision around treatment discontinuation or longer term therapy will be clearly 
communicated to the patient and the patient’s GP to include, the expected length of 
treatment.  

5 To communicate promptly with the GP when treatment is changed (to include both 
dosage change and change to treatment choice), stopped or adjusted  

and to communicate changes in response to treatment or the condition itself.  

6 Have a mechanism in place to receive rapid referral of a patient from the GP in the 
event of deteriorating clinical condition and to be available to supply advice if a patient’s 
condition changes including provision of telephone numbers for urgent matters.  

7 To ensure the patient has sufficient supply of medication until such time as is 
appropriate for the GP to assume prescribing responsibility. This may include times to 
cover initial transfer of responsibility and/or review appointment(s) within the specialist 
service.  

8 To ensure the patient / carer has given informed consent to their treatment. 

9 To provide the patient, carers / parents with comprehensive advice and information 
about the expected side effects and their management.  

10 Report adverse events via the Yellow card scheme to the MHRA.  
 

 

General Practitioner Responsibilities  

1 Initially, to refer the patient for specialist advice.  

2 To contact the referring clinician without delay if they do not wish to enter into a shared 
care agreement.  
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3 Where appropriate to continue prescriptions of dabigatran, (usually after a minimum of 1 
month) for a total of three months treatment. Ensure prescriptions remain on an acute 
prescription and end date is included. Where subsequent investigations have 
established that the patient requires longer term therapy ensure length of treatment 
required is clear.  

4 To undertake any necessary monitoring of the patient.  

5 To monitor side effects of treatment and seek urgent advice from the consultant as 
necessary.  

6 To review the patient at three monthly intervals and stop therapy after three months of 
treatment for a first provoked VTE or maintain longer term therapy, e.g. where a patient 
is unable to tolerate warfarin, has poor INR control or a longer term risk factor has been 
identified.  

7 To monitor concordance with treatment.  

8 To liaise with the consultant regarding any complications of treatment.  

9 To check for possible drug interactions when newly prescribing or stopping concurrent 
medication.  

 

Patient's role (or that of carer) 

1 Report to the specialist or GP if he or she does not have a clear understanding of the 
treatment.  

2 Attend appropriate consultant and GP appointments.  

3 Share any concerns in relation to treatment with dabigatran.  

4 Use written and other information on the medication.  

5 Seek help urgently if suffering suspected side effects, or otherwise unwell.  

 

SUPPORTING INFORMATION 

 
The recommended dose is 60 mg edoxaban once daily following initial use of parenteral 
anticoagulant for at least 5 days. Edoxaban and initial parenteral anticoagulant should not be 
administered simultaneously.  
The duration of therapy for treatment of DVT and PE (venous thromboembolism, VTE), and 
prevention of recurrent VTE should be individualised after careful assessment of the 
treatment benefit against the risk for bleeding. Short duration of therapy (at least 3 months) 
should be based on transient risk factors (e.g. recent surgery, trauma, immobilisation) and 
longer durations should be based on permanent risk factors or idiopathic DVT or PE.  
 
For non-valvular atrial fibrillation and VTE the recommended dose is 30 mg edoxaban once 
daily in patients with one or more of the following clinical factors:  
• Moderate or severe renal impairment (creatinine clearance (CrCL) 15 - 50 mL/min)  
• Low body weight ≤ 60 kg  
• Concomitant use of the following P-glycoprotein (P-gp) inhibitors: ciclosporin, dronedarone, 
erythromycin, or ketoconazole.  
 

Contraindications 

• Hypersensitivity to the active substance or to any of the excipients  
• Clinically significant active bleeding.  
• Hepatic disease associated with coagulopathy and clinically relevant bleeding risk.  
• Lesion or condition, if considered to be a significant risk for major bleeding. This may 

include current or recent gastrointestinal ulceration, presence of malignant neoplasms at 
high risk of bleeding, recent brain or spinal injury, recent brain, spinal or ophthalmic 
surgery, recent intracranial haemorrhage, known or suspected oesophageal varices, 
arteriovenous malformations, vascular aneurysms or major intraspinal or intracerebral 
vascular abnormalities.  
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• Uncontrolled severe hypertension.  
• Concomitant treatment with any other anticoagulants e.g. unfractionated heparin (UFH), 

low molecular weight heparins (enoxaparin, dalteparin, etc.), heparin derivatives 
(fondaparinux, etc.), oral anticoagulants (warfarin, dabigatran etexilate, rivaroxaban, 
apixaban etc.) except under specific circumstances of switching oral anticoagulant therapy 
or when UFH is given at doses necessary to maintain an open central venous or arterial 
catheter. 

• Pregnancy and breast-feeding  
 
Suggested Monitoring 
Renal function should be assessed in all patients by calculating the creatinine clearance 
(CrCL) prior to initiation of treatment with Lixiana to exclude patients with end stage renal 
disease (i.e. CrCL < 15 mL/min), to use the correct Lixiana dose in patients with CrCL 15 – 
50 mL/min (30 mg once daily), in patients with CrCL > 50 mL/min (60 mg once daily) and 
when deciding on the use of Lixiana in patients with increased creatinine clearance 
Renal function should also be assessed when a change in renal function is suspected during 
treatment (e.g. hypovolaemia, dehydration, and in case of concomitant use of certain 
medicinal products). 
Prior to initiating Lixiana, liver function testing should be performed. Periodic hepatic testing 
is also suggested by the manufacturer for patients taking edoxaban for longer than 1 year. 
 
Cautions  
Edoxaban increases the risk of bleeding and can cause serious, potentially fatal bleeding. 
Lixiana, like other anticoagulants, is recommended to be used with caution in patients with 
increased risk of bleeding. Lixiana administration should be discontinued if severe 
haemorrhage occurs. 
In the clinical studies mucosal bleedings (e.g. epistaxis, gastrointestinal, genitourinary) and 
anaemia were seen more frequently during long term edoxaban treatment compared with 
VKA treatment. Thus, in addition to adequate clinical surveillance, laboratory testing of 
haemoglobin/haematocrit could be of value to detect occult bleeding, as judged to be 
appropriate.  
Several sub-groups of patients, as detailed below, are at increased risk of bleeding. These 
patients are to be carefully monitored for signs and symptoms of bleeding complications and 
anaemia after initiation of treatment. Any unexplained fall in haemoglobin or blood pressure 
should lead to a search for a bleeding site.  
The anticoagulant effect of edoxaban cannot be reliably monitored with standard laboratory 
testing.  
 
A specific anticoagulant reversal agent for edoxaban is not available. 
 
Haemodialysis does not significantly contribute to edoxaban clearance.  
 
Elderly patients 
The co-administration of Lixiana with ASA in elderly patients should be used cautiously 
because of a potentially higher bleeding risk.  
Renal impairment 
Prescribers should consult the SPC for edoxaban where a patient has impaired renal 
function, dosage may require alteration.In patients with end stage renal disease or on 
dialysis, Lixiana is not recommended.  
Renal function in NVAF 
A trend towards decreasing efficacy with increasing creatinine clearance was observed for 
edoxaban compared to well-managed warfarin. Therefore, edoxaban should only be used in 
patients with NVAF and high creatinine clearance after a careful evaluation of the individual 
thromboembolic and bleeding risk.  
Assessment of renal function: CrCL should be monitored at the beginning of the treatment in 
all patients and afterwards when clinically indicated.  
Hepatic impairment 
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Lixiana is not recommended in patients with severe hepatic impairment. 
Lixiana should be used with caution in patients with mild or moderate hepatic impairment 
Patients with elevated liver enzymes (ALT/AST > 2 x ULN) or total bilirubin ≥ 1.5 x ULN were 
excluded in clinical trials. Therefore Lixiana should be used with caution in this population. 
Prior to initiating Lixiana, liver function testing should be performed.  
Periodic hepatic monitoring is recommended for patients on Lixiana treatment beyond 1 
year. 
 
Side effects  
Adverse reactions were experienced by 2,256 (32.2%) of the patients treated with edoxaban 
60 mg (30 mg dose reduced) in the ENGAGE AF-TIMI 48 study and 1,249 (30.3%) in the 
Hokusai-VTE study.  
In both studies, the most common adverse reactions related to bleeding with edoxaban 60 
mg based on adjudicated terms included cutaneous soft tissue haemorrhage (up to 5.9%) 
and epistaxis (up to 4.7%), while vaginal haemorrhage (9.0%) was the most common 
bleeding-related adverse reaction in Hokusai-VTE only.  
Bleeding can occur at any site and may be severe and even fatal.  
Common other adverse reactions for edoxaban were anaemia, rash and abnormal liver 
function tests. 
 
Interactions  
Edoxaban is predominantly absorbed in the upper gastrointestinal (GI) tract. Thus, 
medicines or disease conditions that increase gastric emptying and gut motility have the 
possibility of reducing edoxaban dissolution and absorption.  
 
P-gp inhibitors 
Edoxaban is a substrate for the efflux transporter P-gp. In pharmacokinetic (PK) studies, 
concomitant administration of edoxaban with the P-gp inhibitors: ciclosporin, dronedarone, 
erythromycin, ketoconazole, quinidine, or verapamil resulted in increased plasma 
concentrations of edoxaban. Concomitant use of edoxaban with ciclosporin, dronedarone, 
erythromycin, or ketoconazole requires dose reduction to 30 mg once daily. Concomitant 
use of edoxaban with quinidine, verapamil, or amiodarone does not require dose reduction 
based on clinical data 
P-gp inducers 
Co-administration of edoxaban with the P-gp inducer rifampicin led to a decrease in mean 
edoxaban AUC and a shortened half-life, with possible decreases in its pharmacodynamic 
effects. The concomitant use of edoxaban with other P-gp inducers (e.g. phenytoin, 
carbamazepine, phenobarbital or St. John's Wort) may lead to reduced edoxaban plasma 
concentrations. Edoxaban should be used with caution when co-administered with P-gp 
inducers. 

 
 

This list is not exhaustive. The manufacturer’s summary of product characteristics 
(SPC) and the most current edition of the British National Formulary should be 
consulted for full information on contra-indications, warnings, side-effects and drug 
interactions. 

 
Drug costs: 
1st month (28 days) treatment cost (assessed September 2015): £58.80, in line with other 
newer oral anti-coagulants. 
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