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This shared care protocol (SCP) sets out details for the sharing of care for patients requiring oral azathioprine for the treatment of inflammatory bowel disease. It should be read in conjunction with the Summary of Products Characteristics (SPC, available at http://www.medicines.org.uk/emc/)  

As outlined in NHS Circular 1992 (Gen 11), when a consultant considers a patients’ condition is stable he/she may seek the agreement of the patients’ GP to “share” the patients’ care. This document provides information on drug treatment for the shared commitment between the consultant and GP concerned. GPs are invited to participate. If the GP is not confident to undertake these roles, then they are 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. The doctor who prescribes the medication has the clinical responsibility for the drug and the consequences of its use.

Introduction

Azathioprine is an immunomodulatory agent that is used to induce and maintain remission in Ulcerative Colitis and Crohn’s Disease. Azathioprine is a pro-drug, which is cleaved rapidly in the liver to 6-mercaptopurine. Although unlicensed to treat these indications, its use is widely established in Inflammatory Bowel Disease (see BNF Section 1.5). The main toxic effect is myelosuppression, although hepatotoxicity is also well recognised. Azathioprine is metabolised by the enzyme thiopurine methyltransferase (TPMT). It has been established that approximately 89% of the population has a normal TPMT activity requiring normal doses of azathioprine (2.0-2.5 mg/kg/day), 11% have intermediate TPMT activity and are at a higher risk of adverse drug reaction on standard doses of azathioprine and 0.3% are deficient or have no detectable TPMT activity and are at risk of suffering life-threatening complications even when treated with low doses of azathioprine. TPMT activity can be measured phenotypically and genotypically.

For further information please click on the links below or visit;
British National Formulary
Summary of Product Characteristics
NICE: Crohn's disease (CG152)

Licensed indication
Azathioprine is indicated in severe or moderately severe inflammatory intestinal diseases (Crohn's disease or ulcerative colitis), in patients who are intolerant to steroids or who are dependent on steroids and in whom the therapeutic response is inadequate despite treatment with high doses of steroids.

Unlicensed indication
Maintenance of remission of Crohn’s disease or ulcerative colitis.

Dose (posology & method of administration)
· The target dose is 2–2.5 mg/kg daily; some patients may respond to lower doses.
· Start at 50 mg once daily (adults) and increase to achieve target dose within 4-6 weeks.
· As clinical response is not usually expected for 12-16 weeks, azathioprine is often commenced with oral steroids for more immediate relief of symptoms with the steroid dose being tapered as the immunosuppressant begins to be effective.

Adverse effects
· Nausea, diarrhoea, vomiting, anorexia, and abdominal discomfort.
· Hepatotoxicity (hepatic necrosis, biliary stasis)
· Bone marrow suppression (leucopenia, thrombocytopenia) and therefore increased risk of infection.
· Oral ulceration.
· Hypersensitivity reactions (fever, rigors, rash, myalgia, arthralgia, hypotension, dizziness)
· Rarely pancreatitis, interstitial nephritis.
· Hair thinning

Contra-indications  (click for details in SPC)
· Moderate/severe renal or liver impairment
· Significant haematological impairment
· Thiopurine methyltransferase (TPMT) deficiency
· Hypersensitivity to Azathioprine

Special warnings and precautions for use (click for details in SPC)
· Avoid co-prescription of allopurinol for patients on azathioprine in general practice due to a clinically significant interaction that can lead to increased azathioprine toxicity.  However, this combination may safely be instituted by a Consultant Gastroenterologist to potentiate the effect of azathioprine BUT ONLY when using appropriate monitoring of breakdown products.
· Increased risk of haematological toxicity with co-trimoxazole/trimethoprim.
· Patients should avoid ‘live’ vaccines such as oral polio, oral typhoid, MMR, BCG and yellow fever, whilst on immunosuppressive therapy. Contact hospital specialist for advice on any vaccinations if required.
· Patients should try to avoid contact with people who have active chickenpox or shingles and should report any such contact to their GP or hospital specialist.
· Anticoagulant effect of warfarin possibly reduced by azathioprine.
· Careful assessment of risk versus benefit should be carried out before and during pregnancy/ breastfeeding but do not stop these drugs without consulting hospital specialist clinician or IBD nurse. Risks of continuing azathioprine are usually outweighed by benefits.
· Previous malignancy (could be discussed with relevant Consultant but unlikely to be a bar to treatment)
· ACE inhibitors can induce lymphocytopenia

Interactions (click for details in SPC)

Pregnancy and Lactation (click for details in SPC)


Shared Care Responsibilities

Sharing of care assumes communication between the specialist, GP and patient. The intention to share care should be explained to, and accepted by, the patient. This provides an opportunity to discuss drug therapy.

The clinician who prescribes the medication has the clinical responsibility for the drug
 and the consequences of its use.

Specialist responsibilities:-
1. Initiate treatment and prescribe until the patient is stabilised (minimum of 3 months).	
2. Continue prescribing until the GP formally agrees to share care.
3. After initiation review in OPA within 12 weeks				
4. Clinical and laboratory supervision of the patient by routine and regular follow-up.
5. Evaluation of any reported adverse effects by GP or patient.	
6. Report any adverse effects to the Consultant supervising management where appropriate.
7. Advise GP on review, duration or discontinuation of treatment, where necessary.
8. Inform GP of patients who do not attend clinic appointments.
9. Inform GP, by letter, of clinic visits and action taken for management of patient.	
10. Ensure that backup advice is available at all times.
11. Advise GP regarding any concerns about monitoring or adverse effects at any stage.

Consultant monitoring
	
MONITORING STANDARDS FOR AZATHIOPRINE AT MUSGROVE HOSPITAL

	
Pre-treatment Screening
	
FBC, U&E, LFT, TPMT phenotype, varicella status. Consider NICE recommendations regarding screening for hepatitis B and C in patients at increased risk of infection.  Baseline HIV status should also be established in those with risk factors.


	
Subsequent Monitoring
	
FBC
	
Every 2 weeks for 2 months, then at 3 months and if stable 3 monthly thereafter


	
	
LFT
	
Every 2 weeks for 2 months, then at 3 months and if stable 3 monthly thereafter


	
	
CRP
	
[bookmark: _GoBack]3 monthly to assess treatment response


	Once the patient is stable (2-3 months after initiating treatment), monitoring is passed over to the GP as part of the shared care protocol. Please see action and advice for GP’s in response to blood monitoring/ side effects table on next page.






General Practitioner responsibilities:-
1. Monitor the general health of the patient and specific side effects as detailed in the ‘Monitoring’ section.
2. Liaise with the hospital consultant regarding any complications of treatment.
3. Report any adverse events to the consultant, where appropriate.
4. Report any adverse events to the Consultant supervising management where appropriate.
5. Help in monitoring the progression of disease.
6. Prescribe the drug treatment, as described and be vigilant of possible drug interactions.
7. Undertake the ongoing monitoring as detailed in this protocol.
8. Carry out any investigations that are communicated and deemed appropriate.
9. Report any significant events relating to azathioprine therapy to the CCG.
10. Liaise with the hospital consultant regarding any complications of treatment.

	
NON COMPLIANCE WITH BLOOD TESTS – GP actions to take

	
2 weeks late
	
Phone patient to prompt

	
4 weeks late
	
Reminder letter and inform Hospital Consultant

	
6 weeks late
	
STOP treatment and arrange review in GP surgery to find out reason – inform Hospital Consultant of outcome



General Practitioner monitoring
If a GP has taken blood tests for the general medical management of the patient and the blood test results fall into the category below, the following action should be considered: 

	ACTION AND ADVICE FOR GP’S IN RESPONSE TO BLOOD MONITORING/SIDE EFFECTS


	Blood Test Results
	Action

	
Neutrophils 2.0x10 9/l

<1.5x10 9/l
	
Discuss with specialist hospital clinician/IBD CNS

STOP azathioprine and discuss with specialist hospital clinician/IBD CNS

	MCV >105 fl
	Check B12 and folate and start appropriate supplementation if below normal level

	Platelets <150x10 9/l
	Discuss with specialist hospital clinician/IBD CNS


	Liver Function Tests

>2 fold increase in AST/ALT (from upper limit of reference range)

>4 fold increase in AST/ALT (from upper limit of reference range)
	

Contact specialist hospital clinician
Consultant ?check thiopurine Metabolites.


STOP azathioprine and contact specialist hospital clinician immediately.
Check thiopurine Metabolites.

	
Symptoms
	

	Rash (significant new)
	Check FBC. If FBC abnormal contact specialist hospital clinician. If FBC normal, consider urgent Dermatology opinion.  If azathioprine thought to be the cause, stop then wait until rash resolves and consider restarting at lower dose providing no blood dyscrasias

	Severe or persistent infection, fevers, chills


Persistent sore throats
	Check FBC, particularly for neutropenia.  If neutrophils < 2.0, stop azathioprine, contact specialist hospital clinician and consider hospital admission if unwell

Take FBC and consider contacting specialist hospital clinician

	Abnormal Bruising or bleeding
	Check FBC, LFT, clotting. Look at drug regime – is this the cause? If no answer clear after these steps, discuss with specialist hospital clinician

	Varicella
	If in contact with varicella contact specialist hospital clinician/IBD CNS if not previously tested as immune for Varicella

	Nausea
	Advise patient to divide dosage and take with food or take dose at night. If no improvement reduce dose and contact specialist hospital clinician/IBD CNS




The patient’s further therapy should be discussed with the patients Gastroenterologist

Patient/carer responsibilities
1. Report any adverse effects to their GP and/or specialist whilst taking azathioprine	
2. Ensure that they have a clear understanding of their treatment.				
3. Report any changes in their disease symptoms and/or specialist whilst taking azathioprine.
4. Alert GP and/or specialist to any changes which could affect disease management e.g. pregnancy.
5. If in contact with patients with chicken pox/shingles they should report this to their GP.
 

Drug cost
Drug Tariff (April 2014)							 

	Formulation
	Dose
	Number of tablets
	Cost 

	Azathioprine (generic)
	25mg
	28
	£3.66

	
	50mg
	56
	£3.42







Further support
· Medicines Information department, Musgrove Park Hospital:	01823 342253
· Medicines Information department, Yeovil District Hospital:	01935 384327
· Prescribing & Medicines Management Team, NHS Somerset:	01935 384123
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