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Shared Care Guideline
Mycophenolate Mofetil (Cellcept)
For the treatment of:
Immunosuppression in autoimmune conditions
For the latest information on interactions and adverse affects, always consult the latest version of the Summary of Product Characteristics (SmPC), which can be found at: www.medicines.org.uk
These guidelines are based on the monitoring criteria of the British Society of Rheumatology, published in the following reference:

Chakravarty, K., McDonald, H., Pullar, T. et al. (2008) BSR/BHPR guideline for disease-modifying anti-rheumatic drug (DMARD) therapy in consultation with the British Association of Dermatologists. Rheumatology 47(6), 924-925.
Authors: Dr Kelsey M Jordan (Consultant Rheumatologist, BSUH NHS Trust)
Dr Stewart E Glaspole (Pharmacist, BSUH NHS Trust/ BHCPCT)
Drug Name
Mycophenolate Mofetil (MMF ) (Cellcept®) 

CellCept 1g/5ml powder for oral suspension

Cellcept 250mg Capsules

Cellcept 500mg Tablets

Indications for use within the protocol
For immunosuppression in autoimmune disease, particularly lupus nephritis and vasculitis.

In autoimmune disease, MMF has found a useful role, especially in systemic lupus erythematosus (SLE), where cyclophosphamide is indicated but may not be effective or appropriate (e.g. young females) or when azathioprine is inadequate.
Background
MMF is effective in induction and maintenance of remission in SLE.
MMF is a licensed medication, but is currently unlicensed for this indication.

These guidelines aim to provide a framework for the prescribing of mycophenolate (MMF) by GPs and to set out the associated responsibilities of GPs and hospital specialists who enter into shared care arrangements for patients who are treated with MMF.
Pharmacology
MMF is a reversible inhibitor of inosine monophosphate dehydrogenase, thereby inhibiting the de novo pathway of guanosine nucleotide synthesis on which T and B lymphocytes are dependant for proliferation.  Its mode of action is therefore similar to that of azathioprine but more specific. 
Dosage and administration
The dose of MMF is between 250mg to 1g orally twice daily, depending on concomitant immunosuppression prescribed. A dose reduction is needed for impaired renal function.  Gastrointestinal side effects may be alleviated by further splitting the daily dose into four divided doses.

MMF should be taken on an empty stomach either one hour before or two hours after food.

No dose adjustments are required in hepatic disease.

MMF may be used on a short or long term basis e.g. for 6-12 months or more in SLE.  Treatment may need to be interrupted if neutropoenia develops (absolute neutrophil count <1.3x 109/L).  A full blood count should be performed weekly during the first month, twice monthly during the 2nd and 3rd months and thereafter monthly. 

Due to potential teratogenic effects MMF capsules should not be opened or crushed and inhalation and direct contact with the skin or mucous membranes should be avoided.
Monitoring
The British Society for Rheumatology and the British Society of Dermatologists recommend precise monitoring to be carried out for this drug. The requirements are summarised in the following table.
	a. Pre-treatment assessment
	FBC, U&E, LFT’s, CXR



	b. Monitoring
	FBC weekly for 4 weeks
Fortnightly for 2 months

Monthly, even after patient is stabilised on treatment.

 


Interventions to be made in the case of out of range results

	W B C           <4 X 109 /  l
	Withhold until discussed with the Specialist or his/her team

	Neutrophils  <  2 x 109 / l 
	Withhold until discussed with the specialist or his/her team

	Platelets  <  150 x 109 / l
	Withhold until discussed with the specialist or his/her team


Shared care will not be requested until patients have been on therapy with the associated monitoring for at least six months in secondary care.
Undesirable effects
As with all immunosuppressants, MMF increases susceptibility to infection.  Additionally vaccines may not give full protection against disease and live vaccines need to be avoided.

The most frequent side effects include neutropoenia, gastro intestinal disturbances, including diarrhoea, constipation, vomiting and indigestion.

Less common side effects include gastrointestinal haemorrhage, hypertension, oedema, hyper and hypokalaemia, hyperglycaemia, hypophosphataemia, hypercholesterolemia, dyspnoea, headache, dizziness, insomnia and tremor.  

Contacting secondary care

If the patient’s Consultant is not available, one of the other Consultants or Specialist Registrars will be able to help.  

Out of hours

Urgent problems should be referred to the medical team on call, contacted via RSCH switchboard on 01273 696955 or PRH switchboard on 01444 441 881
Pregnancy and Lactation
Dosing in pregnant rats and rabbits during the first trimester resulted in adverse effects on foetal development. Therefore MMF should only be used if potential benefit outweighs the potential risk to the foetus.

A reliable form of contraception must be used before, during and for six weeks after discontinuation of MMF. The possibility of MMF adversely affecting the efficiency of the oral contraceptive pill cannot be excluded.

MMF has been shown to be excreted in the milk of lactating rats. It is not known whether this substance is excreted in human milk. Because of the potential for serious adverse reactions to MMF in breast-fed infants, MMF is contraindicated in nursing mothers.
Interactions
Antacids and cholestyramine decrease the absorption of MMF.  Theoretically drugs which undergo tubular secretion e.g. acicloivir may impair the excretion of MMF and themselves have raised levels during concurrent administration. Additionally drugs which interfere with enterohepatic recirculation may also have the potential to reduce the efficiency of MMF.
Consultant / hospital responsibilities
It is the hospital team’s responsibility to: 
· Identify those patients who will benefit from treatment with methotrexate

· Undertake pre-treatment monitoring of full blood count, liver function tests, creatinine and chest x-ray and advise GP of any abnormal results when requesting shared care.

· Stabilise the patient on MMF (monitor full blood count weekly for the first four weeks then fortnightly for the next two months then monthly thereafter).

· Provide the patient with monitoring blood forms whilst on treatment with copies of results sent to the GP (unless the GP chooses to take responsibility for both prescribing and monitoring)
· Undertake responsibility to act on pathology lab results (unless the GP chooses to take responsibility)
· Review efficacy of treatment at regular intervals and ensure any drug treatment changes are communicated to the GP

· Communicate any changes in frequency of pathology testing to the GP
· Provide access to back up and support facilities
· Report any adverse events to the CSM

· Evaluate any adverse events reported by the GP.

GP responsibilities
It is the GP’s responsibility to:  

· Prescribe MMF at the dose recommended by the specialist once the patient is stabilised on treatment (this will not be before six month’s treatment).  Any decision to alter or discontinue treatment should be taken after discussion with the hospital specialist.

· Check for possible drug interactions when newly prescribing or stopping concurrent medication.  

· Report any suspected adverse drug reactions to the hospital specialist.  

· Monitor full blood count monthly. Look out for downward trends as well as absolute levels of FBC.
· Undertake an urgent full blood count to check for leucopoenia in patients developing significant infection.  

· Communicate any issues related to MMF to the specialist
Patient responsibilities
Patients / carers will be counselled to report side effects to any member of the health care team.
Information to the patient
The outpatient clinic will provide the patient with information about their treatment.
Information about the patient to be received by the GP from the consultant
Please refer to the referral letter attached.  A referral letter will be sent to the GP for each patient.

Patient information to be received by the consultant from the GP

In order for GPs to agree formally to this shared care protocol, it is requested that both the referral letters attached be signed and one returned to the consultant requesting shared care.

Confidential

Consultant name

Consultant address

Date

GP Name

GP Address

Mycophenolate Mofetil for Immunosuppression in autoimmune conditions

Patient Name: -

Patient Hospital number: -

Patient Address: -

Patient NHS Number: - 

Dear Dr.

Your patient has been stabilised on mycophenolate mofetil, at a dose of:
For the following clinical indication:
We expect therapy to be: 
Lifelong

or 

years:
It would be appropriate for this patient’s therapy to be shared between primary and secondary care. The enclosed Shared Care Protocol provides additional information to support you in this. Please sign both copies of this letter to indicate your agreement and return one copy to my office; the other should be placed in the patient’s notes at your practice.

Yours sincerely,

Consultant name 

	GP signature
	Print name
	Date


Confidential

Consultant name

Consultant address

Date

GP Name

GP Address

Mycophenolate Mofetil for Immunosuppression in autoimmune conditions

Patient Name: -

Patient Hospital number: -

Patient Address: -

Patient NHS Number: - 

Dear Dr.

Your patient has been stabilised on mycophenolate mofetil, at a dose of:
For the following clinical indication:
We expect therapy to be: 
Lifelong

or 

years:
It would be appropriate for this patient’s therapy to be shared between primary and secondary care. The enclosed Shared Care Protocol provides additional information to support you in this. Please sign both copies of this letter to indicate your agreement and return one copy to my office; the other should be placed in the patient’s notes at your practice.

Yours sincerely,

Consultant name 

	GP signature
	Print name
	Date
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