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Action for AWMSG

To endorse the following proposal to update the Wales Core Amber List of Rheumatology Drugs:

Subcutaneous Methotrexate may be considered for primary care prescribing to adults with Rheumatoid Arthritis, with an appropriate shared care protocol, if all of the following apply: 

· The patient self-administers 

· The hospital provides adequate training to patients on administration and provides support if  problems arise with self-administration

· The hospital provides a robust  collection mechanism for the cytotoxic sharps from the patients’ home

· Primary health care teams/ district nurses are not encouraged to administer subcutaneous methotrexate 

Purpose

To update the Wales Core Amber List of rheumatology drugs

Summary


Page 2. Proposal

Page 4. National shared care template, suitable for local adaptation.

Proposal to Update Wales Core Amber List of Rheumatology Drugs

There are currently variations in the prescribing and administration of subcutaneous methotrexate across Wales. Historically subcutaneous methotrexate was considered inappropriate for GP prescribing because there was no preparation licensed for use in rheumatology patients and the Summary of Product Characteristics did not support primary care prescribing.  

A licensed formulation of subcutaneous methotrexate is now available (Metoject®) for the treatment of, “Severe, active rheumatoid arthritis in adult patients where treatment with disease modifying antirheumatic drugs (DMARD) is indicated
”. 

The Welsh Interface Pharmacist Group identified regional examples where shared care arrangements had successfully been developed for SC methotrexate. Following discussion at AWPAG a consultation paper was sent to Welsh Rheumatologists and Local Medical Committees. This outlined the criteria considered necessary for a safe and effective system:

Subcutaneous Methotrexate may be considered for primary care prescribing with an appropriate shared care protocol, if all of the following apply: 

· The patient self-administers 

· The hospital provides adequate training to patients on administration and provides support if  problems arise with self-administration

·  The hospital provides a robust  collection mechanism for the cytotoxic sharps from the patients’ home

· Practices are not encouraged to administer subcutaneous methotrexate 
Responses to the consultation document were considered in detail and where appropriate have been included in the draft Shared Care Agreement. Dr Camilleri, Chair of Welsh Rheumatologists noted that responses received from across South Wales were supportive of the proposal. Responses were also received from N Wales LMC, Morgannwg LMC and Gwent LMC.

Disposal of cytotoxic sharps dominated discussions. Three options were identified:

· Use of Home Care (as in North Wales)

· Patient returns sharps to hospital but should not use public transport.

(As Bridgend, Gwent, Mid Glamorgan, Vale of Glamorgan)

· Agreement between Trust and City Council (as Cardiff & Vale). The Trust provides new sharps boxes. Patients call the council for collection when box is full. 

The rheumatologists were supportive of the later option and suggest that it is provided by other Trusts. It is essential that a robust mechanism for disposal of cytotoxic sharps exists and this will need to be determined locally. 

A national shared care template, suitable for local adaptation has been developed by the Interface Pharmacists. This defines the roles and responsibilities outlined in the consultation and incorporates responses to the proposal where necessary.

The interface pharmacists noted the following good practice points 

-Patients should be encouraged to use the same community pharmacy

- The community pharmacy checklist for oral methotrexate requires adaptation and will be considered further by the group, together with other supporting documents.
Background 
The core amber list aims to clarify drugs definitely suitable for shared care and was developed to address variations across Local Health Boards (LHBs) as to which drugs were suitable for shared care and those which were more suitable for continued Specialist hospital prescribing. Established local arrangements may co-exist for drugs not included in the core list where consultants and GPs are in agreement. 

The rheumatology core amber list agreed in 2006 includes oral methotrexate, sulfasalazine, oral and IM gold, penicillamine, azathioprine, leflunomide and hydroxychloroquine. The majority view was that secondary care prescribing was appropriate for mycophonolate, cyclophosphamide and subcutaneous methotrexate. This list was developed in consultation with Rheumatologists, AWPAG, LMCs and the General Practitioner Committee (GPC) Wales and endorsed by AWMSG. This document can be accessed at: www.wales.nhs.uk/sites3/page.cfm?orgid=371&pid=17300
As a licensed product is now available, it is proposed that this should be included in the core amber list.
1. http://emc.medicines.org.uk/
	
	4.2 Posology and method of administration 
	


	
	Metoject
® should only be prescribed by physicians and administered by health professionals, who are familiar with the various characteristics of the medicinal product and its mode of action.  Metoject
® is injected once weekly. 
	


	PROTOCOL:          METHOTREXATE    SUBCUTANEOUS/INTRAMUSCULAR 
This document should be read in conjunction with the current Summary of Product Characteristics http://www.medicines.org.uk/

	1. Licensed Indications 

	Severe, active rheumatoid arthritis (RA) in adult patients where treatment with disease modifying antirheumatic drugs (DMARD) is indicated

	2. 

Therapeutic use & Background

	Methotrexate has been prescribed for the treatment of rheumatoid arthritis for this individual. It may suppress the disease process in rheumatoid arthritis and is one of several DMARDs. It has both immunosuppression and anti-inflammatory effects.
Methotrexate is given subcutaneously or intramuscularly (Metoject®) in those patients who have malabsorbtion problems or those who are unable to tolerate therapeutic doses of oral methotrexate because of side effects. 

AWMSG has been requested to endorse shared care of subcutaneous/intramuscular methotrexate (Metoject®) when the following conditions are met

· The patient self-administers 

· The hospital provides adequate training to patients on administration and provides support if  problems arise with self-administration

· The hospital provides a robust  collection mechanism for the cytotoxic sharps from the patients’ home
· GP practices are not encouraged to administer subcutaneous methotrexate



	3. Contraindications


	Avoid if known allergic hypersensitivity to methotrexate or any of its excipients in the formulary

Methotrexate is teratogenic : Avoid in pregnancy and lactation; following administration to male or female conception should be avoided for at least 6 months after stopping
Avoid in: severe renal impairment(creatinine clearance less than 20 ml/min);

significant hepatic impairment, liver disease or alcohol abuse; severe blood dyscrasia; active infection and immunodeficiency; pulmonary toxicity (may be particular problem in rheumatoid arthritis) concurrent vaccination with live vaccines.
Cautions: Mild to moderate renal impairment reduce dose, peptic ulceration, ulcerative colitis/ stomatitis, young children, the elderly and porphyria. Pleural effusions and ascites (require draining before administration) 


	4. Typical Dosage     Regimen (Adults)

	Typical  Dosage Regimen

a) Route: Subcutaneous or intramuscular (subcutaneous generally used in practice)

b) Typical dose 7.5mg to 25mg ONCE weekly. The starting dose may vary depending on the severity of the condition and patient characteristics such as age, renal function and co-morbid conditions. The initial dose may be 5mg to 10mg once weekly.
      MHRA Warning this is a ONCE WEEKLY dose.
      Fatalities have been reported due to prescribing and dispensing errors

c) Titrate dosage according to response. The maximum licensed dose in RA is 20mg/week. Lower doses should be considered for frail elderly patients who have poor renal function.

d) Adjunctive treatment regime: Folic acid 5mg oral as a single WEEKLY dose preferably the day after the methotrexate. However it can be given any day as long as it is not the same day as methotrexate. Folic acid reduces toxic effects and improves continuation and compliance.
e) Usual response time: four to eight  weeks 
f) Duration of treatment as long as indicated by clinical effectiveness.
All dose adjustments will be done by secondary care unless directions have been  specified in the medical letter to the GP

	5. Drug Interactions 
For a comprehensive list consult the BNF or Summary of Product Characteristics

	· Aspirin / NSAIDs: NSAIDs potentiate the action of methotrexate by reducing its excretion, therefore patients on constant doses of NSAID may require lower maintenance doses of methotrexate. The risk of methotrexate toxicity is lowest for those on low dose methotrexare, with normal renal function. If an NSAID is introduced, FBC should be monitored one week later.
· Cotrimoxazole and trimethoprim must be avoided. Other antibiotics may interact.
· Avoid concomitant use with acitretin.

· Excess alcohol should be avoided

· Corticosteroids: increased risk of haematological toxicity

· Antiepileptics, (increased antifolate effect of methotrexate)
· Omeprazole: possible increased risk of methotrexate toxicity 

· Live vaccines- should be avoided (a contraindication).
For drug information please contact one of the rheumatology pharmacists or your local Medicines Information Dept.


	6. 

Adverse drug reactions 
For a comprehensive list (including rare and very rare adverse effects), or if significance of possible adverse event uncertain, consult Summary of Product Characteristics or BNF
	Most serious toxicity is seen with long-term use and may therefore present first to GPs.  Adverse reaction frequency are classified using the following convention: 

Very common ([image: image2.png]


 10%), common ([image: image3.png]


 1% and < 10%); uncommon ([image: image4.png]


 0.1% and < 1%). 
Clinical condition

Management

Myelosupression:

Sore throat, fever malaise.

Bleeding, bruising, purpura
Check FBC, stop drug until result available.

(Specialist may consider recommencing at lower dose when parameters return to normal. Recurrence requires alternative therapy.)

Pulmonary : cough, dyspnoea or fever (Acute pneumonitis and pulmonary fibrosis, rare but potentially life threatening.)

Stop and refer to secondary care immediately

Hepatic: Abnormalities of liver function (very common), hepatic fibrosis and cirrhosis

Stop if any abnormalities, monitor LFTs- abnormalities may resolve after 2 weeks, consideration to recommencing therapy may be made. (see below) 

Gastrointestinal: nausea, vomiting, anorexia (very common may necessitate dose reduction) diarrhoea (common), haemorrhagic enteritis, ulcerative stomatitis (very common).
If ulcerative stomatitis develops stop and discuss. If persistent diarrhoea (possibility of enteritis)-withhold and discuss with specialist. 
Skin: rash, alopecia, skin ulceration (common). 

Severe reactions may occur 
Stop and discuss 

Renal: nephrotoxicity and renal failure

Reduce dose (see below)

Reproductive:  Reduced oogenesis and spermatogenesis during treatment. Teratogenic.

Avoid conception for 6 months after discontinuing treatment in male or female.

IF YOU SUSPECT AN ADVERSE REACTION HAS OCCURRED, PLEASE 
STOP THE DRUG / CONTACT THE SPECIALIST DEPARTMENT. 
· The patient should be advised to report any of the following signs or symptoms without delay: Cough, fever, breathlessness, sore throat, bruising, mouth ulcers, jaundice, nausea, vomiting, abdominal discomfort, dark urine, infections, rash, shingles or chickenpox.
· Chickenpox. Patients exposed to chickenpox or shingles may need passive immunisation with varicella-zoster immunoglobulin if the contact risk is appreciable. Discuss immediately with secondary care.

· Bacterial infection requiring antibiotics: consult rheumatology service about withdrawing methotrexate temporarily

Any serious reaction to an established drug should be reported to CHM via the “Yellow Card” scheme.

	7.

Baseline investigations
	To be undertaken by secondary care
FBC, U&Es, LFTs and Chest X-ray (unless CXR done within the last 6 months)

Lung function tests should be considered in selected patients.


	8.

 Monitoring 


	Monitoring

Frequency
Results
Action
By

FBC

Every two weeks until dose of methotrexate and monitoring stable for 6 weeks then monthly until the dose and disease is stable for 1 year. Thereafter monitoring may be reduced in frequency according to consultant’s clinical judgement with due consideration for risk factors including age, comorbidity, renal impairment.

(otherwise continue monthly monitoring)
<WBC<4.0x109/L*

Neutrophils <1.5 x 109 /L*

Platelets<150x109 /L *

* treatment may be restarted at a lower dose when the count returns to normal.

Stop and discuss.

NOTE Falling trends : 

In addition to absolute values for haematological indices a rapid fall or a consistent downward trend in any value should prompt caution and extra vigilance.

P

R

IMARY

CARE
MCV>105fl

Investigate and if B12 and/or folate low start
 Supplementation. Check TFTs
LFTs

Monitoring as for FBC
> twice upper limit of normal ALT, AST 

Stop and discuss 

U&E s
Monitoring as for FBC
Mild to moderate renal impairment
Reduce the dose

     

	9. Pharmaceutical aspects 
	 This protocol applies to Metoject pre-filled syringes containing methotrexate solution for injection  7.5,10, 15, 20 and 25mg.

	10. 
Secondary care contact information 


	If stopping medication or needing advice please contact: 

Dr

    ……………………………………………………………………..

Contact number

……………………………………………………………………….

Hospital:



	11.

Criteria for shared care


	Prescribing responsibility will only be transferred when

· Treatment is for a specified indication and duration.

· Treatment has been initiated and established by the secondary care specialist.

· The patient’s initial reaction to and progress on the drug is satisfactory.

· The GP has agreed in writing in each individual case that shared care is appropriate.

· The patient’s general physical, mental and social circumstances are such that he/she would benefit from shared care arrangements.



	12.

Responsibilities of initiating consultant 


	· Initiate therapy following full discussion with the patient of benefits and risks and undertake baseline monitoring until patient is stabilised of biochemical and haematological parameters.

· Educate patient on how to self-administer subcutaneous methotrexate and provide support if problems arise with self-administration.

· Ensure that there is a robust procedure in place for the safe storage, carriage and disposal of cytotoxic sharps. This should include patient education on the potential hazards to health and the environment of cytotoxic agents. Instructions on the procedure to follow in the event of spillage should be given. 

· Region to add explicit details of the system in place for safe disposal of cytotoxic sharps. 

· Titrate methotrexate dose, adjusting dose as appropriate and undertake monitoring of clinical response and side effects.

· Counsel patients (male and female) to take contraceptive precautions during treatment and for and for 6 months after treatment has ceased. Record in GP referral letter that contraceptive advice has been given.

· The patient will be informed to contact their GP immediately if any of the following occur: rash, mouth ulcers, bruises, bleeding, fever, sore throat, jaundice or other infection. A patient information leaflet will be provided.

· When treatment is stabilised, send shared care/near patient testing request to GP.

· To counsel patients that a strictly limited alcohol intake is to be adhered to and 

      advise on the combined use of methotrexate with NSAIDs and aspirin products.

· Respond to any request from GP to review the patient due to adverse effects of therapy.

· Advise the GP on continuing or stopping methotrexate therapy following medical review of the patient and associated drug therapy. Advise the GP on monitoring frequency after the methotrexate dose and disease has been stable for one year. 

· Notify GP if patient is failing to attend for appropriate monitoring and advise GP on appropriate action.

	13. Responsibilities of primary care 


	· Prescribe methotrexate as part of the Shared Care agreement.

· Monitor the general health of the patient.

·  Where Near Patient Testing is agreed monitor the parameters indicated, document results in the patient’s monitoring booklet and 
report to and seek advice from the consultant on any aspect of patient 
care which is of concern.           

· Report adverse effects of therapy to the consultant and the Medicines and Health Care products Regulatory Agency (MHRA).

· Recommend that patient receives pneumococcal vaccination and annual influenza vaccination. 

· If Near Patient Testing not agreed, to act on advice provided by the Consultant if patient does not attend for appropriate monitoring.

· Provision of Near-patient testing is in accordance with the service outline of the GMS contract



	14. Responsibilities of patients 


	· Consent to treatment with methotrexate

· Self-administer subcutaneous methotrexate

· To ensure safe storage, transport and disposal of Metoject and any materials (i.e. sharps) associated with its administration 

· To attend hospital and GP clinic appointments, bring monitoring booklet (if issued)

· Failure to attend may result in medication being stopped.

· To report adverse effects to their specialist or GP particularly if any of the following occur: rash, mouth ulcers, bruises, bleeding, fever, sore throat, jaundice or other infection 



	15. 

Additional Responsibilities


	Prescriptions should state the weekly dose of methotrexate to be administered and day of the week used.


Any serious reaction to an established drug should be reported to CHM

	16. Supporting documentation
	A patient information leaflet must be provided

	17. Patient monitoring booklet
	A patient held monitoring and dosage record booklet must be provided.



	18.GP letter
	

	19.Guideline       date.
	June 2009

	20. Guideline review date
	June 2010








� AWMSG minutes state, “There was discussion over the inclusion of carers within the document as an option for administering the medicine. A suggestion  was made that an audit be undertaken in the future to assess the effectiveness of self administration so that the carer option could be considered for patient benefit at a later date”
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