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1. Introduction 
 
All Islington general practitioners are expected to provide essential and those additional 
services they are contracted to provide to all their patients. This enhanced service 
specification outlines the more specialised services to be provided. The specification of this 
service is designed to cover the enhanced aspects of clinical care of the patient all of which 
are beyond the scope of essential services. No part of the specification by commission, 
omission or implication defines or redefines essential or additional services. 
 

2. Background  
 
The treatment of several diseases within the fields of medicine, particularly in rheumatology, is 
increasingly reliant on drugs that, while clinically effective, need regular blood monitoring. This 
is due to the potentially serious side effects that these drugs can occasionally cause. It has 
been shown that the incidence of side effects can be reduced significantly if this monitoring is 
carried out in a well organised way, close to the patient’s home. 
Methotrexate is a folic acid antagonist and its major site of action is the enzyme dihydrofolate 
reductase.   Its main effect is inhibition of DNA synthesis but it also impairs RNA and protein 
synthesis. This may not account however for its action in rheumatoid arthritis or psoriasis that 
is not fully understood. 
 
Methotrexate is indicated for the treatment of active rheumatoid arthritis and severe psoriasis. 
It is also used in the treatment of some other inflammatory arthropathies and skin conditions. 
In patients with inflammatory arthropathies, it is normally used together with non-steroidal anti-
inflammatory drugs particularly in the early stage of treatment. Response to treatment cannot 
be expected before two or three months and may not occur until after six months of treatment. 
In patients with psoriasis, response to treatment is also variable and it may take up to a month 
or more before any significant effect. 
 

3. Aims 
 
The enhanced service is designed in which: 

a. Therapy should only be started for recognised indications for specified lengths of 
time. 

b. Maintenance of patients first stabilised in the secondary care setting should be 
properly controlled. 

c. The service to the patient is convenient. 
d. The need for continuation of therapy is reviewed regularly. 
e. The therapy is discontinued when appropriate. 
f. To improve the primary/secondary care interface resulting in streamlined service 

that benefits patients. 
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4. Service outline 
 
This LCS has been developed to promote the safe and effective prescribing of oral 
methotrexate in primary care. 

 
Practices, if wishing to participate, can sign up for: 
 

o Level One: Secondary care will schedule and monitor blood tests to monitor oral 
methotrexate. 

o Level Two: Primary care will routinely schedule and monitor blood tests for oral 
methotrexate under a shared care arrangement, referring back to secondary care as 
indicated in roles and responsibilities of the shared care guidelines. 

 
Practices may provide a level one service for some patients until shared care is established or 
alternatively if they do not wish to participate in shared care. 
 
Level two payments will be made for patients where shared care has been established and the 
monitoring of the patient on methotrexate is undertaken routinely by primary care. 
 
GPs are encouraged to request the shared care of patients stabilised on oral 
methotrexate to increase convenience for the patient, reduce the need for outpatient 
attendances and to maintain or improve the quality of care. (See appendix 7 for 
template letter.) 

Level 1  

 Secondary care laboratory outreach sampling, testing, dosing and monitoring. 

 Prescriptions for methotrexate prescribed by the GP practices should state the 
appropriate dose in milligrams and number of tablets and frequency (prescription 
should NOT say “when required”).  

 Ensure patient has a copy of the NPSA patient information leaflet which is combined 
with the hand-held recording booklet if not already received one from secondary care. 

 Ensure all patients on methotrexate are on a register. 

 All prescriptions for Methotrexate should be computer generated. 

 All repeat prescriptions for methotrexate should be reviewed by the GP prior to 
authorising/signing. 

 All patients prescribed methotrexate should be offered a flu vaccination annually. 
 

The service specification will include the following: 
 

a. Establishment and maintenance of a register. Practices should be able to produce 
and maintain an up-to-date register of all patients on oral methotrexate, indicating 
patient name, date of birth and the indication as suggested in the EMIS template. 

b. Non-attendees. Practice should ensure that they have a system in place for patients 
on methotrexate in order to be able to implement appropriate and effective strategies 
for targeting patients who are non-attendees at the hospital clinic before issuing the 
prescription for medication.  

c. On-going education for all patients on methotrexate. To reinforce appropriate 
education and advice on management of and prevention of secondary complications of 
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their condition by handing patients the national patient information leaflet that is 
produced by the NPSA. 

d. Management plan. To ensure that the patient has received a treatment plan, which 
will be in form of the patient hand-held record (booklet), which gives the reason for 
treatment, the planned duration and the monitoring. 

e. Professional links. To work together with other professionals when appropriate. Any 
health professionals involved in the care of patients in the programme should be 
appropriately trained. 

f. Referral policies. Where appropriate to refer patients promptly to other necessary 
services and to the relevant support agencies using locally agreed guidelines where 
these exist. 

g. Record keeping. To maintain adequate records of the service provided, incorporating 
all known information relating to any significant events, e.g. hospital admissions, death 
of which the practice has been notified. 

h. Annual review (audit). All practices involved in the scheme should perform an annual 
audit review. Practices will receive an audit workbook separately. 

Level 2 (Patients Managed in Primary Care Under Shared Care Guidelines) 

 All the above of level 1  

 Routine blood monitoring and prescribing of methotrexate under shared care. 

 GP practice to prescribe under the shared care guideline with secondary care trusts 
and in line with the safe prescribing checklist following the National Patient Safety 
Agency Alert; June 2006, i.e. ensuring GP sets up systems to identify non-attendees, 
recording of any incidents etc). 

The service specification will include the following: 

 All the above of level 1 and 

 All GP responsibilities as listed in the shared care document (Appendix 4) 

 

5. Untoward events 

It is a condition of participation in this LCS that practitioners will give notification, in addition to 
their statutory obligations, within 72 hours of the information becoming known to him/her, to 
the Medicines Management Team of all emergency admissions or deaths of any patient 
covered under this service, where such admission or death is or may be due to usage of the 
drug(s) in question or attributable to the relevant underlying medical condition. 

Report any adverse drug event reported by the patient to the Consultant and the MHRA where 

appropriate. 

6. Accreditation 

Those doctors who have previously provided services similar to the proposed enhanced 
service and who satisfy at appraisal and revalidation that they have such continuing medical 
experience, training and competence as is necessary to enable them to contract for the 
enhanced service shall be deemed professionally qualified to do so. 

7. Monitoring and Review 

Practices will have to complete an annual audit on methotrexate as part of monitoring and 
review. 
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Notice Period 
The Practice will need to give Islington CCG a minimum of 14 days’ notice to cease providing 
this Enhanced Service, but ideally this should be a notice period of 3 months to allow Islington 
CCG to consider alternative arrangements for providing this service to patients.   
 
The CCG will also give a minimum of 14 day notice period to practice, but where possible this 
will be extended to a maximum of 3 months’ notice.  

 
Review 
The CCG must ensure that they are compliant with any statutory duty given by the DH and as 
such this Enhanced Service will be reviewed in line with any DH guidance as this becomes 
available.  
 
Islington CCG will continually be reviewing all enhanced services to ensure that we 
commission services based on the health needs of our population and to best practice 
guidelines.  Updates and required notification will be given to practices accordingly as this 
becomes available.   
 
 

Pricing 

In 2018/19 each practice contracted to provide this service will receive: 

Level 1 – Patients on methotrexate without shared care agreement, monitoring of 
methotrexate by secondary care. 

 £10.19 per patient per annum 

Level 2 – Patients on methotrexate with shared care agreement, routine monitoring of 
methotrexate by primary care. 

 £50.95 per patient per annum  

*Note: A payment uplift will be applied to this LCS* 

 

Contact details 

If you need any help or advice at all on using this workbook, please contact the Medicines 
Management Team: mmt.islington@nhs.net 

 

 

 

 

mailto:mmt.islington@nhs.net
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Appendix 1  

Contract 

(Use combined sign-up sheet only – no need to fill appendix 1 to provide service) 

Acceptance of Terms: Service Specification for Methotrexate 2019-20 LCS  

        

The nominated GP lead for this agreement is: 
 

Name:  

Position:  

Practice Code:  

GP Practice:  

Practice Address:  

Telephone:  

Email:  

Please complete the application by ticking the appropriate box below: 

1. Level One: Secondary care will schedule and monitor blood tests to monitor oral 
methotrexate. 

 

2. Level Two: Primary care will routinely schedule and monitor blood tests for oral 
methotrexate under a shared care arrangement, referring back to secondary care 
if necessary. 

 

By signing this document the practice agrees to provide the LCS according to the 
specification. This document will become part of the contract documentation between London 
Borough of Islington [Commissioner] and General Practice [provider] to provide Methotrexate 
Locally Commissioned Services. 

I hereby confirm my acceptance of the terms of this service.  

Please sign and date below to confirm acceptance: 

Signed on behalf of the [provider] by.……………………………………………………….. 

Print name…………………………………………………… Date: ……………………….. 

Signed on behalf of [Commissioner]……………………………………………………….  

Print name………………………………………………… Date: ………………………….. 

___________________________________________________________________________________________________ 

NB: Level Two payments will be made for patients where shared care has been established and the routine 
monitoring of the patient on methotrexate is undertaken by primary care.  

GPs can request that the management of a patient on methotrexate is transferred from secondary to primary care 
under shared care but will be paid for level one service provision until shared care has been established.  

Practices therefore may continue to provide a level one service for some patients until this transition occurs or 
alternatively if they do not participate in shared care. 

 
Please return one signed copy of this agreement and to the ICCG at pbc.secure@nhs.net 

mailto:pbc.secure@nhs.net
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Appendix 2  

 

Ordering of the Methotrexate Patient information leaflet combined 
with the hand-held record booklet 

 

 

Practice can obtain supplies of the above items from: 

 

Primary Care Support England 

0333 014 2884  

pcse.enquiries@nhs.net 

 

 

 

 

mailto:pcse.enquiries@nhs.net
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Appendix 3 

EMIS Template for the provision of Methotrexate 

 
High Risk Drug (HRD) Emis Template Guide (Read Code 66P) 
Based broadly on the National Patient Safety Agency “Safe Practice Checklist‟, the High Risk 
Drugs Monitoring template has been produced to enable GPs to readily ensure the necessary 
blood results are available and patient education has occurred to facilitate safe prescribing of 
the following high-risk drugs: 
 

 Methotrexate  Sulphasalazine  

Azathioprine  Mycophenolate  

Mercaptopurine  Oral Tacrolimus  

Ciclosporin  Hydroxycarbamide  
Dapsone  Cyclophosphamide  

 

In the majority of cases these drugs are initiated in secondary care and GPs are asked to 
continue the prescribing of these for their patients. This may occasionally occur without the GP 
having access to up-to date blood test results. The purpose of this template is to improve 
safety by highlighting the monitoring, increasing access to important blood tests and ensuring 
the identification of gaps in monitoring when these occur. 
 
The template is based on Read Code 66P - High Risk Drug Monitoring. Therefore if 66P is 
entered as a problem the system will ask you if you want to fill in the template. If you have any 
queries or suggestions, please contact your Prescribing Adviser. 
 

PROMPT CODE What does the prompt mean? 

HRD (high risk drug) Monitoring  66P  Is the patient on a high risk drug?  
Picking List: 
66P: HRD Monitoring 
66P7: Primary Care HRD Monitoring 
66P9: Secondary Care HRD Monitoring 
Leading to a free text area where the reference 
number is to be entered of 1st consultant letter or 
Share Care Guideline where available, explaining 
HRD dose and monitoring  

Hosp. Initiated?  8B2D  YES / NO prompt for if the high risk drug has been 
initiated by a specialist. (should be the case for 
most patients)  
Free text line name of the initiating department. 
The name of the main consultant and/or phone 
number of who to contact at the hospital for 
information can also be entered here.  

Book given  9kN0 YES / NO prompt. Has the patient been given a 
High Risk Drug Monitoring Book?  

   

The following results should be entered into the template directly from lab-links.  

Haemoglobin  423  Haemoglobin value  

White Blood Cell  42H  Serum White Blood Cell count  

Platelet count  42P  Serum Platelet count  

MCV  42A  Mean Red Cell Volume  

Neutrophil count  42J  Serum Neutrophil count  

Serum Urea  44J9  Serum urea value  

Serum Creatinine  44J3  Serum creatinine value  

Sodium  44I5  Serum sodium level  

Potassium  44I4  Serum potassium level  

Serum albumin  44M4  Serum albumin value  
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ALT/SGPT  44G3  Serum Alanine transaminase value  

AST  44HB  Serum Aspartate transaminase value  

   

Hosp. Mon. OK  8BIf  YES / NO prompt  
This can be used if results do not arrive via lab 
links due to IT break downs/different hospitals or a 
letter arrives suggesting bloods are ok.  
If results and letters do not arrive please contact 
the specialist.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

DNA Blood Test  9N4o YES / NO prompt  
Enter YES if you have been informed if the patient 
does not attend the clinic. The patient needs 
monitoring by GP if HRD is to continue. Consider 
liaising with specialist. 
  

FULL MED. REVIEW  8B3V  Picking list:  
Medication review with patient (8B3x)  
Medication review by doctor (8B1H) 
Medication review done (8B3V)  
Medication review done by pharmacist (8BIC)  

 

Adverse reaction  SN52-1  YES / NO prompt. Enter description of adverse 
reaction. 

Med Counsel Given  6774  YES / NO prompt.  
Enter YES if patient has been counselled on 
HRDs and their side effects.  

Patient Unhappy re. med?  8BIB  YES / NO prompt. Is the patient unhappy about 
their HRDs/Monitoring/Treatment? Text line for 
reason.  

HRD follow-up  
 
 

66P  Diary entry for next review (between 1-3 
monthly)  

Template has been used with the permission of City and Hackney PCT. 
 

 

Patients on Methotrexate are already on the population manager under  

 EMIS Clinical Utilities 

 Drug monitoring 

 Methotrexate 
  
Other read Codes available on EMIS for Methotrexate: 

 Methotrexate monitoring in secondary care: EMISNQMEII 

 Methotrexate monitoring in primary care: EMISNQME16  

 Adverse drug reactions with Methotrexate: TJ31D 
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Appendix 4 

Shared care guideline 

Prescribing and monitoring of oral methotrexate in adults: Licensed and off 
label indications. 

 

Available from the North Central London Joint Formulary Committee (NCL JFC) website: 

https://www.ncl-mon.nhs.uk/wp-content/uploads/Interface_prescribing/SCG_Methotrexate.pdf  

 

https://www.ncl-mon.nhs.uk/wp-content/uploads/Interface_prescribing/SCG_Methotrexate.pdf
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Appendix 5 

 

Evidence On Prescribing Folic Acid 
 
Methotrexate is a first line disease-modifying-anti-rheumatic-drug (DMARD) for rheumatoid 
arthritis (1); It is an antifolate agent with a chemical structure similar to that of folic acid and 
folinic acid (2), but its exact mechanism of action in treating this condition is unclear (2, 3, 4).  
Administered in low doses, methotrexate inhibits a number of folate dependent metabolic 
steps, including a very potent inhibition of dihydrofolate reductase, which reduces folic acid to 
dihydrofolic acid and to tetrahydrofolate (2).  This causes a depleted pool of reduced folates 
and produces a state of effective folate deficiency (5).  The half-life of methotrexate in the 
serum is in the range of 6 to 8 hours after administration of the drug and is undetectable in the 
serum by 24 hours (3). 
 
It is likely that some of the side effects of methotrexate are due to folate antagonism, (5) and 
the main factor influencing the decision to discontinue methotrexate is the occurrence of 
adverse effects, rather than lack of response (6, 7).  Between 7 and 30% of patients 
discontinue methotrexate in the first year due to toxicity (8).  The common adverse effects 
associated with methotrexate can be divided into: 

 Minor effects e.g. mouth ulcers and gastrointestinal disturbance (5,9,10). 

 Major effects e.g. bone marrow toxicity and liver function test abnormalities (5,9.10) and 
cardiovascular effects (9).   
 

The British Society for Rheumatology states that regular folic acid supplements are thought to 
reduce toxicity of methotrexate (11) but there has been much controversy regarding the dose 
of supplementation and whether it has benefit on toxicity without being detrimental to 
methotrexate efficacy. 

 
Effects of Folate Supplementation on Toxicity of Methotrexate 
 
The British Society for Rheumatology states that regular folic acid supplements are thought to 
reduce toxicity of methotrexate (11).  Overall toxicity of methotrexate appears to be lower in 
folate supplemented patients (7, 12, 13, 14, 15).  The risk of side-effects with methotrexate is 
slightly higher in the first 6 months, but the risk of any adverse effect remains throughout 
treatment and long-term monitoring is therefore required (16). 
 
A meta-analysis of 7 double-blind randomised controlled trials in which adult rheumatoid 
arthritis patients were treated with a low dose of methotrexate (<20mg/week) concurrently with 
folate supplementation revealed that low dose folic acid supplementation (<5mg/week) 
achieved a 79% reduction of mucosal and gastrointestinal side-effects.  There were no major 
differences between low and high doses of folic acid (8, 17). 
 
A subsequent 48-week, multi-centre, randomised, double-blind, placebo-controlled study has 
demonstrated that folate supplementation increases the rate of continuation of methotrexate 
by decreasing the incidence of elevated alanine transaminase (ALT) values (13, 18).  Lack of 
folate and untreated hyperlipidaemia are considered independent risk factors for abnormal 
aspartate transaminase (AST) levels according to a retrospective cohort study of 481 patients 
(19). 
 
A study investigating folate levels in methotrexate patients with rheumatoid arthritis concluded 
that there is a close relationship between folate status and side-effects during methotrexate 
therapy and that only a minority of side-effects are reported when concomitantly measured 
Red Cell Folate levels are above 600 – 800 nmol/l (14). 
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Raised levels of homocysteine are associated with coronary heart disease and stroke (20).  
Homocysteine levels are frequently elevated in rheumatoid arthritis patients and low dose 
methotrexate treatment may increase them further (21, 22).  Folic acid supplementation lowers 
the prevalence of chronic hyperhomocysteinemia (20, 21, 23).  Two trials (HOPE 2 and 
NORVIT) investigated the effect on homocysteine and cardiovascular disease in patients 
taking folic acid supplements and neither found a reduction in cardiovascular risk (5, 20, 23). 

 
Effects of Folate Supplementation on Efficacy of Methotrexate 
 
A post hoc analysis from two randomised controlled studies suggested that folate 
supplementation may reduce the efficacy of methotrexate (24).  Another study investigating 
the effect of folic acid on the pharmacokinetics of methotrexate found the mean Area Under 
the Curve (AUC) value for methotrexate decreased by 20% after co-administration with folic 
acid (25).  
  
Other studies have not found any significant difference in efficacy of methotrexate whether 
given with or without folate supplements (12, 15, 16) or regarded any negative effect on 
efficacy as small and easily overcome by slightly higher methotrexate dosages (18). 
The potential of folic acid interfering with the gastro-intestinal absorption of methotrexate is a 
matter of controversy, but this possibility may be overcome by administration of folic acid 24 
hours prior to the weekly methotrexate dose and 24 hours following that dose (26). 
 

Dosing schedule 
 
The optimal dosing schedule of folic acid supplementation in relation to methotrexate is not 
known.  Various dosing regimen have been used in clinical studies.   

 A 48 week, randomised placebo controlled multi-centre trial of 434 patients used folic acid 
1mg per day(18) 

 A randomised, double-blind, placebo-controlled trial of 79 patients used 5mg or 27.5mg 
folic acid per week, divided into 5 daily doses given on the days when methotrexate was 
not ingested.  Both these regimens decreased methotrexate toxicity without compromising 
efficacy (27). 

 A prospective, randomised, double-blind, placebo-controlled study of 75 patients used folic 
acid 5mg daily (16) 

 

Summary 
 
There is no definitive answer regarding the optimal dose of folic acid for patients with 
rheumatoid arthritis who are being treated with methotrexate.  It is generally agreed that folic 
acid supplementation reduces the toxicity of methotrexate without significantly affecting 
efficacy; although there seems to be a consensus of opinion that folic acid supplementation 
should be avoided on the day of methotrexate in case it adversely affects absorption.  Folic 
acid supplementation should be continued for the duration of methotrexate therapy because 
adverse effects can occur at any time. 
 
There have not been any dose determining trials but regimens used in some of the studies 
include: 

 5mg folic acid taken the day after the methotrexate dose 

 1mg folic acid daily except on the day of methotrexate 

 5mg folic acid daily except on the day of methotrexate 
 

It is considered that the folic acid dose should be high enough to prevent folate deficiency.  
Many reviewers have extrapolated the data from the studies and recommend using 5mg folic 
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acid weekly.  Some administer this dose the day after the methotrexate dose and others 
suggest that a dose taken 48 hours prior to the methotrexate dose may give added protection 
against the gastrointestinal adverse effects.  The dose can be increased to 10mg if the patient 
experiences any adverse effects to the methotrexate.   
 

Limitations 
 
There are no clinical studies, which specifically investigated the optimal dose of folic acid for 
patients with rheumatoid arthritis who are treated with methotrexate.  There is wide variation in 
the dosing schedules chosen by rheumatologists, with decisions being made on experience 
and anecdotal evidence.  This review has not looked at the impact of taking methotrexate as a 
single dose or as a divided dose.  It does not investigate any comparisons between folic acid 
and folinic acid. 
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Appendix 6 
Letter for consultant to send to GP requesting shared care. 

 
<Title> 

<Consultant Address> 
<Consultant Address> 
<Consultant Address> 

<Consultant Post code> 
<Consultant Telephone Number> 

<Consultant Fax> 
<Consultant email> 

 
<Date> 

RE: <Patient Name>, <NHS Number> Suitable for Shared Care. 

 
 
Dear <GP> 
 
Your patient has been stabilised on ORAL METHOTREXATE at a dose of: ___________ 
ONCE WEEKLY. 
 
This drug has been accepted as suitable for shared care by the Islington Medicines 
Management Committee and the shared care guidelines on oral methotrexate, and its 
treatment and monitoring are enclosed.  
 
I am requesting your agreement to sharing the care of this patient.  
 
Please sign the section below and return it to the above address and please keep a copy for 
the patient’s notes. 
 
Yours sincerely  
 
<Consultant’s Signature> 
 
<Consultant’s Name> 
 
GP response (Please circle the appropriate letter detailing your response) 
 
A I am willing to undertake shared care as set out in shared care guideline for this patient. 

 
B I would like further information. Please contact me on: __________________ 

 
C I am unable to undertake shared care for this patient. 

 
G.P. Signature ___________________________________ Date ___________ 
 
 
Practice Address/Stamp ___________________________________________ 
 

Please return whole completed form or a copy to the requesting consultant within one 
week. 
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Appendix 7 
 
Letter for GP to consultant requesting shared care. 

 
 

 
<Title> 

<GP Address> 
<GP Address> 
<GP Address> 

<GP Post code> 
<GP Telephone Number> 

<GP Fax> 
<GP email> 

 
<Date> 

 

RE: Request for shared care: <Patient >, <NHS Number>  

 
 
Dear <Consultant> 
 
We have identified <Patient> for whom you prescribe oral methotrexate. We would 
like to take over the regular blood monitoring and prescribing for this patient under a 
shared care arrangement. We have discussed this with the patient who would 
be happy for this to proceed. The aim is to improve convenience and reduce the need 
for frequent outpatient appointments. Please do let me know if you are happy to 
accept such a shared care arrangement. I would be happy to discuss the arrangement 
if needed.  
 
 
 
Yours sincerely  
 
 
 
<GP’s Signature> 
 
<GP’s Name> 
 
 

 


