
Drug: Oral or Parenteral Methotrexate
1. General guidance

This protocol sets out details for the shared care of patients taking ORAL or PARENTERAL METHOTREXATE. The monitoring requirements for parenteral methotrexate are the same as for oral methotrexate.  For information there is an NHS GG&C Shared Care Protocol which gives guidance for the subcutaneous administration of methotrexate in the community setting which can be accessed here. 

2. Background

Methotrexate is an effective second-line drug used in the treatment of rheumatoid arthritis, psoriasis, some cancers and occasionally other autoimmune disorders. It has both immunosuppressant and anti-inflammatory effects. 

Do not give live vaccines to patients taking methotrexate

Annual flu vaccine should be given

Contraception should be used and conception delayed for 3 months after treatment has stopped.

Patients should be advised to stay well within national recommendations for alcohol e.g. dermatology guidelines recommend no more than 6 units/week.

Ensure folic acid supplement is prescribed as directed by the rheumatology specialist (current advice is to take 5mg four days after the methotrexate dose i.e. folic acid for one day).

Methotrexate should be withheld during the treatment of acute infections.

Trimethoprim and cotrimoxazole should be avoided as they greatly increase the risk of marrow aplasia.

3. Pre-treatment assessment

FBC,   U+E, LFT : If drug is recommended in a patient with abnormal LFTs at pre-treatment assessment, then guidance will be given about how to deal with further deterioration in liver function.  

The specialist initiating treatment will ensure that the patient gets a chest x ray if they have not had one within the preceding 6 months.  (Pulmonary function tests may be requested in patients with underlying respiratory disease at baseline).

4. Dosing

Dose and up titration will be at the recommendation of the hospital consultant and should be recorded within the practice.  
The need for dose record cards provided by secondary care has been superseded by the Clinical Portal.  

5. Monitoring

Prescribers must ensure that they have a failsafe system for checking that it is safe to continue prescribing this drug, which can be verified at any subsequent payment verification visit, and we therefore strongly recommend that the results from the relevant blood monitoring tests i.e. from within the required time period, are available and support continuing use of the drug before signing prescriptions and that this check has been recorded in patient’s contemporaneous medical record. 
FBC, U+E, LFT 2 weekly until dose is stable for 6 weeks; then when on stable dose monthly FBC, 
 U+E. LFT monthly for 3 months; thereafter FBC, U+E, LFT at least every 12 weeks. If on concomitant leflunomide treatment then monthly monitoring required long term.
Dose increases should be monitored by FBC,  U+E, LFT  every 2 weeks until on stable dose for 6 weeks then revert to previous schedule.

Ask about skin rash or oral ulceration at every visit

New or increasing dyspnoea or dry cough – withhold and discuss urgently with the specialist team 

Avoid prescribing trimethoprim or cotrimoxazole to patients receiving methotrexate – greatly increases risk of marrow aplasia 
Action to be Taken

· WBC <3.5 x 10 ^9/1


withhold until discussed with patient’s consultant team

· Neutrophils <1.6 x 10 ^9/1


withhold until discussed with patient’s consultant team

· Platelets <140 x 10^9/1


withhold until discussed with patient’s consultant team

· Unexplained eosinophilia >0.5x109/l
withhold until discussed with patient’s consultant team

· ALT and or AST/100 u/L


withhold until discussed with patient’s consultant team

· Creatinine increase >30% in one year or decrease in eGFR less 50mls/min

      Withhold until discussed with patient’s consultant team

· Unexplained drop in Albumin <30g/l
withhold until discussed with patient’s consultant team

· MCV >105fl



withhold until discussed with patient’s consultant team 

· (only if a change from usual level)

· Rash or oral ulceration


withhold until discussed with patient’s consultant team

· Abnormal bruising or sore throat

withhold until discussed with patient’s consultant team

· Symptoms of pneumonitis


withhold until discussed with patient’s consultant team


(dyspnoea, cough, fever)

Any intercurrent infection


withhold until resolved
Please note that in addition to absolute values of haematological indices, a rapid fall or a consistent downward trend in any value should prompt caution and extra vigilance.

Please note that there is inherently greater risk in having these drugs on ‘repeats’
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