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Rationale 
 

Some patients with asthma have symptoms sufficiently severe to require prolonged or 

chronic use of oral corticosteroids. These are associated with a large number of well 

recognised complications. Methotrexate has been proposed as a potential steroid sparing 

agent in oral corticosteroid-dependent asthmatic patients. However, the evidence to support 

this is weak. A recent Cochrane review suggested only a small steroid sparing effect in 

parallel group trials (weighted mean difference -4.1 mg per day, 95% confidence interval -

6.8 to -1.3) and also in cross-over trials (weighted mean difference -2.9 mg per day, 95% 

confidence interval -5.9 to -0.2), and an increased risk of hepatotoxicity with methotrexate 

compared to placebo (odds ratio 6.9, 95% confidence interval 3.1 to 15.5). Despite this, it is 

still considered as an option in the SIGN/BTS asthma guidelines. 

 

 

Preliminary Assessment 

 

1. Contraindications / cautions to Methotrexate treatment (consult BNF for more detail) 

a. Pregnancy (effective contraception required during and for at least 3 months 

after treatment in men or women) or breast feeding 

b. Renal or hepatic impairment 

c. Significant haematological disorder including severe anaemia and clotting 

problems. 

d. Gastrointestinal disorders (peptic ulceration, ulcerative colitis, diarrhoea and 

ulcerative stomatitis) 

e. Active infection and immunodeficiency syndromes 

f. Acute porphyria 

g. Alcohol consumption 

h. Co-administration of co-trimoxazole, trimethoprim and phenytoin, aspirin & 

NSAID’s 

2. Baseline investigations and checks prior to commencing Methotrexate 

a. Chest x-ray. 



 

b. Full pulmonary function tests and transfer factor.  

c. Full blood count, renal and liver function tests inc. AST, LDH, ALT, 

creatinine, CRP, ESR 

d. Urinalysis 

e. Full drug history including prescribed, over the counter or herbal medicines 

and any complementary or alternative therapies 

f. Male and female patients must be agreeable to using effective contraception 

before receiving methotrexate. Patients should not become pregnant while 

taking methotrexate or until six months after stopping treatment. 

Methotrexate can reduce fertility and harm the unborn child. 

3. Consent to treatment with Methotrexate 

 

a. Provide The National Patient Safety Agency’s ‘Oral methotrexate pre-

treatment patient information leaflet’, 2006, (Appendix 1). 

b. The weekly dosing regime and the importance of monitoring must be stressed. 

c. Time should be given for the patient and their family to understand and 

discuss information before embarking on treatment.  

d. Clinician prescribing the methotrexate should confirm the patient understands 

the information and the patient must give informed consent to treatment.  

 

Treatment Phase 

 

4. Drug Dosage 

a. Methotrexate should only be taken as a single once a week dose on the same 

day each week. 

b. A usual starting dose for methotrexate is 7.5mgs weekly, increasing by 

2.5mgs every six weeks to a maximum of 25mgs weekly. 

c. Lower doses should be used in the frail elderly or if there is renal impairment. 

d. It may take up to 12 weeks after reaching the optimum dose before any 

benefits are realised.   

e. Methotrexate tablets are made in made in two different strengths, 2.5mg and 

10mg tablets.  The two strengths are different shapes but the tablets are a very 

similar colour. Only the 2.5mg strength tablets should be prescribed. 

f. The strength of tablet supplied to the patient must remain consistent (2.5mg 

strength) to prevent confusion for the patient over the number of tablets they 

need to take.  The dose should be explained to the patient as quantity of 

tablets and weekly frequency.  

g. Methotrexate should not be prescribed ‘as directed’ and a specific dose must 

be applied to each prescription. 



 

h. Patients should be advised to check their tablets carefully every time they 

collect a prescription. 

i. It is important that patients do not use the medicine if they think they have 

the wrong strength and they should check with the pharmacist as soon as 

possible. 

j. If the dose is changed it is important for patients to show the pharmacist their 

record book. 

5. Folic acid 

a. Folic acid has been shown to help the body cope with methotrexate and also 

reduces some of the side effects experienced.  It is usually taken in a 5mg 

tablet weekly, three days after the methotrexate, or if the patient is 

experiencing side effects it can be increased to every day except the day they 

take their methotrexate dose.  

 

Objective Assessment 

 

6. Monitoring schedule 

a. When starting treatment it should be explained to the patient how the 

monitoring of the medication will be managed and a clear system for 

monitoring blood results must be established.  This may be by the hospital 

team or shared between the hospital and the general practitioner.   

b. Full blood count and renal and liver function tests before starting treatment 

and repeated weekly until therapy stabilised, thereafter blood tests should be 

monitored every 2–3 months 

c. It is the patient’s responsibility to ensure that they attend for regular blood 

tests.  Failure to comply with this should be reported to the GP and 

Respiratory Consultant by letter as patients should not take methotrexate 

unless they are having regular blood tests.   

d. Details of the blood tests will be recorded in the monitoring booklet (see 

Appendix 1).  The monitoring booklet is a valuable document which should 

be kept carefully/up-to-date and patients should be encouraged to take it to 

general practitioner and hospital appointments. 

7. Potential adverse reactions: 

a. Refer patient to NPSA Methotrexate patient information sheet for adverse 

reactions (Appendix 1). 

b. Treatment should be stopped immediately and urgent medical advice 

sought in the event of: 

i. Dyspnoea.  

1. Methotrexate can occasionally cause inflammation of the 

lungs.  The breathlessness can come on gradually or over a 

few days and may be associated with a dry cough.  If 



 

dyspnoeic when resting and no symptoms of a heavy cold 

methotrexate should be stopped.   

ii. Symptoms or signs of jaundice including pruritus. 

iii. Infections, including fever, chills or severe sore throats 

iv. New unexplained bleeding or bruising  

v. Severe and continuing diarrhoea or vomiting 

vi. Pregnancy 

vii. Chickenpox and shingles 

c. In the event of the following withhold treatment until discussed with 

Respiratory Consultant: 

i. WBC <4.0x10^9/l – specifically lymphocytes <1.0x10^9/l, 

Neutrophils <2.0x10^9 

ii. Platelets <150x10^9/l 

iii. >2 fold rise in AST, ALT (from upper limit of reference range) 

iv. Unexplained fall in albumin 

v. MCV>105fl – investigate and if B12 or folate low start appropriate 

supplementation 

vi. Significant deterioration in renal function – reduce dose 

8. Patient Safety Considerations 

a. Be aware of the potential pitfalls of methotrexate treatment: 

i. Prescribing the wrong frequency, lack of monitoring, dispensing error, 

not accounting for prescribing in older patients, abnormal renal 

function, those on concurrent folate antagonists, not following 

prescription and monitoring protocols, prescribing after telephone 

consultations with specialists, not checking prescriptions written by 

others before prescribing, computer errors when inputting data, 

delayed receipt of blood tests or failing to alter medication after 

receiving abnormal results, failing to perform the required regular 

blood tests, continuation of drug treatment after cessation by the 

specialist, ambiguous or unclear letters from specialist’s or their 

representatives.  

b. Sufficient time should be allocated to explain to a patient and carers about 

any changes in medication, GP and pharmacy systems should be programmed 

to flag up warnings when potentially toxic drugs like methotrexate are 

prescribed or dispensed, GP should have access to patients records during 

house calls and out-of-hours consultations (ideally by the development of 

patient held records), that record keeping and record amendment is rigorously 

maintained in GP surgeries, pharmacies and hospitals. 

 



 

 

 

9. Interactions 

a. Some medicines can affect the way methotrexate tablets work or reduce the 

effectiveness of other medicines taken at the same time.  These include: 

i. Vaccinations. Live vaccines should be avoided. Annual influenza 

vaccine safe.  

ii. NSAID’s - aspirin, ibuprofen, indomethacin. 

iii. Antibiotics eg. chloramphenicol, penicillin, sulphonamides, co-

trimoxazole, trimethoprim and tertracyclines. 

iv. Thiazides eg. bendroflumethazide 

v. Hypoglycaemics eg. metformin 

vi. P-aminobenzoic acid, acitretin (used to treat psoriasis or skin 

disorders). 

vii. Diphenylhydantoins, phenytoin (used to treat epilepsy). 

viii. Probenicid, sulfinapyrazone (used to treat gout). 

ix. Vitamin preparations containing folic acid or similar products. 

x. Nitrous oxide (a gas used in general anaesthesia). 

10. Toxicity 

a. Signs of methotrexate toxicity or intolerance may present as for example, 

dyspnoea, dry persistent cough, vomiting and diarrhoea.  Know when to refer 

back to the prescriber.  It is good practice to maintain a record of OTC items 

used by the patient. 

11. Accidental Overdose 

a. Patients should be advised that in the event of an accidental overdose they 

should contact their GP at once or attend A&E at their nearest hospital and 

take the labelled medicine packaging with then whether or not there are any 

tablets left. 

12. Missed Doses 

a. If the patient misses their methotrexate dose on the day they would normally 

take it they should be advised that they can take it the following day or two.  

However, they should not take the dose three or more days late.  They should 

be reassured that a flare up of the disease is unlikely during this time.  In 

either case, they should take the methotrexate on the usual day the following 

week. 



 

b. If the patient vomits within a few hours of taking methotrexate they should 

not take another dose.  They should make a note that they have been unable 

to take their tablet and inform the clinician responsible for monitoring them. 

 

 

13. Documentation 

a. In-patient 

i. Patients receiving methotrexate may be admitted to any ward for co-

existing conditions and staff in all areas may, therefore, be involved 

in continuity of prescribing, monitoring, or administering 

methotrexate as a result.  Full medication reviews, conducted by 

pharmacists, should be undertaken on admission and prescribing, 

monitoring and administration requirements recorded in the patients’ 

notes. 

ii. It is the prescriber’s responsibility to record the correct dosage and 

frequency on the hospital drug administration chart, and to strike out 

the six days of the week when a dose must not be administered in the 

administration section of the chart.  

iii. Handwritten prescriptions and discharge summary information must 

be complete and legible and include in the full form, strength, dose 

and directions. 

b. Out-patient 

i. Request sight of patient hand-held recording document and check if 

any dose changes have been made since last prescription issue; this is 

to double check in case prescribing systems have not been updated 

post-test review.  

14. Lifestyle factors 

a. Alcohol should be avoided while taking methotrexate. 

b. Methotrexate may cause some side effects which could affect ability to drive 

or use machinery such as drowsiness, loss of co-ordination or blurred vision.  

15. Assessment of treatment response 

a. Successful treatment considered if after 6 months,  a dose reduction of 

7.5mg/day of prednisolone is achieved 

16. Discontinuing Treatment 

a. If treatment is discontinued for any reason, effective communication to the 

patient, GP and anyone else involved in the patients care is essential.  This 

should be in writing to prevent any confusion. 
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Checklist  

BASELINE CHECKLIST PRIOR TO COMMENCING METHOTREXATE 

Refer to Problem Asthma Clinic Checklist (see 

Appendix 1). 
 

Confirm patient on BTS/SIGN Step 5 Asthma 

Treatment  
 

Consider contraindications to treatment  

ACQ  

Chest x-ray  

PFT’s including Transfer Factor  

FBC, U&E’s, creatinine, LFT’s (inc. AST, LDH, 

ALT), CRP, ESR, 
 

Urinalysis  

Full drug history inc. prescribed, OTC or herbal 

medicines and any complementary or alternative 

therapies 

 

Ensure willingness to use effective contraception   

Give Oral Methotrexate Pre-treatment Patient 

Information Leaflet 
 

Explain weekly dosing regime  

Time given to discuss treatment with family  

Informed consent given by patient to proceed with 

treatment 
 

Prescribe dose of Methotrexate to be taken weekly  

Prescribe Folic Acid 5mg to be taken once weekly 3 

days post-Methotrexate 
 

Give Patient-held blood monitoring and dosage record 

book “NPSA Methotrexate treatment 2006” 
 

Clearly establish who will be responsible for 

monitoring the patient (GP or RNS) 
 

Send GP Information Sheet (see Appendix 3).  

Inform RNS  

 

 

 
 

 

 

 

 

 



 
 

 

 

 

CLINIC ASSESSMENT CHECKLIST WHEN COMMENCED ON METHOTREXATE 

 

ASSESSMENT Date Date Date Date Date 

 

Problem Asthma Clinic Checklist      

Have any new medicines been prescribed?      

Current Methotrexate dosage (enter dose)      

New Methotrexate dosage      

Frequency of Folic Acid  1/52 or 6/7      

ACQ (enter result)      

FeNO (enter result)      

FEV1 (enter result)      

Current prednisolone dose (enter dose)      

New prednisolone dose (enter dose)      

Confirm person responsible for monitoring bloods      

Confirm patient has attended for blood monitoring       

Update patient-held monitoring booklet with dosage 

changes 
     

Assessment of treatment response to methotrexate at 

6-months 
     

      

SIDE-EFFECT SCREENING      

Record vital signs      

Standard urinalysis      

Check bloods have remained stable      

Document any reported side effects      

Check for signs of toxicity or intolerance      

Withhold treatment in the event of: 

- WBC <4.0x10^9/l – specifically lymphocytes 

<1.0x10^9/l, Neutrophils <2.0x10^9 

- Platelets <150x10^9/l 

- >2 fold rise in AST, ALT (from upper limit 

of reference range) 

- Unexplained fall in albumin 

- MCV>105fl – investigate and if B12 or 

folate low start appropriate supplementation 

- Significant deterioration in renal function – 

reduce dose 

     



 
-  

Stop treatment in the event of: 

- Increased dyspnoea 

- Conjunctiva jaundice or pruritus 

- Infections, including fever, chills or severe 

sore throats 

- New unexplained bleeding or bruising  

- Severe and continuing diarrhoea or vomiting 

- Pregnancy 

- Chickenpox and shingles  

     

PFT’s (Annually unless more dyspnoeic)      

CXR (Annually unless  more dyspnoeic)      

Any other issues raised by patient      

 


