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Methotrexate 8 day Charing Cross Regimen

INDICATIONS FOR USE:

Regimen | HSE approved
INDICATION ICD10 | Code reimbursement
status*
Treatment of low risk gestational trophoblastic neoplasia (GTN) (FIGO score | D39 | 00246a | N/A
<6)

*This applies to post 2012 indications

TREATMENT:

The starting dose of the drugs detailed below may be adjusted downward by the prescribing clinician, using their
independent medical judgement, to consider each patients individual clinical circumstances.

e Methotrexate is administered once daily on day 1, 3, 5 and 7 of a 14 day cycle.
e Treatment is administered continuously until human chorionic gonadotropin (hCG) values
fall below upper limit of normal or unacceptable toxicity develops.

Treatment should be continued for 3 cycles of maintenance treatment after hCG normalisation.

Admin. | Day Drug Dose Route Diluent & Rate Cycle
Order
1 1,3,5and 7 | Methotrexate 50mg IM n/a Every 14 days
(see note above)
2 2,4,6and 8 | Folinic Acid (24 hours | 15mg PO n/a Every 14 days
post methotrexate) (see note above)
ELIGIBILITY:

e Indication as above

EXCLUSIONS:

e Hypersensitivity to methotrexate or any of the excipients

PRESCRIPTIVE AUTHORITY:

The treatment plan must be initiated by a Consultant Medical Oncologist.

TESTS:

Baseline tests:

e FBC, renal and liver profile.
e Serum hCG using a validated test method.
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Regular tests:

e FBC, renal and liver profile prior to each cycle.
e Serum hCG(using a validated test method) should be done on day one of each cycle or more

frequently if required.

o After remission is achieved, serum hCG (using a validated test method) should be
measured fortnightly for six months after consolidation therapy then monthly for a
further six months and then every two months for two years.

Disease monitoring:

Disease monitoring should be in line with the patient’s treatment plan and any other test/s as
directed by the supervising Consultant.

DOSE MODIFICATIONS:

e Due to the curative aim of treatment, dose modifications should be avoided and made only
after discussion with the Consultant in charge of treatment.

e G-CSF support may be considered to mitigate haematological toxicities.

Renal and Hepatic Impairment:

Table 1: Dose modification of methotrexate in renal and hepatic impairment

Renal Impairment

Hepatic Impairment

Cr Cl (mL/min) Dose

Bilirubin Dose
(micromol/L)

>50 No dose
adjustment is
needed

20-50 50% of the
original dose

<20 Not
recommended.
If unavoidable
consider
haemodialysis

Haemodialysis Not
recommended,
if unavoidable
50% of the
original dose,
can be dialysed
with daily high
flux dialysis.

>86 Avoid use

Renal and hepatic dose modifications as per Giraud et al 2023
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Management of adverse events:

Table 2: Dose Modification of methotrexate for Adverse Events
Adverse reactions Recommended dose modification

Malignant lymphoma Discontinue

SUPPORTIVE CARE:

EMETOGENIC POTENTIAL

® Asoutlined in NCCP Classification Document for Systemic Anti -Cancer Therapy (SACT) Induced Nausea and Vomiting -
Available on the NCCP website

Methotrexate: Low (Refer to local policy).

For information:
Within NCIS regimens, anti-emetics have been standardised by the Medical Oncologists and Haemato-oncologists and
information is available in the following document:
e  NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Medical Oncology) - Available on the NCCP website
e NCCP Supportive Care Antiemetic Medicines for Inclusion in NCIS (Haemato-oncology) - Available on the NCCP website

PREMEDICATIONS: Not usually required.

OTHER SUPPORTIVE CARE: G-CSF may be used to mitigate the risk of haematological toxicities.

ADVERSE EFFECTS:

e Please refer to the relevant Summary of Product Characteristics (SmPC) for details

REGIMEN SPECIFIC COMPLICATIONS:

e Neutropenia: Fever or other evidence of infection must be assessed promptly and treated
appropriately.

e Respiratory system: Acute or chronic interstitial pneumonitis, often associated with blood
eosinophilia may occur and deaths have been reported. Symptoms typically include dyspnoea, cough
(especially a dry non-productive cough) and fever for which patients should be monitored at each
follow-up visit. Patients should be informed of the risk of pneumonitis and advised to contact their
doctor immediately should they develop persistent cough or dyspnoea.

e  Hepatotoxicity: Methotrexate-induced hepatotoxicity can be seen with both high and low-dose
methotrexate, and can be life threatening. Increased serum aminotransferases and less commonly
hyperbilirubinemia is seen more often in high-dose methotrexate. The liver enzymes can increase with
each cycle, and usually return to pre- treatment levels once methotrexate has been discontinued for
1 month. Cirrhosis and fibrosis are more often seen with chronic low-dose methotrexate. Patients
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should be warned to avoid alcohol, prescription medications or herbal supplements that may increase
risk of hepatotoxicity.

e  Malignant lymphomas: These may occur in patients receiving low dose methotrexate, in which case
therapy must be discontinued.

DRUG INTERACTIONS:

e Current SmPC and drug interaction databases should be consulted for information.
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Version Date Amendment Approved By
1 01/02/2016 Dr Maccon Keane
2 07/02/2018 | Updated with new NCCP regimen Prof Maccon Keane

template, clarified dosing in renal
and hepatic impairment and
updated emetogenic status

3 06/01/2021 | Updated exclusion criteria, Prof Seamus O'Reilly
updated hCG monitoring
requirements, renal dose
modifications, emetogenic potential
and adverse effects section
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4 22/10/2021 | Updated hCG testing (baseline and Prof Maccon Keane
regular tests). Amended dose
modification in renal impairment.
5 23/02/2026 | Regimen reviewed. Update to Prof Maccon Keane
exclusions Updated renal and
hepatic dose modification to align
with Giraud et al 2023 . Update to
dose modifications in adverse events
Table 2. Regimen updated in line
with NCCP standardisation.

Comments and feedback welcome at oncologydrugs@cancercontrol.ie.
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