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PART VI. SUMMARY OF THE RISK MANAGEMENT PLAN
Summary of risk management plan for methotrexate
This is a summary of the risk management plan (RMP) for methotrexate1. The RMP details
important risks of methotrexate1, how these risks can be minimised, and how more
information will be obtained about methotrexate’s risks and uncertainties (missing
information).
Methotrexate’s summary of product characteristics (SmPC) and its package leaflet give
essential information to healthcare professionals and patients on how methotrexate should be
used.
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I. The Medicine and What It Is Used For
Methotrexate is authorised for solid tumours and haematologic malignancies including
choriocarcinoma (gestational trophoblastic neoplasm), chorioadenoma destruens,
hydatidiform mole, acute lymphoblastic leukaemia (ALL), breast cancer, cervical cancer,
ovarian carcinoma (OC), testicular carcinoma, bladder cancer (locally advanced/metastatic),
epidermoid cancers (squamous cell carcinoma) of head and neck, mycosis fungoides
(cutaneous T cell lymphoma), lung cancer, non-Hodgkin’s lymphoma (NHL), meningeal
lymphoma, histiocytic and lymphatic lymphoma, Burkitt’s lymphoma, osteosarcoma,
meningeal leukaemia (preservative free dosage forms only), psoriasis, psoriatic arthritis, and
rheumatoid arthritis including polyarticular-course juvenile rheumatoid arthritis (JRA) (see
SmPC for the full indication). It contains methotrexate as the active substance and it is given
by oral tablets, oral capsules, powder for solution for injection, solution for injection, and
pre-filled syringes for injection.
II. Risks Associated With the Medicine and Activities to Minimise or Further
Characterise the Risks
Important risks of methotrexate, together with measures to minimise such risks and the
proposed studies for learning more about methotrexate's risks, are outlined below.
Measures to minimise the risks identified for medicinal products can be:


Specific Information, such as warnings, precautions, and advice on correct use, in the
package leaflet and SmPC addressed to patients and healthcare professionals



Important advice on the medicine’s packaging;



The authorised pack size — the amount of medicine in a pack is chosen to ensure that the
medicine is used correctly;

1

INN: Methotrexat "lederle", Methotrexat Lösung "lederle", Ledertrexate, Ledertrexate Concentrate,
Ledertrexato, Methotrexate Pfizer, Methotrexate Pfizer Italia, Methotrexate "pfizer", Metotrexato Pfizer,
Maxtrex, Novatrex, Lantarel, Lantarel Fs, Fauldexato, Methotrexate
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The medicine’s legal status — the way a medicine is supplied to the patient (e.g. with or
without prescription) can help to minimise its risks.

Together, these measures constitute routine risk minimisation measures.
In the case of methotrexate, these measures are supplemented with additional risk
minimisation measures mentioned under relevant important risks, below.
In addition to these measures, information about adverse events is collected continuously and
regularly analysed, including PSUR assessment so that immediate action can be taken as
necessary. These measures constitute routine pharmacovigilance activities.
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II.A. List of Important Risks and Missing Information
Important risks of methotrexate are risks that need special risk management activities to
further investigate or minimise the risk, so that the medicinal product can be safely
administered. Important risks can be regarded as identified or potential. Identified risks are
concerns for which there is sufficient proof of a link with the use of methotrexate. Potential
risks are concerns for which an association with the use of this medicine is possible based on
available data, but this association has not been established yet and needs further evaluation.
Missing information refers to information on the safety of the medicinal product that is
currently missing and needs to be collected (e.g. on the long-term use of the medicine);
Table 35. List of important risks and missing information
Summary of Safety Concerns
Important identified risks

Haematological toxicity (incl. Serious Opportunistic
Infection)
Pulmonary toxicity (incl. ILD, interstitial pneumonia
and fibrosis, pulmonary infiltrate with eosinophilia)
Renal toxicity
Medication errors due to inadvertent daily instead of
once-weekly dosinga
Hepatotoxicitya
Important potential risks
None
Missing information
None
a. Important Identified Risk for Non-Oncological Indications
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II.B. Summary of Important Risks
Table 36. Important Identified Risks
Important Identified Risk: Haematological toxicity (incl. Serious Opportunistic Infection)
Evidence for linking the
The Marketing Authorisation Holder's (MAH’s) safety database, and literature.
risk to the medicine
Risk factors and risk
groups

Risk factors/risk groups include patients who are immunocompromised, patients
who are concomitantly taking immunosuppressive agents, and patients who have
active infections. Methotrexate has caused reactivation of hepatitis B infection
or worsening of hepatitis C infections, in some cases resulting in death.
Haematologic effects have been associated with various treatment regimens for
both the oncological indications and non-oncological indications.

Risk minimisation
measures

Routine risk minimisation measures:
SmPC sections 4.3, 4.4, 4.5, 4.8, and 4.9
PL sections 2 and 4
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Additional risk minimisation measures: None
Important Identified Risk: Pulmonary toxicity (incl. ILD, interstitial pneumonia and fibrosis,
pulmonary infiltrate with eosinophilia)
Evidence for linking the
The MAH’s safety database, and literature.
risk to the medicine
Risk factors and risk
groups

Rheumatoid arthritis patients are at risk to develop rheumatoid lung disease,
which is often associated with interstitial pulmonary disease. Methotrexate may
exacerbate this underlying lung disease.

Risk minimisation
measures

Routine risk minimisation measures:
SmPC sections 4.4 and 4.8
PL sections 2 and 4
Additional risk minimisation measures: None

Important Identified Risk: Renal Toxicity
Evidence for linking the
The MAH’s safety database, and literature.
risk to the medicine
Risk factors and risk
groups

Methotrexate therapy in patients with impaired renal function should be
undertaken with extreme caution, and at reduced doses, because impairment of
renal function will decrease methotrexate elimination.

Risk minimisation
measures

Routine risk minimisation measures:
SmPC sections 4.2, 4.3, 4.4, 4.5, and 4.8
PL sections 2, 3, and 4
Additional risk minimisation measures: None
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Table 36. Important Identified Risks
Important Identified Risk: Medication errors due to inadvertent daily instead of once-weekly dosing
(Non-Oncological indications)
Evidence for linking the
The MAH’s safety database, and literature.
risk to the medicine
Risk factors and risk
groups
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Risk minimisation
measures

In elderly patients sensory and cognitive impairment may increase the chance of
patient-related errors.331 Furthermore elderly patients are at increased risk for
toxicity due to diminished hepatic and renal function as well as decreased folate
stores.
Routine risk minimisation measures:
SmPCa sections 4.2, 4.4, 4.9
PL sections 2 and 3
Visual reminders that the product should only be taken once a week
Additional risk minimisation measures for methotrexate-containing products for
oral use with at least one indication requiring weekly dosing:
 Bottles or tubes used as immediate packaging be replaced by blisters
 Educational materials for healthcare professionals
 Patient Card
Direct Healthcare Professional Communication (DHPC) and
Communication Plan

Pharmacovigilance
 Targeted follow-up questionnaire
activities
Important Identified Risk: Hepatotoxicity (Non-Oncological indications)
Evidence for linking the
The MAH’s safety database, and literature.
risk to the medicine
Risk factors and risk
groups

Risk minimisation
measures

In rheumatoid arthritis, age at first use of methotrexate and duration of therapy
have been reported as risk factors for hepatotoxicity. Most of our understanding
of the hepatotoxic potential of methotrexate comes from its use in non-malignant
disease, such as psoriasis and rheumatoid arthritis. Methotrexate hepatotoxicity
in patients with psoriasis appears to increase with the total cumulative dose.
Cirrhosis and fibrosis occur more than twice as frequently in patients receiving
daily methotrexate therapy when compared with those receiving intermittent
dosing.
Routine risk minimisation measures:
SmPC sections 4.3, 4.4, 4.5, and 4.8
PL sections 2 and 4
Additional risk minimisation measures: None

a.

For SmPCs and PL referring to non-oncological indications

There are no important potential risks or missing information for methotrexate.
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II.C. Post-Authorisation Development Plan
II.C.1. Studies which are Conditions of the Marketing Authorisation
There are no studies, which are conditions of the marketing authorisation or specific
obligation of methotrexate.
II.C.2. Other Studies in Post-Authorisation Development Plan
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There are no studies required for methotrexate.
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