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Rheumatoid Arthritis:
Methotrexate can be used in the treatment of selected adults with severe rheumatoid arthritis, only when

the diagnosis has been well established according to rheumatological standards, with inadequate
response to other forms of antirheumatic therapy, including full dose NSAIDs and usually a trial of at
least one or more disease-modifying antirheumatic drugs.

Juvenile Idiopathic Arthritis:

Treatment of Polyarthritic forms of severe, active juvenile idiopathic arthritis in patients 3 years of age
and above when the response to non-steroidal anti-inflammatory drugs (NSAIDs) has been inadequate.
Psoriasis in adult patients:

Because of the high risk attending its use, Methotrexate is indicated only in the symptomatic control of
severe recalcitrant disabling psoriasis, which is not adequately responsive to other forms of therapy, and
only when the diagnosis has been established, as by biopsy and/or after dermatological consultation.
Crohn’s Disease:

Mild to moderate Crohn's disease either alone or in combination with corticosteroids in adult patients
refractory or intolerant to thiopurines.
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3. Pharmaceutical form

[...]
Important warning about the dosage of Metoject (methotrexate)

In the treatment of theumatoid arthritis, juvenile idiopathic arthritis, psoriasis and psoriatic arthritis, and
Crohn’s disease, Metoject (methotrexate) must only be used once a week. Dosage errors in the use of
Metoject (methotrexate) can result in serious adverse reactions, including death. Please read 'Posology
and method of administration' section very carefully.

4.4 Special warnings and precautions for use
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Liver function tests: Particularattentionshould-begiven-to-the-appearance-oflivertoxieity- Treatment
should not be institutedinitiated or should be discontinued if ary-abrermality-efthere are persistent or
significant abnormalities in liver function tests, other non-invasive investigations of hepatic fibrosis, or
liver biepsysispresentbiopsies erdevelops-duringtherapy. Such-abrermalitiessheuld-returnte-nermal
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Temporary increases in transaminases to two or three times the upper limit of normal have been
reported in patients at a frequency of 13 — 20 %. Persistent elevation of liver enzymes and/or decrease
in serum albumin may be indicative for severe hepatotoxicity. In the event of a persistent increase in
liver enzymes, consideration should be given to reducing the dose or discontinuing therapy .
Histological changes, fibrosis and more rarely liver cirrhosis may not be preceded by abnormal liver
function tests. There are instances in cirrhosis where transaminases are normal. Therefore, non-
invasive diagnostic methods for monitoring of liver condition should be considered, in addition to liver
function tests. Liver biopsy should be considered on an individual basis taking into account the patient’s

comorbidities, medical history and the risks related to biopsy .
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hepatotoxicity include excessive prior alcohol consumption, persistent elevation of liver enzymes,
history of liver disease, family history of inheritablehereditary liver diseasedisorders, diabetes mellitus,

obesity, and histery-ofsignificant-exposuretoprevious contact with hepatotoxic drugs or chemicals and
prolonged methotrexate treatment ercumulative-doses-of-1-5-gormeore.

[...]

Increased caution should be exercised in patients with insulin-dependent diabetes mellitus, as during
methotrexate therapy, liver cirrhosis developed in isolated cases without any elevation of transaminases.

[]
Progressive multifocal leukoencephalopathy (PML)

Cases of progressive multifocal leukoencephalopathy (PML) have been reported in patients receiving
methotrexate, mostly in combination with other immunosuppressive medication. PML can be fatal and
should be considered in the differential diagnosis in immunosuppressed patients with new onset or
worsening neurological symptoms.

4.8 Undesirable effects

[..]

Very rare: Pain, muscular asthenia or paraesthesia in-the-extremities/hypoaesthesia, changes in sense of
taste (metallic taste), convulsions, meningism, acute aseptic meningitis, paralysis.

[...]

Not known: Skin exfoliation / dermatitis exfoliative

[.]

Not known: Asthenia, injection site necrosis, oedema.
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