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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.

Rheumatoid Arthritis:

Methotrexate can be used in the treatment of selected adults with severe rheumatoid
arthritis, only when the diagnosis has been well estabished 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
diseasemodifying 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

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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4.4 Special warnings and precautions for use
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5..... In addition, pulmonary alveolar haemorrhage has been reported with
methotrexate used in rheumatologic and related indications. This event may
also be associated with vasculitis and other comorbidities. Prompt
investigations should be considered when pulmonary alveolar haemorrhage is
suspected to confirm the diagnosis.

Fertility

Methotrexate has been reported to cause oligospermia, menstrual dysfunction
and amenorrhoea in humans, during and for a short period after cessation of
therapy, and to cause impaired fertility, affecting spermatogenesis and
oogenesis during the period of its administration effects that appear to be
reversible on discontinuing therapy.

4.5 Interaction with other medicinal products and other forms of
interaction

Nitrous oxide

The use of nitrous oxide potentiates the effect of methotrexate on folate,
yielding increased toxicity such as severe unpredictable myelosuppression
and stomatitis. Whilst this effect can be reduced by administering calcium
folinate, the concomitant use should be avoided.

4.6 Fertility, pregnancy and lactation

Fertility:

Methotrexate affects spermatogenesis and oogenesis and may decrease
fertility. In humans, methotrexate has been reported to cause oligospermia,
menstrual dysfunction and amenorrhoea. These effects appear to be
reversible after discontinuation of therapy in most cases.

4.8 Undesirable effects

Blood and lymphatic system disorders

Common: Leukopenia, anaemia, thrombocytopenia.

Uncommon: Pancytopenia.

Very rare: Agranulocytosis, severe courses of bone marrow depression,
lymphoproliferative disorders (see “description” below).

Respiratory, thoracic and mediastinal disorders
Not known: Epistaxis, pulmonary alveolar haemorrhage.

Musculoskeletal and connective tissue disorders
Not known: Osteonecrosis of jaw (secondary to lymphoproliferative disorders).

General disorders and administration site conditions
Not known: Asthenia, injection site necrosis.

Description of selected adverse reactions
Lymphoma/Lymphoproliferative disorders: there have been reports of
individual cases of lymphoma and other lymphoproliferative disorders which
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subsided in a number of cases once treatment with methotrexate had been
discontinued.
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