'a T2amal

S NNAND-11]

2018 "

,N/T221 N/npin ,n/koN

Ny nn 7"'n/1"n 50 vp'aiun - Metoject 50 mg/ml S.C :pmn

2'wo 2N
Methotrexate 50 mg/ml
112'n DIy
Solution for injection

NNYINKND 1NN

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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4.2 Posology and method of administration

Patients with renal impairment

Metoject should be used with caution in patients with impaired renal function. The
dose should be adjusted as follows:

Creatinine clearance (ml/min) Dose

> 60 100 %
30 - 59 50 %
<30 Metoject must not be used

4.3 Contraindications
Metoject is contraindicated in the case of

- severe renal impairment (creatinine clearance less than 30 ml/min., see section 4.2
and section 4.4).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential:
Women of childbearing potential should use effective contraception during treatment.

Pregnancy:
It has been reported that methotrexate treatment could lead to abortion.

Breast-feeding:

Because of the potential for serious adverse reactions in breast-fed infants, Metoject
is contraindicated during breast-feeding (see section 4.3). Therefore breast-feeding
must be discontinued prior to and throughout administration.

4.8 Undesirable effects

Most serious adverse reactions of methotrexate include bone marrow suppression,
pulmonary toxicity, hepatotoxicity, renal toxicity, neurotoxicity, thromboembolic
events, anaphylactic shock and Stevens-Johnson syndrome.

Most frequently (very common) observed adverse reactions of methotrexate include
gastrointestinal disorders e.g. stomatitis, ...abdominal pain, ...and abnormal liver
function tests e.g. increased ALAT, ASAT, bilirubin, .... Other frequently (common)
occurring adverse reactions are ..., thrombopenia,...

Infections and infestations
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Rare: Infection (including reactivation of inactive chronic infection), sepsis,
conjunctivitis.

Blood and lymphatic system disorders
Not known: Eosinophilia.

Psychiatric disorders
Rare: Mood alterations.

Nervous system disorders
Very rare: Pain, ...acute aseptic meningitis, paralysis.
Not known: Encephalopathy/Leukoencephalopathy.

Respiratory, thoracic and mediastinal disorders
Not known: Epistaxis.

Gastrointestinal disorders
Very common: Stomatitis, ...abdominal pain.

Uncommon: Gastrointestinal ulcers and bleeding, enteritis, vomiting, pancreatitis.

Rare: Gingivitis.

Hepatobiliary disorders (see section 4.4)
Very common: Abnormal liver function tests (increased ALAT,...bilirubin).

Skin and subcutaneous tissue disorders
Uncommon: Photosensitisation, ...skin ulcer,...
Rare: Increased pigmentation, ...petechiae, ...

Musculoskeletal and connective tissue disorders
Rare: Stress fracture.

Renal and urinary disorders
Not known: Proteinuria.

General disorders and administration site conditions
Not known: Asthenia.

Subcutaneous application of methotrexate is locally well tolerated. Only mild local

skin reactions (such as burning sensations, erythema, swelling, discolouration,
pruritus, severe itching, pain) were observed, decreasing during therapy.
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