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Methotrexate BP

Composition

Trexonate Tablet: Each film coated tablet contains Methotrexate BP 2.5 mg.
Trexonate 10 Tablet: Each film coated tablet contains Methotrexate BP 10 mg.
Pharmacology

Methotrexate inhibits dihydrofolic acid reductase. Dihydrofolates must be reduced to
tetrahydrofolates by this enzyme before they can be utilized as carriers of one carbon
groups in the synthesis of purine nucleotides and thymidylate. Therefore, methotrexate
interferes with DNA synthesis, repair, and cellular replication. Actively proliferating tissues
such as malignant cells, bone marrow, fetal cells, buccal and intestinal mucosa, and cells
of the urinary bladder are in general more sensitive to this effect of methotrexate.
Indications

Methotrexate is indicated in the treatment of gestational choriocarcinoma, chorioadenoma
destruens and hydatidiform mole. Methotrexate is used in maintenance therapy in
combination with other chemotherapeutic agents.

Methotrexate is indicated in the symptomatic control of severe, recalcitrant, disabling
psoriasis that is not adequately responsive to other forms of therapy, but only when the
diagnosis has been established, as by biopsy and/or after dermatologic consultation. It is
important to ensure that a psoriasis “flare” is not due to an undiagnosed concomitant
disease affecting immune responses.

Methotrexate is indicated in the management of selected adults with severe, active,
rheumatoid arthritis (ACR criteria), or children with active polyarticular-course juvenile
rheumatoid arthritis, who have had an insufficient therapeutic response to, or are
intolerant of, an adequate trial of first-line therapy including full dose nonsteroidal
anti-inflammatory agents (NSAIDs)

Dosage and Administration

Rheumatoid Arthritis and Juvenile Rheumatoid Arthritis:

Recommended Starting Dosage Schedules

Single oral doses of 7.5 mg once weekly. Divided oral dosages of 2.5 mg at 12-hour
intervals for 3 doses given as a course once weekly

Psoriasis
Recommended Starting Dose Schedules

Weekly single oral, IM or IV dose schedule: 10 to 25 mg per week until adequate
response is achieved.

Divided oral dose schedule: 2.5 mg at 12-hour intervals for three doses

Choriocarcinoma and similar trophoblastic diseases:

Methotrexate is administered orally or intramuscularly in doses of 15 to 30 mg daily for a
five-day course. Such courses are usually repeated for 3 to 5 times as required, with rest
periods of one or more weeks interposed between courses, until any manifesting toxic
symptoms subside.

Contraindications

Methotrexate can cause fetal death or teratogenic effects when administered to a
pregnant woman. Methotrexate is contraindicated in pregnant women with psoriasis or
rheumatoid arthritis and should be used in the treatment of neoplastic diseases only when
the potential benefit outweighs the risk to the fetus. Women of childbearing potential
should not be started on methotrexate until pregnancy is excluded and should be fully
counseled on the serious risk to the fetus.

Adverse Reactions

The most common adverse reactions include ulcerative stomatitis, leukopenia, nausea
and abdominal distress. Others reported are malaise, undue fatigue, chills and fever,
ditziness and decreased resistance to infection. in general, the incidence and severity of
side effects are dose related. Adverse reactions as reported for the various systems are
as follows:

Skin: Erythematous rashes, pruritus, urticaria, photosensitivity. depigmentation, alopecia,
ecchymosis, telangiectasia, acne, furunculosis. Lesions of psoriasis may be aggravated
by concomitant exposure to ultraviolet radiation.

Blood: Bone marrow depression, leukopenia, thrombocytopenia, anemia,
hypogammaglobulinemia, hemorrhage from various sites, septicemia.

Urogenital: Renal failure, azotemia, cystitis, hematuria, defective oogenesis or
spermatogenesis, transient oligospermia. menstrual dysfunction, infertility. abortion, fetal
defects, severe nephropathy

Warning and Precaution

Methotrexate has a high potential toxicity. Patients under-going therapy should be subject
to appropriate supervision so that signs or symptoms of possible toxic effects or adverse
reactions may be detected and evaluated with minimal delay. Pretreatment and periodic
hematologic studies are essential to the use of methotrexate in chemotherapy because of
its common effect of hematopoietic suppression. This may occur abruptly and on
apparent safe dosage and any profound drop in blood-cel count indicates immediate
stopping of the drug and appropriate therapy.

Use in Pregnancy & Lactation

Methotrexate has caused fetal deaths and congenital abnormalities.

Overdosage

In cases of massive overdosage, hydration and urinary alkalinization may be necessary to
prevent the precipitation of methotrexate and/or its metabolites in the renal tubules.
Generally speaking, neither hemodialysis nor peritoneal dialysis have been shown to
improve methotrexate elimination.

Drug Interactions

Methotrexate is bound in part to serum albumin after absorption, and toxicity may be
increased because of displacement by certain drugs, such as salicylates, sulfonamides,
diphenylhydantoin and some antibacterials such as tetracycline, chloramphenicol and
para-aminobenzoic acid. These drugs, especially salicylates and sulfonamides, whether
antibacterial, hypoglycemic or diuretic, should not be given concurrently until the
significance of these findings is established. Because of the potential for drug interaction,
corticosteroids should not be given concurrently with methotrexate.

Storage

Store below 30°C and dry place, away from light and moisture. Keep out of the reach of
children.

Packaging
Trexonate Tablet: Each commercial box contains 30 film coated tablets in Alu-Alu
blister-pack

Trexonate 10 Tablet: Each commercial box contains 30 film coated tablets in Alu-Alu
blister-pack

Manufactured By

Beacon Pharmaceuticals PLC
Bhaluka, Mymensingh, Bangladesh
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