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   Abitrexate is effective in the treatment of the advanced stages (III and IV, Peter's 
Staging system) of lymphosarcoma, particularly in children, and in advanced cases of 
mycosis fungoides. 
 
Psoriasis 
   Because of the high risk attending its use, Abitrexate 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  
  Abitrexate 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. 
 
Contraindications 
    Known hypersensitivity to the drug. 
    Psoriatic patients with severe renal or hepatic disorders, preexisting blood 
dyscrasias such as bone marrow hypoplasia, leukopenia, thrombocytopenia, or 
anemia. 
   Psoriatic patients with alcoholism, alcoholic liver disease, or other chronic liver 
disease. 
   Psoriatic patients who have overt of laboratory evidence of immunodeficiency 
syndromes. 
   Pregnant patients. 
   Breastfeeding. 
 
Warnings 
   Abitrexate should be used by physicians experienced in antimetabolite 
chemotherapy. 
   Periodic monitoring for toxicity, including CBC with differential and platelet counts, 
and liver and renal function tests is a mandatory part of methotrexate therapy. 
   Death has been reported with the use of methotrexate in malignancy, psoriasis and 
rheumatoid arthritis. 
   Methotrexate may produce marked depression of bone marrow, anemia, 
leukopenia, thrombocytopenia and bleeding. Use with caution in patients with 
malignant disease who have preexisting bone marrow aplasia, leukopenia, 
thrombocytopenia or anemia.  
 
Unexpectedly severe (sometimes fatal) bone marrow suppression and gastrointestinal 
toxicity have occurred with the coadministration of methotrexate (usually in high 
dosage) together with some non-steroidal anti-inflammatory drugs (NSAIDs) (see 
Drug Interactions). 
  Methotrexate may be hepatotoxic, particularly at high dosage or with prolonged 
therapy. Liver atrophy, necrosis, cirrhosis, fatty changes and periportal fibrosis have 
been reported. Changes may occur without previous signs of gastrointestinal or 
hematological toxicity. Therefore, determine hepatic function prior to initiating 
treatment and monitor throughout therapy. If hepatic function abnormalities develop, 
methotrexate dosing should be suspended for at least 2 weeks. Use special caution in 
the presence of preexisting liver damage or impaired hepatic function. Avoid 
concomitant use of other hepatotoxic drugs (including alcohol). 
   Since methotrexate is excreted principally by the kidneys, its use in impaired renal 
function may result in the accumulation of toxic amounts or additional renal damage. 
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   In patients with impaired renal function, methotrexate therapy should be undertaken 
with extreme caution and at reduced dosages, because renal dysfunction will prolong 
methotrexate elimination. Renal function should be therefore closely monitored 
before, during, and after treatment. 
   Diarrhea and ulcerative stomatitis are frequent toxic effects and require the 
interruption of therapy; hemorrhagic enteritis and even death from intestinal 
perforation may occur. 
   Use with extreme caution in the presence of infection, peptic ulcer, ulcerative colitis, 
debility, and in neonates, infants, and the elderly. 
   Methotrexate-induced lung disease is a potentially dangerous lesion that may occur 
acutely at any time during therapy. It has occurred at doses as low as 7.5  mg/week , 
and is not always fully reversible. Pulmonary symptoms (especially a dry, non-
productive cough) may require interruption of treatment and careful investigation. 
 
Mutagenesis and Impairment of Fertility 
   Although there is evidence that the drug causes chromosomal damage to animal 
somatic cells and human bone marrow cells, the clinical significance remains 
uncertain. The benefits must be weighed against this potential risk before using 
methotrexate alone or in combination with other drugs, especially in children or young 
adults. 
   Methotrexate causes embryotoxicity, abortion and fetal defects in humans. It has 
also caused impairment of fertility, oligospermia and menstrual dysfunction during, 
and for a short period after, the cessation of therapy. 
 
Use in Pregnancy (see Contraindications) 
   Methotrexate has caused fetal death and severe congenital anomalies.  Women of 
childbearing potential should not receive methotrexate until the possibility of 
pregnancy is ruled out and they should be fully apprised of the serious risk to the fetus 
should they become pregnant while undergoing treatment.  
If either partner is receiving methotrexate, pregnancy should be avoided during, and 
for a minimum of 3 months after, therapy for males, and during, and for at least one 
ovulatory cycle after, therapy for females. 
 
Use in Breastfeeding (see Contraindications) 
   Because of the potential for serious adverse reactions from methotrexate in 
breastfed infants, it is contraindicated in nursing mothers. 
 
Contraception 
   Methotrexate affects spermatogenesis and oogenesis during its period of 
administration, which may result in decreased fertility. This effect appears to be 
reversible. Patients and their partners should be advised to avoid pregnancy until 3-6* 
months after cessation of methotrexate therapy. 
 
* The period of preconception drug withdrawal should be at least 3 months. 
 
Use in the Elderly 
   The clinical pharmacology of methotrexate has not been well studied in older 
individuals. 
 Due to the diminished hepatic and renal function as well as decreased folate stores in 
this population, relatively low doses should be considered, and these patients should 
be closely monitored for early signs of toxicity. 
 
 
Use in Pediatrics 
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   Safety and efficacy in children have not been established, other than in cancer 
chemotherapy. 
 
Adverse Reactions 
 
Most Common 
   Ulcerative stomatitis, leukopenia, nausea and abdominal distress. Other reported 
adverse reactions are malaise, fatigue, chills and fever, dizziness and decreased 
resistance to infection. The incidence and severity of side effects are dose-related. 
 
Dermatological 
   Erythematous rashes, pruritus, urticaria, photosensitivity, depigmentation, alopecia, 
ecchymosis, telangiectasia, acne and furunculosis. Lesions of psoriasis may be 
aggravated by concomitant exposure to ultraviolet radiation. 
Radiation dermatitis and sunburn may be "recalled" by the use of methotrexate. 
 
Hematological 
  Bone marrow depression, leukopenia, thrombocytopenia, anemia, hypogamma- 
globulinemia, hemorrhage and septicemia. 
 
Gastrointestinal 
  Gingivitis, stomatitis, pharyngitis, anorexia, vomiting, diarrhea, hematemesis, 
melena, gastrointestinal ulceration and bleeding, enteritis, hepatic toxicity resulting in 
acute liver atrophy, necrosis, fatty metamorphosis, periportal fibrosis or hepatic 
cirrhosis. 
 
Genitourinary 
  Renal failure, azotemia, cystitis, hematuria, severe nephropathy, defective oogenesis 
or spermatogenesis, transient oligospermia, menstrual dysfunction, infertility, abortion 
and fetal defects. 
 
Pulmonary 
   Interstitial pneumonitis and chronic interstitial obstructive pulmonary disease. 
 
Central Nervous System 
   Headaches, drowsiness, blurred vision. Aphasia, hemiparesis, paresis, and 
seizures. Leukoencephalopathy following i.v. administration to patients who have had 
craniospinal irradiation. Following intrathecal use, the CNS toxicity which may occur 
can be classified as follows: 
•  Chemical arachnoiditis (headache, back pain, nuchal rigidity,  fever) 
•  Transient paresis (paraplegia with involvement of spinal nerve  roots). 
•  Leukoencephalopathy (confusion, irritability, somnolence, ataxia,  dementia, major 
    convulsions). 
 
Other 
   Metabolic changes precipitating diabetes, osteoporosis, conjunctivitis, abnormal 
tissue cell changes, anaphylaxis and sudden death. 
   Acute leukemia which can occur with or without a preleukemic phase, has been 
reported rarely in patients treated with etoposide in association with other 
antineoplastic drugs including methotrexate. 
Other rarer reactions related to or attributed to the use of methotrexate include: 
opportunistic infection, arthralgia/myalgia, and loss of libido/impotence.  
 
Precautions 
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   Methotrexate has the potential for serious toxicity. Toxic effects may be related in 
frequency and severity to dose or frequency of administration, but have been seen at 
all doses. Because they can occur at any time during therapy, it is necessary to follow 
patients on methotrexate closely.  
   Patients undergoing therapy should be supervised, to ensure that signs or 
symptoms of possible toxic effects or adverse reactions are detected and evaluated 
with minimal delay. If acute methotrexate toxicity occurs, patients may require folinic 
acid. 
 
Hematological 
   Pre-treatment and periodic hematological studies are essential because of the 
drug's common effect of hematopoietic suppression. This may occur abruptly, even 
with an apparently safe dosage. Full blood counts should be closely monitored before, 
during, and after treatment. Any profound drop in white cell or platelet count warrants 
immediate withdrawal of the drug and appropriate therapy. Patients should be advised 
to report all symptoms or signs suggestive of infection. 
   If profound leukopenia occurs during therapy, bacterial infection may occur or 
become a threat. Cessation of the drug and appropriate antibiotic therapy is usually 
indicated. In severe bone marrow depression, blood or platelet transfusions may be 
necessary. 
   Patient monitoring should include complete hemogram, hematocrit, urinalysis, renal 
function and liver function tests, and chest X-ray. Perform tests prior to therapy, at 
appropriate periods during therapy, and after termination of therapy. Perform liver 
biopsy or bone marrow aspiration studies when high dose or long-term therapy is 
being followed. 
   During therapy of psoriasis, monitoring of these parameters is recommended; 
hematology at least monthly, and liver and renal function every 1 to 3 months. More 
frequent monitoring is usually indicated during antineoplastic therapy. During initial or 
changing doses, or during periods of increased risk of elevated methotrexate blood 
levels (eg, dehydration) more frequent monitoring may also be indicated. 
   Pulmonary function tests may be useful if methotrexate-induced lung disease is 
suspected, especially if baseline measurements are available. 
   Methotrexate may have an immunosuppressive action. This factor should be 
considered in evaluating the use of the drug in patients where immune responses may 
be important or essential. 
   Most adverse reactions are reversible if detected early. When such effects occur, 
reduce the dosage or discontinue the drug and institute appropriate corrective 
measures. Therapy should be reinstituted with caution, giving adequate consideration 
to further need for the drug and to a possible recurrence of toxicity. 
 
Intrathecal Therapy 
   Large doses may cause seizures. Untoward side effects may occur with any 
intrathecal injection and are commonly neurological. Intrathecal methotrexate appears 
in the systemic circulation and may cause systemic toxicity. Therefore, blood counts 
must be monitored closely. 
 
Therefore, adjust antileukemic therapy appropriately. Focal leukemic involvement of 
the central nervous system may not respond to intrathecal chemotherapy and is best 
treated with radiotherapy. 
 
 
 
 
Organ System Toxicity 
Gastrointestinal 
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   If vomiting, diarrhea, or stomatitis occur, which may result in dehydration, 
methotrexate should be discontinued until recovery occurs. Methotrexate should be 
used with extreme caution in the presence of peptic ulcer disease or ulcerative colitis. 
 
Hematopoietic 
   Methotrexate can suppress hematopoiesis and cause anemia, leukopenia, and/or 
thrombocytopenia. In patients with malignancy and preexisting hematopoietic 
impairment, the drug should be used with caution, if at all. 
   In psoriasis, methotrexate should be stopped immediately if there is a significant 
drop in blood counts. In the treatment of neoplastic diseases, methotrexate should be 
continued only if the potential benefit warrants the risk of severe myelosuppression. 
Patients with profound granulocytopenia and fever should be evaluated immediately 
and usually require parenteral broad-spectrum antibiotic therapy. 
 
Hepatic 
   Methotrexate has the potential for acute (elevated transaminases) and chronic 
(fibrosis and cirrhosis) hepatotoxicity. Chronic toxicity is potentially fatal; it generally 
has occurred after prolonged use (generally 2 years or more) and after a total dose of 
at least 1.5 grams. In studies in psoriatic patients, hepatotoxicity appeared to be a 
function of total cumulative dose and appeared to be enhanced by alcoholism, 
obesity, diabetes, and advanced age. An accurate incidence rate has not been 
determined; the rate of progression and reversibility of lesions is not known. Special 
caution is indicated in the presence of preexisting liver damage or impaired hepatic 
function. Liver function tests, including serum albumin, should be performed 
periodically prior to dosing but are often normal in the face of developing fibrosis or 
cirrhosis. These lesions may be detectable only by biopsy. 
   In psoriasis, the usual recommendation is to obtain a liver biopsy at a total 
cumulative dose of 1.5 grams. Moderate fibrosis or any cirrhosis normally leads to 
discontinuation of the drug; mild fibrosis normally suggests a repeat biopsy in 6 
months. 
   Milder histologic findings, such as fatty change and low grade portal inflammation, 
are relatively common pretherapy. Although these mild changes are usually not a 
reason to avoid or discontinue methotrexate therapy, the drug should be used with 
caution. 
 
Infection or Immunologic States 
   Methotrexate should be used with extreme caution in the presence of active 
infection, and is usually contraindicated in patients with overt or laboratory evidence of 
immunodeficiency syndromes. Immunization may be ineffective when given during 
methotrexate therapy. Immunization with live virus vaccines is generally not 
recommended. There have been reports of disseminated vaccinia infections after 
smallpox immunization in patients receiving methotrexate therapy. 
Hypogammaglobulinemia has been reported rarely. 
 
Neurologic 
   There have been reports of leukoencephalopathy following intravenous 
administration of methotrexate to patients who have had craniospinal irradiation.  
Chronic leukoencephalopathy has also been reported in patients with osteosarcoma 
who received repeated doses of high-dose methotrexate with leucovorin rescue even 
without cranial irradiation. Discontinuation of methotrexate does not always result in 
complete recovery. 
   A transient acute neurologic syndrome has been observed in patients treated with 
high-dosage regimens. Manifestations of this neurologic disorder may include 
behavioral abnormalities, focal sensorimotor signs, and abnormal reflexes. The exact 
cause is unknown. 
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   After the intrathecal use of methotrexate, the central nervous system toxicity which 
may occur can be classified as follows: chemical arachnoiditis manifested by such 
symptoms as headache, back pain, nuchal rigidity, and fever; paresis, usually 
transient, manifested by paraplegia associated with involvement with one or more 
spinal nerve roots; leukoencephalopathy manifested by confusion, irritability, 
somnolence, ataxia, dementia, and occasionally major convulsions. 
 
Pulmonary 
   Pulmonary symptoms (especially a dry, non-productive cough) or a nonspecific 
pneumonitis occurring during methotrexate therapy may be indicative of a potentially 
dangerous lesion and require interruption of treatment and careful investigation. 
Although clinically variable, the typical patient with methotrexate-induced lung disease 
presents with fever, cough, dyspnea, hypoxemia, and an infiltrate on chest X-ray; 
infection needs to be excluded, this lesion can occur at all dosages. 
 
Renal 
   High doses of methotrexate used in the treatment of osteosarcoma may cause renal 
damage leading to acute renal failure. Nephrotoxicity is due primarily to the 
precipitation of methotrexate and 7-hydroxymethotrexate in the renal tubules. Close 
attention  to  renal  function  including  adequate  hydration,  urine  alkalinization  (to 
pH 6.5-7) and measurement of serum methotrexate and creatinine levels are essential 
for safe administration. 
 
Other Precautions 
   Methotrexate should be used with extreme caution in the presence of debility. 
 
Drug Interactions 
   In the treatment of patients with osteosarcoma, caution must be exercised if high-
dose methotrexate is administered in combination with a potentially nephrotoxic 
chemotherapeutic agent (e.g. cisplatin). 
   Vitamin preparations containing folic acid or its derivatives may decrease responses 
to systemically administered methotrexate. 
   Folate deficiency states may increase methotrexate toxicity. 
 
Methotrexate/  Alcohol/ Hepatotoxic Medications:  Concurrent use may increase the 
risk of hepatotoxicity. Therefore concomitant administration of these agents should be 
avoided. 
Methotrexate/  Antigout Medications:  Methotrexate may raise the level of blood uric 
acid. Dosage adjustment of antigout medications may be necessary to control 
hyperuricemia and gout. 
Methotrexate/Asparaginase:  Concurrent use may block the effects of methotrexate by 
inhibiting cell replication. This inhibition of methotrexate's action appears to correlate 
with suppression of asparaginase levels.  
Some studies indicate that administration of asparaginase 9-10 days before, or within 
24 hours after, methotrexate, does not produce this inhibition of the antineoplastic 
effect, and may reduce the gastrointestinal and hematological effects of methotrexate. 
Methotrexate/Etoposide: Acute leukemia, which can occur with or without a 
preleukemic phase, has been reported rarely in patients treated with etoposide in 
association with other antineoplastic drugs including methotrexate.  
 
 
Methotrexate/Oral Antibiotics: (e.g. Tetracyclines, Chloramphenicol, Non-Absorbable 
Broad-Spectrum Antibiotics: Concurrent administration may decrease intestinal 
absorption of methotrexate or interfere with the enterohepatic circulation by inhibiting 
bowel flora and suppressing metabolism of the drug by bacteria. Caution should 
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therefore be exercised upon concomitant administration of these agents with 
methotrexate.  
Methotrexate/  Other Myelosuppressive Medications/  Radiation Therapy:Concurrent 
use may increase the total myelosuppressive effects. Dosage adjustments may be 
required. 
Methotrexate/Phenytoin/Salicylates/Sulfonamides/Diuretics/Oral Hypoglycemics/ P-
Aminobenzoic Acid: Methotrexate is bound in part to serum albumin following 
absorption. Therefore, toxicity may theoretically be increased because of 
displacement by certain drugs such as phenytoin, salicylates, sulfonamides, diuretics, 
oral hypoglycemics, and p-aminobenzoic acid. Clinical significance has not been 
established. 
Methotrexate/Folate Antagonists (e.g.Trimethoprim and Sulfamethoxazole, Nitrous 
Oxide): Trimethoprim/sulfamethoxazole has been reported rarely to increase bone 
marrow suppression in patients receiving methotrexate, probably by an additive 
antifolate effect. Nitrous oxide causes only local toxicity such as stomatitis.  
Therefore caution should be exercised when using methotrexate in patients taking 
drugs known to have an antifolate potential. 
Methotrexate/  Probenecid:  Concurrent use may increase the toxic effects of 
methotrexate because of inhibition of renal tubular excretion. 
Methotrexate/  Non-Steroidal Anti-Inflammatory Drugs (NSAIDs):   Concurrent use of 
Methotrexate with NSAIDs caused fatal interactions in four patients (three with 
ketoprofen, one with naproxen). Indomethacin and phenylbutazone increased 
methotrexate plasma levels. The mechanism of action is not known, but may involve 
inhibition of renal prostaglandin synthesis or competitive renal secretion. Excessive 
methotrexate levels did not result when ketoprofen was given at least 12 hours after 
completion of therapy. The possibility of a similar interaction exists with the other 
NSAIDs. Administer concomitantly with extreme caution, if at all. 
Methotrexate/Vaccines, killed virus: Because normal defense mechanisms may be 
suppressed by methotrexate therapy, the patient's antibody response to the vaccine 
may be decreased. The interval between discontinuation of medications that cause 
immunosuppression and restoration of the patient's ability to respond to the vaccine 
depends on the intensity and type of immunosuppression-causing medication used, 
the underlying disease, and other factors; estimates vary from 3 months to 1 year. 
Methotrexate Vaccines, live virus: Because normal defense mechanisms may be 
suppressed by methotrexate therapy, concurrent use with a live virus vaccine may 
potentiate the replication of the vaccine virus, may increase the adverse effects of the 
vaccine virus, and/or may decrease the patient's antibody response to the vaccine; 
immunization of these patients should be undertaken only with extreme caution after 
careful review of the patient's hematologic status and only with the knowledge and 
consent of the physician managing the methotrexate therapy. The interval between 
discontinuation of medications that cause immunosuppression and restoration of the 
patient's ability to respond to the vaccine depends on the intensity and type of 
immunosuppression-causing medication used, the underlying disease, and other 
factors; estimates vary from 3 months to 1 year. 
   Patients with leukemia in remission should not receive live virus until at least 
3 months after their last chemotherapy. In addition, immunization with oral polio-virus 
vaccine should be postponed in persons in close contact with the patient, especially 
family members. 
 
 
 
Methotrexate/Acitretin: Acitretin is metabolized to etretinate (etretinate has been 
replaced by acitretin in the treatment of psoriasis). Methotrexate levels may be 
increased by etretinate, and severe hepatitis has been reported following concomitant 
administration of these drugs. 
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Methotrexate/Radiation Therapy: Methotrexate given concomitantly with radiotherapy 
may increase the risk of soft tissue necrosis and osteonecrosis. 
 
Diagnostic Interference 
   Methotrexate interferes with the detection of folic acid deficiency by inhibiting the 
organism used in the assay. 
   Isocitric acid dehydrogenase (ICD) levels may be increased, indicating 
hepatotoxicity. 
   Uric acid levels in blood and urine may be increased. 
 
Dosage and Administration 
   Abitrexate may be administered by intramuscular, intravenous (bolus injection or 
infusion), intrathecal, intraventricular or intra-arterial. 
   For intrathecal administration, Abitrexate is administered as a 1  mg  /ml solution, 
using an appropriate sterile preservative-free medium such as Sodium Chloride 
Injection. 
   Dosages are based on the patient's bodyweight or surface area, except in the case 
of intrathecal or intraventricular administration, when a maximum dose of 15 mg is 
recommended. 
   Dosage should be reduced in cases of hematological deficiency and hepatic or renal 
impairment. When administered by infusion, Abitrexate should only be diluted with 
normal saline. Larger doses (more than 100 mg) are usually administered by 
intravenous infusion over periods not exceeding 24 hours. Part of the dose may be 
administered as an initial rapid intravenous injection. 
   Abitrexate has been used with beneficial effects in a wide variety of neoplastic 
diseases, alone and in combination with other cytotoxic agents, hormones, 
immunotherapy, radiotherapy or surgery. Therefore, dosage schedules vary 
considerably depending on the clinical use, particularly when intermittent high-dose 
regimens are followed by the administration of calcium leucovorin in order to rescue 
normal cells from toxic effects. Dosage regimens for calcium leucovorin rescue are 
discussed at the end of this section. 
   The following are some examples of the dosages of Abitrexate that have been used 
for particular indications: 
 
Choriocarcinoma and Other Trophoblastic Tumors 
   By the intramuscular route, in doses of 15-30 mg daily for a 5-day course. Such 
courses are usually repeated 3-5 times as required, with rest periods of 1 or more 
weeks between courses, until any toxic symptoms subside.  
  The effectiveness of therapy is ordinarily evaluated by 24-hour quantitative analysis 
of urinary human chorionic gonadotrophin (HCG), which should return to normal or 
less than 50  IU/24 hours, usually after the 3rd or 4th course of treatment, and also 
usually followed by a complete resolution of measurable lesions in 4-6 weeks. After 
the normalization of HCG, 1 or 2 courses of Abitrexate are usually recommended. 
Before each course of the drug, careful clinical assessment is essential. 
   Higher doses of up to 60 mg i.m. every 48 hours may be administered for 4 doses, 
followed by calcium leucovorin rescue. This course is repeated at 7-day intervals until 
levels of urinary HCG return to normal. Not less than 4 courses of treatment are 
usually necessary. Patients with complications, such as extensive metastases, may 
be treated with Abitrexate in cyclic combination with other cytotoxic drugs. 
 
Chorioadenoma Destruens and Hydatidiform Mole 
   Since hydatidiform mole may be followed by choriocarcinoma, prophylactic 
chemotherapy with Abitrexate has been recommended. 
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   Chorioadenoma destruens is considered to be an invasive form of hydatidiform 
mole. Abitrexate is administered in these disease states in doses similar to those 
recommended for choriocarcinoma. 
 
Lymphoblastic Leukemia 
   Daily administration of Abitrexate 3.3 mg/m2,  in combination  with    prednisone 60   
mg/m2, is used as induction therapy in acute lymphatic (lymphoblastic) leukemia in 
children and young adolescents. 
   Abitrexate alone, or in combination with other agents, appears to be a drug of 
choice for securing maintenance of drug-induced remissions. 
   When remission is achieved and supportive care has produced general clinical 
improvement, maintenance therapy is initiated with  intramuscular methotrexate       
30 mg/m2, twice weekly. It has also been administered intravenously in doses of 2.5 
mg/kg body weight, every 14 days. If relapse does occur, reinduction of remission can 
again usually be obtained by repeating the initial induction regimen. 
 
Meningeal Leukemia 
   Administer 12 mg/m2 intrathecally, or an empirical dose of 15 mg. Dilute  
methotrexate to a concentration of 1 mg/ml using a sterile, preservative-free medium 
such as 0.9% Sodium Chloride Injection. Administer at intervals of 2-5 days, and 
repeat until the CSF cell count returns to normal. Then administer one additional 
dose.   
  Administration at intervals of less than 1 week may result in increased subacute 
toxicity. For prophylaxis against meningeal leukemia, the dosage is the same as for 
treatment, except for the intervals of administration. 
   The CSF volume is dependent on age, and not on body surface area (BSA). The 
CSF is at 40% of the adult volume at birth and reaches the adult volume in several 
years. 
   Intrathecal methotrexate 12 mg/m2 (maximum 15 mg) has resulted in low CSF 
methotrexate concentrations and reduced efficacy in children, and high concentrations 
and neurotoxicity in adults. The following dosage regimen is based on age instead of 
BSA, and appears to result in more consistent CSF methotrexate concentrations and 
less neurotoxicity. 
 
          Intrathecal Methotrexate Dosage According to Age. 

Age (years)   Dose (mg)  
Under 1   6  

1   8  
2   10  

Over 3*   12  
             *equal or higher than 3 years of age. 
   Because the CSF volume and turnover may decrease with age, a dose reduction 
may be indicated in elderly patients. 
 
Lymphomas 
   In stage III, give methotrexate concomitantly with other antitumor agents. 
   Treatment in all stages generally consists of several courses with 7-10 day rest 
periods between each course. Lymphosarcomas in stage III may respond to 
combined drug therapy with methotrexate 0.625-2.5 mg/kg body weight/day. 
 
Mycosis Fungoides 
   Although the usual treatment is by orally-administered methotrexate, methotrexate 
has also been given intramuscularly in doses of 50 mg once a week, or 25 mg twice 
weekly. 
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Breast Cancer 
   Abitrexate in intravenous doses of 10-60 mg/m2 is commonly included in cyclical 
combination regimens with other cytotoxic drugs in the treatment of advance breast 
cancer. 
   Similar regimens have also been used as adjuvant therapy in early cases following 
mastectomy and/or radiotherapy. 
 
Osteorsarcoma 
   Effective therapy requires several cytotoxic chemotherapeutic agents. In addition to 
high-dose methotrexate with leucovorin rescue, these agents may include 
doxorubicin, cisplatin and the combination of bleomycin, cyclophosphamide and 
dactinomycin (BCD) in the doses and schedule shown in the Table below. 
   The starting dose for high-dose methotrexate treatment is 12g/m2. If this is 
insufficient  to   produce   a   peak    serum    concentration   of 1,000 micromole per L 
(0.001 mol/l) at the end of the methotrexate infusion, the dose may be increased to 
15g/m2 in subsequent treatments. If the patient is vomiting or unable to tolerate 
leucovorin orally, administer leucovorin I.V. or I.M. at the same dose and schedule. 
 

Chemotherapy Regimens for Osteosarcoma 
 

DRUG*                                 DOSE*   TREATMENT WEEK 
AFTER SURGERY 

Methotrexate 
 
 
Leucovorin  

12 g/m2 IV as 4-hour  
infusion (starting dose)  
 
15 mg orally every 6 
hours  for 10 doses, 
starting  24 hours after 
start of methotrexate 
infusion 

  4,5,6,7,11,12,15, 
16,29,30,44,45 

Doxorubicin as a single 
drug**  

30mg/m2/day IV x 3 days    8,17 

Doxorubicin**   50 mg/m2 IV   20,23,33,36  
Cisplatin**   100 mg/m2 IV   20,23,33,36  
Bleomycin**   15 units/m2 IV x 2 days   2,13,26,39,42  
Cyclophosphamide**  600 mg/m2 IV x 2 days   2,13,26,39,42  
Dactinomycin**  0.6 mg/m2 IV x 2 days   2,13,26,39,42  
 
*   Link MP, Goorin AM, Miseer AW et al. The effect of adjuvant chemotherapy on 
relapse-free survival in patients with osteosarcoma of the extremity, N. Engl. J. Med. 
1986;3 14(25):1600-6. 
**  See each respective monograph for more complete information. 
Dosage modifications may be necessary because of drug-induced toxicity. 
 
Bronchogenic Carcinoma 
   Intravenous infusions of 20-100 mg/m2 of Abitrexate have been included in cyclical 
combination regimens for the treatment of advanced tumors. Higher doses of 
Abitrexate with calcium leucovorin rescue may also be employed as sole treatment. 
 
Head and Neck Cancer 
   Intravenous infusions of 240-1,080 mg/m2 of Abitrexate with calcium leucovorin 
rescue may be used both as preoperative adjuvant therapy and in the treatment of 
advanced tumors. 
   Intra-arterial infusions of Abitrexate are indicated for certain head and neck cancers, 
although this route of administration is not used extensively. 
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Bladder Carcinoma 
   Intravenous injections or infusions of abitrexate in doses up to 100 mg every 1-2 
weeks may be used in the treatment of bladder carcinoma. Diuretics and hydration 
are employed in an attempt to reduce the excessive drug toxicity that may occur in 
patients with renal impairment. 
 
Psoriasis 
   Patients should be fully informed of the potential risks involved, and should be under 
the constant supervision of the treating physician. 
   The usual dose in cases of severe, uncontrolled psoriasis unresponsive to 
conventional therapy is 10-25 mg, administered intramuscularly or intravenously once 
a week and adjusted according to the patient's response. 
 
Rheumatoid Arthritis  
   Note: The following recommendation is based on clinical studies whose 
tabulated dosages, as well as the references appear at the end of the paragraph. 
 
   Initially, 10 mg/week may be administered either intramuscularly or intravenously. 
The dosage may be increased to 25 mg/week. 
   Duration of treatment varied in clinical studies from 6 weeks to 13 weeks. An 
intramuscular dosage of 15 mg/week has been administered over a period of 6 
months. An initial dosage of 10 mg/week IV, increased to a maximum of 50 mg/week 
IV has been administered over a period of 2 months.  
 

Tabulated Summary of Dosages for the Use of Methotrexate (Parenteral) in 
Rheumatoid Arthritis  

STUDY  DOSE  
Herman (1) 10 mg/m2, IV 
Ahern (2)  15 mg , oral 

15 mg, IV  
Campbell (3)  30 mg/m2, oral  

30 mg/m2, IV 
30 mg/m2,, IM 

Steinson (4) 7.5 mg-25 mg per week; IM/oral 
Michaels (5) 10 mg-50 mg per week, IV 
Andersen (6) 10 mg per week, IM, increased up to 25 mg if required. 
Thompson (7) 10 mg or 25 mg per week, IM 
Hoffmeister (8) 10 mg-15 mg per week, oral and IM 
Weinstein (9) 7.5 mg-25 mg per week, oral and IM 
Szanto (10)  5 mg-15 mg per week oral/IM 
Tishler (11) 12.5 mg (7.5 mg-15 mg) per week, oral/IM 
Suarez-Almazor (12) 10 mg per week IM 
Rau (13) 15 mg per week IM 
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  Particular attention should be given to the appearance of liver toxicity by performing 
liver function tests before initiating Abitrexate treatment, and repeating the tests at 2-4 
month intervals during therapy. Therapy should not be instituted, or should be 
discontinued, if any abnormality of liver function tests or of a liver biopsy is present or 
develops during therapy. Such abnormalities should return to normal within 2 weeks, 
after which, treatment may be recommended at the discretion of the physician. 
   The use of Abitrexate may permit the return to conventional topical therapy which 
should be encouraged. 
 
Calcium Leucovorin Rescue 
   When administering high doses of methotrexate, the following guidelines for 
methotrexate therapy with leucovorin rescue should be closely observed: 
•  Methotrexate administration should be delayed until recovery if: 
   -the WBC count is less than 1500mm3 
   -the neutrophil count is less than 500mm3 
   -the platelet count is less than 75,000mm3 
   -the serum bilirubin level is more than 1.2 mg/dl 
   -the ALT level is more than 450 U 
   -mucositis is present, until there is evidence of healing 
   -persistent pleural effusion and ascite are present; drain dry prior to infusion 
• Adequate renal  function must be documented 
• Serum creatinine must be normal and creatinine clearance must be more than 60 
ml/min. before the initiating of therapy. 
•  Serum creatinine must be measured prior to each subsequent course of therapy. If 
serum creatinine has increased by 50% or more in comparison to a prior value, the 
creatinine clearance must be measured and documented to be more than 60 ml/min. 
(even if the serum creatinine is still within the normal range). 
•  Patients must be well hydrated, and must be treated with sodium bicarbonate for 
urinary alkalinization. Administer 1,000 ml/m2 of intravenous fluid over 6 hours prior to 
initiating of the methotrexate infusion. Continue hydration at 125 ml/m2/hour 
(3L/m2/day) during Methotrexate infusion, and for 2 days after the infusion has been 
completed. 
•  Alkalinize urine to maintain a pH above 7.0 during methotrexate infusion and 
leucovorin calcium therapy by giving sodium bicarbonate orally or by incorporation 
into a separate i.v. solution. 
•  Repeat serum creatinine and serum methotrexate 24 hours after starting 
methotrexate, and at least once daily  until the methotrexate level is  below 5x10-8 
mol/l  (0.05 micromolar). 
 

Leucovorin Rescue Schedules Following Treatment 
with Higher Doses of Methotrexate 

 
CLINICAL SITUATION LABORATORY LEUCOVORIN CALCIUM 



14 

ABITREXA  ,  22.  2. 2000    RH 

FINDINGS DOSAGE AND DURATION 
Normal Methotrexate 

Elimination 
Serum methotrexate level 

approximately 10 micromolar 
at 24 hours after 

administration, 1 micromolar 
at 48 hours and less than 

0.2 micromolar at 72 hours 

15 mg PO or IV every 6 hours 
for 60 hours (10 doses starting 

at 24 hours after start of 
methotrexate infusion). 

Delayed Late 
Methotrexate Elimination 

Serum methotrexate level 
remaining above 0.2 

micromolar at 72 hours and 
more than 0.05 micromolar 

at 96 hours after 
administration. 

Continue 15 mg PO or IV 
every 6 hours until 

methotrexate level is less than 
0.05 micromolar. 

Delayed Early Methotrexate 
Elimination and/or Evidence 

of Acute Renal Injury. 

Serum methotrexate level of 
equal or higher than 50 

micromolar at 24 hours or 
equal or higher than 5 

micromolar at 48 hours after 
administration, or a 100% or 

greater increase in serum 
creatinine level at 24 hours 

after methotrexate 
administration (e.g. an 

increase from 0.5 mg/dl to a 
level equal or higher than 1.0 

mg/dl or more) 

150 mg IV every 3 hours, until 
methotrexate level is less than 
1 micromolar; then 15 mg IV 

every 3 hours, until 
methotrexate level is less than 

0.05 micromolar. 

 
 
    Patients who experience delayed/early methotrexate elimination are likely to 
develop irreversible oliguric renal failure. In addition to appropriate leucovorin therapy, 
these patients require continuing hydration and urinary alkalinization and close 
monitoring of fluid and electrolyte status, until the serum methotrexate level has fallen 
to less than 0.05 micromolar and the renal failure has resolved. 
   Some patients will have abnormalities in methotrexate elimination or abnormalities 
in renal function following methotrexate administration which are significant, but less 
severe, than those described in the Table. These abnormalities may, or may not be, 
associated with significant clinical toxicity.  
   If significant clinical toxicity is observed, leucovorin rescue should be extended for 
an additional 24 hours (total of 14 doses over 84 hours) in subsequent courses of 
therapy.  
When laboratory abnormalities or clinical toxicities are observed, the possibility that 
the patient is taking other medications which interact with methotrexate should be 
considered. 
 
Hepatic Function Impairment 
   If the bilirubin is between 3-5, or AST more than 180, dosage should be reduced by 
25%. If bilirubin is more than 5, omit the dose. 
 
 
Overdosage 
   Overdosage may lead to severe toxicity, especially of the hematopoietic and 
gastrointestinal systems; death may result. Leucovorin is used to neutralize immediate 
toxic effects on the hematopoietic system. 
   Where large doses or overdoses are administered, inject calcium leucovorin 
intravenously, up to 75 mg within 12 hours, followed by 12 mg intramuscularly every 6 
hours for 4 doses. 
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   Where average doses of methotrexate have an adverse effect, administer 6-12 mg 
of calcium leucovorin intramuscularly every 6 hours for 4 doses. In general, the dose 
of leucovorin should be equal to, or higher than, the dose of methotrexate and is best 
administered within the first hour. 
   Alternatively, leucovorin may be administered orally (10 mg/m2 every 6 hours, for 72 
hours). 
   In case of massive overdosage, hydration and urinary alkalinization may be 
necessary to prevent the precipitation of methotrexate and/or its metabolites in the 
renal tubules. 
 
Pharmaceutical Precautions 
  Abitrexate preparation should be stored at room temperature, protected from direct 
sunlight. 
  Abitrexate solution is further diluted in normal saline and administered by IV injection 
or IV infusion over periods not exceeding 24 hours. Abitrexate solution may be diluted 
with 0.9% Sodium Chloride Injection or 5% Dextrose Injection. Part of the dose may 
be given as an initial bolus IV injection. Any unused solution must be discarded. 
  Other drugs should not be mixed with Abitrexate in the same infusion container. 
 
Handling and Disposal 
   As with all cytotoxic preparations, the following special precautions should be taken 
for safe handling and disposal: 
•  Trained personnel only should prepare the drug. Pregnant staff should not be 
involved in its handling. 
•  Preparation of the drug should be performed in a designated area, ideally in a 
vertical laminar flow hood (Biological Safety Cabinet - Class II), with the work surface 
covered with disposable, plastic- backed absorbent paper. 
•  Adequate protective clothing should be worn, e.g. PVC gloves, safety glasses, 
disposable gowns and masks. In the event of contact with the eyes, wash with water 
and/or saline. 
•  Luer-lock fittings should be used on all syringes and sets. The possible formation of 
aerosols may be reduced by using large bore needles and venting needles. 
•  All unused material, needles, syringes, vials and other items which have come into 
contact with cytotoxic drugs should be segregated, placed in double sealed 
polyethylene bags and incinerated at 1,000°C or more. Excreta should be similarly 
treated. Liquid waste may be flushed away with copious amounts of water. 
 
 
 
 
 
 
 
 
 
Product Registration No.: 
Abitrexate 1g/10ml Vials: 100382491405 
Abitrexate 25 mg/ml Ampoules: 048942382005 
Abitrexate 25 mg/ml Vials: 048962381905 
 
Presentation 
Abitrexate 1g/10ml, packs of 1 vial 
Abitrexate 5g/50ml, packs of 1 vial 
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Abitrexate 50 mg/2ml, packs of 1 vial 
Abitrexate 500 mg/20ml, packs of 1 vial 
 
 
Manufacturer 
Pharmachemie BV, 
Haarlem, Holland 
For Abic Ltd Teva Group 
 

Importer 
Salomon Levin & Elstein Ltd 
P.O.Box 3696, Petach Tikva, 49133 
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