






occurs, IV or oral melphalan should not be readministered since hypersensitivity reactions have 
also been reported with oral melphalan. 
Carcinogenesis: Secondary malignancies, including acute nonlymphocytic leukemia, 
myeloproliferative syndrome, and carcinoma, have been reported in patients with cancer treated 
with alkylating agents (including melphalan). Some patients also received other 
chemotherapeutic agents or radiation therapy. Precise quantitation of the risk of acute leukemia, 
myeloproliferative syndrome, or carcinoma is not possible. Published reports of leukemia in 
patients who have received melphalan (and other alkylating agents) suggest that the risk of 
leukemogenesis increases with chronicity of treatment and with cumulative dose. In one study, 
the 10-year cumulative risk of developing acute leukemia or myeloproliferative syndrome after 
oral melphalan therapy was 19.5% for cumulative doses ranging from 730 to 9,652 mg. In this 
same study, as well as in an additional study, the 10-year cumulative risk of developing acute 
leukemia or myeloproliferative syndrome after oral melphalan therapy was less than 2% for 
cumulative doses under 600 mg. This does not mean that there is a cumulative dose below which 
there is no risk of the induction of secondary malignancy. The potential benefits from melphalan 
therapy must be weighed on an individual basis against the possible risk of the induction of a 
second malignancy. 
 Adequate and well-controlled carcinogenicity studies have not been conducted in animals. 
However, intraperitoneal (IP) administration of melphalan in rats (5.4 to 10.8 mg/m2) and in 
mice (2.25 to 4.5 mg/m2) 3 times per week for 6 months followed by 12 months post-dose 
observation produced peritoneal sarcoma and lung tumors, respectively. 
Mutagenesis: Melphalan has been shown to cause chromatid or chromosome damage in 
humans. Intramuscular administration of melphalan at 6 and 60 mg/m2 produced structural 
aberrations of the chromatid and chromosomes in bone marrow cells of Wistar rats. 
Impairment of Fertility: Melphalan causes suppression of ovarian function in premenopausal 
women, resulting in amenorrhea in a significant number of patients. Reversible and irreversible 
testicular suppression have also been reported. 
Pregnancy: Pregnancy Category D. Melphalan may cause fetal harm when administered to a 
pregnant woman. While adequate animal studies have not been conducted with IV melphalan, 
oral (6 to 18 mg/m2/day for 10 days) and IP (18 mg/m2) administration in rats was embryolethal 
and teratogenic. Malformations resulting from melphalan included alterations of the brain 
(underdevelopment, deformation, meningocele, and encephalocele) and eye (anophthalmia and 
microphthalmos), reduction of the mandible and tail, as well as hepatocele (exomphaly). There 
are no adequate and well-controlled studies in pregnant women. If this drug is used during 
pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be 
apprised of the potential hazard to the fetus. Women of childbearing potential should be advised 
to avoid becoming pregnant. 

PRECAUTIONS 
General: In all instances where the use of ALKERAN for Injection is considered for 
chemotherapy, the physician must evaluate the need and usefulness of the drug against the risk of 
adverse events. Melphalan should be used with extreme caution in patients whose bone marrow 
reserve may have been compromised by prior irradiation or chemotherapy or whose marrow 
function is recovering from previous cytotoxic therapy. 
 Dose reduction should be considered in patients with renal insufficiency receiving IV 
melphalan. In one trial, increased bone marrow suppression was observed in patients with BUN 

4 









 
 
Manufactured by 
Cardinal Health 
Albuquerque, NM 87107  
for 
GlaxoSmithKline 
Research Triangle Park, NC 27709 
 
Distributed by 

 
Celgene Corporation 
Warren, NJ 07059 
 
November 2004     RL-2141 
 

8 

DRUGS-ABOUT.COM


