Altretamine

Trade Names

Hexalen, Hexamethylmelamine, HMM
Classification

Nonclassic alkylating agent

Category

Chemotherapy drug

Drug Manufacturer

MGI Pharma

Mechanism of Action

Triazine derivative that requires biochemical activation in the liver

for its antitumor activity.

Exact mechanism(s) of action unclear but appears to act like an alkylating

agent. Forms cross-links with DNA resulting in inhibition of

DNA synthesis and function.

May also inhibit RNA synthesis.

Mechanism of Resistance

Mechanisms of resistance have not been well characterized.

Does not exhibit cross-resistance to other classic alkylating agents

and does not exhibit multidrug-resistant phenotype.

Absorption

Oral absorption is extremely variable secondary to extensive first-pass

metabolism in the liver. Peak plasma levels are achieved 0.5–3 hours after

an oral dose.

Distribution

Widely distributed throughout the body, with highest concentrations

found in tissues with high fat content. About 90% of drug is bound to

plasma proteins.

Metabolism

Extensively metabolized in the liver by the microsomal P450 system. Less

than 1% of parent compound is excreted in urine. About 60% of drug is

eliminated in urine as demethylated metabolites (pentamethylmelamine and

tetramethylmelamine) within the first 24 hours. The terminal elimination

half-life is on the order of 4–10 hours.

Indications

Ovarian cancer—Active in advanced disease and in persistent and/or

recurrent tumors following first-line therapy with a cisplatin- and/or alkylating

agent-based regimen.

Dosage Range

Usual dose is 260 mg/m 2 /day PO for either 14 or 21 days on a 28-day

schedule. Total daily dose is given in four divided doses after meals and

bedtime.

Drug Interaction 1

Cimetidine—Cimetidine increases the half-life and subsequent toxicity of

altretamine. In contrast, ranitidine does not affect drug metabolism.

Drug Interaction 2

Phenobarbital—Phenobarbital may decrease the half-life and toxicity of

altretamine.

Drug Interaction 3

Monamine oxidase (MAO) inhibitors—Concurrent use of MAO inhibitors

with altretamine may result in significant orthostatic hypotension.

Special Considerations

Closely monitor patient for signs of neurologic toxicity.

Vitamin B6 (pyridoxine) may be used to decrease the incidence and

severity of neurologic toxicity. However, antitumor activity may be

compromised with vitamin B6 treatment.

Pregnancy category D.

Toxicity 1

Nausea and vomiting. Mild to moderate, observed in 30% of patients.

Worsens with increasing cumulative doses of drug.

Toxicity 2

Myelosuppression. Dose-limiting toxicity. Leukocyte and platelet nadirs

occur at 3–4 weeks with recovery by day 28. Anemia occurs in 20% of

patients.

Toxicity 3

Neurotoxicity in the form of somnolence, mood changes, lethargy,

depression, agitation, hallucinations, and peripheral neuropathy. Observed

in about 25% of patients.

Toxicity 4

Hypersensitivity, skin rash.

Toxicity 5

Elevations in LFTs, mainly alkaline phosphatase.

Toxicity 6

Flulike syndrome in the form of fever, malaise, arthralgias, and

myalgias.

Toxicity 7

Abdominal cramps and diarrhea are occasionally observed.

