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Trade Names

Targretin

Classification

Retinoid

Category

Differentiating agent

Drug Manufacturer

Ligand

Mechanism of Action

Selectively binds and activates retinoid X receptors (RXRs).

RXRs form heterodimers with various other receptors, including

retinoic acid receptors (RARs), vitamin D receptors, and thyroid

receptors. Once activated, these receptors function as transcription

factors, which then regulate the expression of various genes involved

in controlling cell differentiation, growth, and proliferation.

Precise mechanism by which bexarotene exerts its antitumor activity

in cutaneous T-cell lymphoma (CTCL) remains unknown.

Absorption

Well absorbed by the GI tract. Peak plasma levels observed 2 hours after

oral administration.

Distribution

Distribution is not well characterized. Highly bound to plasma proteins

(_99%).

Metabolism

Extensive metabolism occurs in the liver via the cytochrome P450 system

to both active and inactive metabolites. Both parent drug and its metabolites

are eliminated primarily through the hepatobiliary system and in feces.

Renal clearance is minimal accounting for _1%. The elimination half-life is

about 7 hours.

Indications

Treatment of cutaneous manifestations of CTCL in patients who are

refractory to at least one prior systemic therapy.

Dosage Range

Recommended initial dose is 300 mg/m 2 /day PO. Should be taken as a

single dose with food.

Drug Interaction 1

Gemfibrozil—Gemfibrozil inhibits metabolism of bexarotene by the

liver P450 system resulting in increased plasma concentrations. Concurrent

administration of gemfibrozil with bexarotene is not recommended.

Drug Interaction 2

Inhibitors of cytochrome P450 system—Drugs that inhibit the liver P450

system, such as ketoconazole, itraconazole, and erythromycin, may cause an

increase in plasma concentrations of bexarotene.

Drug Interaction 3

Inducers of cytochrome P450 system—Drugs that induce the liver P450

system, such as rifampin, phenytoin, and phenobarbital, may cause a reduction

in plasma bexarotene concentrations.

Special Considerations

Use with caution in patients with abnormal liver function. Monitor

liver function tests at baseline and during therapy. Treatment should

be discontinued when LFTs are three-fold higher than the upper

limit of normal.

Use with caution in diabetic patients who are on insulin, agents

enhancing insulin secretion, or insulin sensitizers as bexarotene
therapy can enhance their effects resulting in hypoglycemia.

Use with caution in patients with history of lipid disorders as significant

alterations in lipid profile are observed with bexarotene therapy.

Lipid profile should be obtained at baseline, weekly until the lipid

response is established, and at 8-week intervals.

Thyroid function tests should be obtained at baseline and during

therapy as bexarotene is associated with hypothyroidism.

Use with caution in patients with known hypersensitivity to

retinoids.

Patients should be advised to limit vitamin A supplementation

to _1,500 IU/day to avoid potential additive toxic effects with

bexarotene.

Patients should be advised to avoid exposure to sunlight as

bexarotene is associated with photosensitivity.

Patients who experience new-onset visual difficulties should have an

ophthalmologic evaluation as bexarotene is associated with retinal

complications, development of new cataracts, and/or worsening of

pre-existing cataracts.

Pregnancy category X. Must not be given to a pregnant woman or

to a woman who intends to become pregnant. If a woman becomes

pregnant while on therapy, bexarotene must be stopped immediately.

Toxicity 1

Hypertriglyceridemia and hypercholesterolemia are common. Reversible

upon dose reduction, cessation of therapy, or when anti-lipemic therapy is

begun (gemfibrozil is not recommended, see Drug Interaction 1).

Toxicity 2

Hypothyroidism develops in 50% of patients.

Toxicity 3

Headache and asthenia.

Toxicity 4

Myelosuppression with leukopenia more common than anemia.

Toxicity 5

Nausea, abdominal pain, and diarrhea.

Toxicity 6

Skin rash, dry skin, and rarely alopecia.

Toxicity 7

Dry eyes, conjunctivitis, blepharitis, cataracts, corneal lesions, and visual

field defects.

