Alemtuzumab

Trade Names

Campath

Classification

Monoclonal antibody

Category

Biologic response modifier agent

Drug Manufacturer

Bayer

Mechanism of Action

Recombinant humanized monoclonal antibody (Campath-1H)

directed against the 21–28 kDa cell surface glycoprotein CD52 that is

expressed on most normal and malignant B and T lymphocytes, NK

cells, monocytes, and macrophages.

CD52 antigen is not expressed on the surface of hematopoietic stem

cells and mature plasma cells.

Immunologic mechanisms involved in antitumor activity, including

antibody-dependent cellular cytotoxicity (ADCC) and/or complement mediated

cell lysis.

Mechanism of Resistance

None yet defined.

Absorption

Alemtuzumab is given only by the IV route.

Distribution

Peak and trough levels rise during the first few weeks of therapy and

approach steady-state levels by week 6. However, there is marked variability,

and levels correlate roughly with the number of circulating CD52+ B cells.

Metabolism

Metabolism has not been extensively characterized. Half-life is on the

order of 12 days with minimal clearance by the liver and kidneys, as has been

observed for other monoclonal antibodies used in the clinic.

Indications

Relapsed and/or refractory B-cell chronic lymphocytic leukemia

(B-CLL)—Indicated in patients who have been treated with alkylating

agents and who have failed fludarabine therapy.

T-cell prolymphocytic leukemia—Clinical activity in patients who

failed first-line therapy.

Dosage Range

The recommended dose is 30 mg/day IV three times per week for

maximum of 12 weeks.

Drug Interactions

None known.

Special Considerations

Contraindicated in patients with active systemic infections, underlying

immunodeficiency (HIV-positive, AIDS, etc.), or known type

I hypersensitivity or anaphylactic reactions to alemtuzumab or any

of its components.

Patients should be premedicated with acetaminophen, 650 mg PO,

and diphenhydramine, 50 mg PO, 30 minutes before drug infusion

to reduce the incidence of infusion-related reactions.

Alemtuzumab should be initiated at a dose of 3 mg, administered

daily as a 2-hour IV infusion. When this daily dose of 3 mg is tolerated,

the daily dose can then be increased to 10 mg. Once the 10-mg

daily dose is tolerated, the maintenance dose of 30 mg daily can then

be initiated. This maintenance dose of 30 mg/day is administered

three times each week on alternate days (Monday, Wednesday, and

Friday) for a maximum of 12 weeks. Dose escalation to the 30-mg

daily dose usually can be accomplished within 7 days. Alemtuzumab

should NOT be given IV push or bolus.

Monitor closely for infusion-related events, which usually occur

within the first 30–60 minutes after the start of the infusion and

most commonly during the first week of therapy. Pulse, blood pressure,

and oral temperature should be measured every 15–30 minutes.

Immediate institution of diphenhydramine (50 mg IV), acetaminophen

(625 mg PO), hydrocortisone (200 mg IV), and/or vasopressors

may be required. Resuscitation equipment should be readily available

at bedside.

Patients should be placed on anti-infective prophylaxis upon initiation

of therapy to reduce the risk of serious opportunistic infections.

This should include Bactrim DS, one tablet PO bid three times per

week, and famciclovir or equivalent, 250 mg PO bid. Fluconazole

1. incidence of

fungal infections. If a serious infection occurs while on therapy,

alemtuzumab should be stopped immediately and only reinitiated

following the complete resolution of the underlying infection.

Monitor CBC and platelet counts on a weekly basis during alemtuzumab

therapy. Treatment should be stopped for severe hematologic

toxicity or in any patient with evidence of autoimmune anemia and/

or thrombocytopenia.

Most significant antitumor effects of alemtuzumab are observed

in peripheral blood, bone marrow, and spleen. Tumor cells usually

cleared from blood within 1–2 weeks of initiation of therapy, while

normalization in bone marrow may take up to 6–12 weeks. Lymph

nodes, especially those that are large and bulky, seem to be less

responsive to therapy.

Pregnancy category C. Should be given to a pregnant woman only if

clearly indicated. Breast-feeding should be avoided during treatment

and for at least 3 months following the last dose of drug.

Toxicity 1

Infusion-related symptoms, including fever, chills, nausea and vomiting,

urticaria, skin rash, fatigue, headache, diarrhea, dyspnea, and/or hypotension.

Usually occur within the first week of initiation of therapy.

Toxicity 2

Significant immunosuppressive agent with an increased incidence

of opportunistic infections, including Pneumocystis carinii , cytomegalovirus

(CMV), herpes zoster, Candida , Cryptococcus , and Listeria meningitis.

Prophylaxis with anti-infective agents is indicated as outlined above.

Recovery of CD4 and CD8 counts is slow and may take over 1 year to return

to normal.

Toxicity 3

Myelosuppression with neutropenia most common, but anemia and

thrombocytopenia also observed. In rare instances, pancytopenia with marrow

hypoplasia occurs, which can be fatal.

