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Aprepitant (EMEND®)
80 mg and 125 mg capsules

Aprepitant is a selective high-affinity antagonist of human substance P/neurokinin 1
(NK4) receptors. Aprepitant has little or no affinity for serotonin (5-HT3), dopamine, and
corticosteroid receptors, the targets of existing therapies for chemotherapy-induced
nausea and vomiting (CINV). Aprepitant, in combination with other antiemetic agents, is
indicated for the prevention of acute and delayed nausea and vomiting associated with
initial and repeat courses of highly emetogenic cancer chemotherapy, including high-
dose cisplatin (see Table for a list of chemotherapy regimens).

Aprepitant is a moderate CYP3A4 inhibitor and should not be used concurrently with
pimozide, terfenadine, astemizole, or cisapride. Inhibition of cytochrome P450
isoenzyme 3A4 (CYP3A4) by aprepitant could result in elevated plasma concentrations
of these drugs, potentially causing serious or life-threatening reactions. Aprepitant is
contraindicated in patients who are hypersensitive to any component of the product.
Aprepitant should be used with caution in patients receiving concomitant medicinal
products, including chemotherapy agents that are primarily metabolized through
CYP3A4.

No dosage adjustment for aprepitant is necessary in elderly patients, in patients with
mild to moderate hepatic insufficiency, and no dosage adjustment is necessary for
patients with renal insufficiency or for patients with ESRD undergoing hemodialysis.
There are no clinical or pharmacokinetic data in patients with severe hepatic
insufficiency, and the pharmacokinetics of aprepitant have not been evaluated in
patients below 18 years of age.

Chronic continuous use of aprepitant for prevention of nausea and vomiting is not
recommended because it has not been studied and because the drug interaction profile
may change during chronic continuous use.

Coadministration of aprepitant with warfarin may result in a clinically significant decrease
in International Normalized Ratio (INR) of prothrombin time. The efficacy of oral
contraceptives during administration of aprepitant may be reduced.



DRUG AND FOOD INTERACTIONS

The manufacturer’s prescribing information lists no food/drug interactions.

DOSAGE AND ADMINISTRATION

Aprepitant is given for 3 days as part of a regimen that includes a corticosteroid and a 5-
HT5; antagonist. The recommended dose of aprepitant is 125 mg orally 1 hour prior to
chemotherapy treatment (Day 1) and 80 mg once daily in the morning on Days 2 and 3.
Aprepitant has not been studied for the treatment of established nausea and vomiting.

Table: Chemotherapy Regimens and Utilization of Aprepitant

Acute Emetic Category’

Chemotherapy Agents

Approved Use of
Aprepitant

High Risk: cisplatin

Cisplatin

In combination with other anti-
emetic agents for the prevention
of acute and delayed nausea and
vomiting in patients receiving
initial and repeat courses of
chemotherapy

High Risk: noncisplatin

Actinomycin-D
Carboplatin
Carmustine
Cyclophosphamide
Cytarabine
Dacarbazine
Daunorubicin
Doxorubicin
Epirubicin
Hexamethylmelamine
Idarubicin

Ifosfamide
Interleukin-2 (high dose)
Lomustine
Mechlorethamine
Streptozocin

In combination with other anti-
emetic agents for the prevention
of acute and delayed nausea and
vomiting in patients receiving
initial and repeat courses of
chemotherapy

Intermediate Risk

Docetaxel
Etoposide
Gemcitabine
Irinotecan
Mitomycin
Mitoxantrone
Oxaliplatinum
Paclitaxel
Teniposide
Topotecan

In combination with other anti-
emetic agents for the prevention
of acute and delayed nausea and
vomiting in patients who have
previously failed other anti-emetic
therapy upon receiving the same
chemotherapeutic regimen

Low Risk

1-Asparaginase
2-Chlorodeoxyadenosine
6-Mecaptopurine
6-Thioguanine
Bleomycin
Busulfan
Chlorambucil
Fludarabine
Fluorouracil
Hydroxyurea
L-Asparaginase
Melphalan
Methotrexate
Tamoxifen
Vinblastine
Vincristine
Vindesine
Vinorelbine

Anti-emetic use not recommended

"For combination chemotherapy the patient should be administered the anti-emetics appropriate for the
chemotherapeutic agent of greatest emetic risk.




Based on the American Society of Clinical Oncology Clinical Practice Guidelines- Journal of Clinical Oncology
1999;17:2971-2994 and “Guidelines for Anti-emetic Therapy: Acute Emesis” — European Journal of Cancer
1999;35:361-370

Gemtuzumab ozogamicin Powder for Injection (Mylotarg®)
Single-use 20 mL vial = 5 mg gemtuzumab ozogamicin

Gemtuzumab ozogamicin is a chemotherapeutic agent composed of a recombinant
humanized 1gG, kappa antibody attached to a cytotoxic antitumor antibiotic,
calicheamicin. The antibody portion of gemtuzumab ozogamicin binds to the CD33
antigen expressed by hematopoietic cells. This antigen is expressed on the surface of
leukemic blasts in more than 80% of patients with acute myeloid leukemia (AML).
Binding of the anti-CD33 antibody portion of gemtuzumab ozogamicin with the CD33
antigen results in the formation of a complex that is internalized, which released inside
the lysosomes of myeloid cells, binds to DNA in the minor groove resulting in DNA
double strand breaks and cell death.

Gemtuzumab ozogamicin is indicated for the treatment of patients with CD33 positive
acute myeloid leukemia in first relapse who are = 60 years of age and who are not
considered candidates for cytotoxic chemotherapy.

Gemtuzumab ozogamicin is contraindicated in patients with a known hypersensitivity to
gemtuzumab ozogamicin or any of its components: anti-CD33 antibody (hP67.6),
calicheamicin derivatives, or inactive ingredients.

DRUG AND FOOD INTERACTIONS
The manufacturer’s prescribing information lists no food/drug interactions.

DOSAGE AND ADMINISTRATION

The recommended dose of gemtuzumab ozogamicin is 9 mg/m?, administered as a 2-
hour intravenous infusion. Physicians should consider leukoreduction with hydroxyruea
or leukapheresis to reduce the peripheral white blood count to below 30,000/uL prior to
administration of gemtuzumab ozogamicin. Appropriate measures should be taken to
prevent hyperuricemia. Patients should receive the following prophylactic medications 1
hour before gemtuzumab ozogamicin administration: diphenhydramine 50 mg by mouth
and acetaminophen 650-1000 mg by mouth; thereafter, 2 additional doses of
acetaminophen 650-1000 mg by mouth, 1 every 4 hours as needed. Vital signs should
be monitored during infusion and for 4 hours following infusion. The recommended
treatment course of gemtuzumab ozogamicin is a total of 2 doses with 14 days apart.

Preparation for administration: All preparation should take place in a biologic safety hood
with the fluorescent light off. Prior to reconstitution, drug vials should be allowed to
come to room temperature. Reconstitute the contents of each vial with 5 mL Sterile
Water for Injection, USP, using sterile syringes. Gently swirl each vial. Each vial should
be inspected for complete solution and for particulate. The final concentration of drug in
the vial is 1 mg/mL. Withdraw the desired volume from each vial and inject into a 100
mL IV bag of 0.9% Sodium Chloride Injection. Place the 100-mL IV bag into an UV
protectant bag. The resulting drug solution in the IV bag should be used immediately.

Administration: Once the reconstituted gemtuzumab ozogamicin is diluted into the IV
bag containing normal saline, the resulting solution should be infused over a 2-hour
period. A separate IV line equipped with a low protein-binding 1.2-micron terminal filter
must be used for administration of the drug. Gemtuzumab ozogamicin may be given
peripherally or through a central line. DO NOT ADMINISTER AS AN INTRAVENOUS
PUSH OR BOLUS.
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Aprepitant BVBEND Antienetic Added 11203 guidelines
Aipiprazdle Aulify Antipsychatic Addd 3503 Restricted to psychiatry
AspirinDipyridandle Aggenax Antiplatelet Agent Addd 22903
Attapuigite Kaopediate Antidarhed Deleted 716/03 Renmoved frommerket
Bivdirudn Angomex Anticceguant Addd 11/27/03
Cabarezepine Cartetrd Anticorvusart Added 9903
Caspofurgin Caspdungn Antifungdl Added 32503 Order fomrestriction
Oprdfloadn Jloen Topicd Antibictic Deleted 92503 | Qphthdric sdlutionarly
Cenestine Tavist Antihistarmine Deleted 8/27/03
Cemesting/ Antihistarrine/
Prenylpropendanine Tavist-D Deoongestart Deleted 827103
Delteparin Fragmin LMN/Heparin Deleted 225903
Dexrazoxare Zrecad Cadopratedtat Added 527/03
Docusate/ Discontinued by
Casanthrandl Peri-Colace Stod Softener Deleted 12116/03 manufacturer
Dutasteride Avocart BPHAget Added 225903
Esatdopram Legoo Artidepressant Added 32503
Eztinibe Zdtia Antiliperric Added 82803
Fish Al Conoertrate Dietary Supdeent Addd 1/2503
Disoontinued by
Aurandrendiide Codran Carticosteraid Deleted 10803 nenufaciurer
Gemtuzumeb
Qeogaricin Mjotarg Antineoplastic Added 11/22/03
Lidocaine 5% Lidoderm Locd Anesthetic Added 82803
Moifloadn Vigamox Topicd Antibictic Added 92503 Qphthalmic sdution
Murrps Skin Test MSTAMuIps Sin Discortinued by
Antigen Test Antigen Diagnostic Agert Deleted 2303 menufadurer
Oxybutynin Oytrd Uinary Artispesmodic Added 82803
Tegeserod meledte Zdnom Imitable Bowdl Agent Added 225903




