[image: image1.jpg]



2

Drug Monograph

	Drug/Drug Class:
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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Alimta is available in sterile single-use vials containing 500 mg pemetrexed.
Eli Lilly & Co., Indianapolis, IN 46285

	
	

	Summary of Findings:
	Alimta, in combination with  cisplatin, is the first and only chemotherapy drug to be approved by the Food and Drug Administration (FDA) for the treatment of patients with malignant pleural mesothelioma (MPM) whose disease is unresectable or who are otherwise not candidates for curative surgery.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Cinical Edit
	 FORMCHECKBOX 
 Open Access

	
	
	

	Type of Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
	 FORMCHECKBOX 
 Non-Preferred Agent

	
	 FORMCHECKBOX 
 Appropriate Indications
	 FORMCHECKBOX 
 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
Alimta, when given with cisplatin, is the first and only chemotherapy drug to be approved by the Food and Drug Administration (FDA) for the treatment of patients with malignant pleural mesothelioma (MPM) when surgery is not an option.  Mesothelioma is most common in Caucasian men over 50 years of age.  It can take between 20 and 40 years to develop.
Dosage Form(s)1
Alimta is available in sterile single-use vials containing 500 mg pemetrexed.  

Manufacturer
Eli Lilly & Co., Indianapolis, IN 46285

Indication(s)1
Alimta in combination with cisplatin is indicated for the treatemnt of patients with malignant pleural mesothelioma whose disease is unresectable or who are otherwise not candidates for curative surgery.
Clinical Efficacy1-3 (mechanism of action/pharmacology, comparative efficacy)
Alimta is an antifolate antineoplastic agent that exerts its action by disrupting folate-dependent metabolic processes essential for cell replication.  Pemetrexed is not metabolized to an appreciable extent and is primarily eliminated in the urine, with 70% to 90% of the dose recovered unchanged within the first 24 hours following administration.  The elimination half-life is 3.5 hours in patients with normal renal function.  The clearance decreases, and exposure (AUC) increases, as renal function decreases.  Pemetrexed is approximately 81% bound to plasma proteins.  A multi-enter, randomized, single-blind study in 448 chemonaive patients with Malignant Pleural Mesothelioma (MPM) compared survival in patients treated with Alimta in combination with cisplatin to survival in patients receiving cisplatin alone. Patients treated with Alimta and cisplatin were shown to survive 3 months longer than patients receiving just cisplatin. 
Contraindications1-3
Alimta is contraindicated patients who have a history of severe hypersensitivity reaction to pemetrexed or to any other ingredient used in the formulation.

Warnings and Precautions1-3
Alimta should not be administered to patients whose creatinine clearance is <45 mL/min.  Alimta can suppress bone marrow fuction, manifested by neutropenia, thrombocytopenia and anemia; myelosuppression is usually the dose-limiting toxicity.  Dose reductions for subsequent cycles are based on nadir ANC, platelet count, and maximum nonhematologic toxicity seen in the previous cycle.  Patients treated with Alimta must be instructed to take folic acid and vitamin B12 as a prophylactic measure to reuce treatment-related hematologic and GI toxicity.  Alimta may cause fetal harm when adminstered to a pregnant woman.  Patients should be advised to avoid becoming pregnant.  Alimta should be administered under the supervision of a qualified physician experienced in the use of antineoplastic agents.  Complete blood cell counts, including platelet counts and periodic chemistry tests, should be performed on all patients receiving Alimta.  Patients should be monitored for nadir and recovery.  Patients should not begin a new cycle of treatment unless the ANC is ≥1500 cells/mm3, the platelet ount is ≥100,000 cells/mm3, and creatinine clearance is ≥45 mL/min.

Adverse Effects1-3
In Table 1 adverse events occurring in at least 5% of patients are shown along with important effects (renal failure, infection) occurring at lower rates. Adverse events equally or more common in the cisplatin group are not included. The adverse effects more common in the Alimta group were primarily hematologic effects, fever and infection, stomatitis/pharyngitis, and rash/desquamation.
Table 1: Adverse Events* in Fully Supplemented Patients Receiving

Alimta plus Cisplatin in MPM

CTC Grades (% incidence)

	
	All Reported Adverse Events Regardless of Causality

	
	Alimta/cis (N=168)
	Cisplatin (N=163

	
	All Grades
	Grade 3
	Grade 4
	All Grades
	Grade 3
	Grade 4

	Neutropenia
	58
	19
	5
	16
	3
	1

	Leukopenia
	55
	14
	2
	20
	1
	0

	Anemia
	33
	5
	1
	14
	0
	0

	Thrombocytopenia
	27
	4
	1
	10
	0
	0

	Creatinine elevation
	16
	1
	0
	12
	1
	0

	Renal Failure
	2
	0
	1
	1
	0
	0

	Fatigue
	80
	1
	0
	74
	12
	1

	Fever
	17
	0
	0
	9
	0
	0

	Other constitutional symptoms
	11
	2
	1
	8
	1
	1

	Thrombosis/embolism
	7
	4
	2
	4
	3
	1

	Nausea
	84
	11
	1
	79
	6
	0

	Vomiting
	58
	10
	1
	52
	4
	1

	Constipation
	44
	2
	1
	39
	1
	0

	Anorexia
	35
	2
	0
	25
	1
	0

	Somatitis/pharyngitis
	28
	2
	1
	9
	0
	0

	Diarrhea without colostomy
	26
	4
	0
	16
	1
	0

	Dehydration
	7
	3
	1
	1
	1
	0

	Dysphagia/esophagitis/odynophagia
	6
	1
	0
	6
	0
	0

	Dyspnea
	66
	10
	1
	62
	5
	2

	Chest Pain
	40
	8
	1
	30
	5
	1

	Neuropathy/sensory
	17
	0
	0
	15
	1
	0

	Mood Alteration/depression
	14
	1
	0
	9
	1
	0

	Infection without neutropenia
	11
	1
	1
	4
	0
	0

	Infection with Grade 3 or Grade 4 neutropenia
	6
	1
	0
	4
	0
	0

	Infection/febrile neutropenia-other
	3
	1
	0
	2
	0
	0

	Febrile neutropenia
	1
	1
	0
	1
	0
	0

	Allergic reaction/hypersensitivity
	2
	0
	0
	1
	0
	0

	Rash/desquamation
	22
	1
	0
	0
	0
	0


* Refer to NCI CTC Version 2.0.

Table 2 compares the incidence (percentage of patients) of CTC Grade 3/4 toxicities in patients who received vitamin supplementation with daily folic acid and vitamin B12 from the time of enrollment in the study (fully supplemented) with the incidence in patients who never received vitamin supplementation (never supplemented) during the study in the Alimta plus cisplatin arm.

Table 2: Selected Grade 3/4 Adverse Events Comparing Fully Supplemented versus Never Supplemented Patients in the ALIMTA plus Cisplatin arm (% incidence)
	Adverse Event Regardless of Causalitya (%)
	Fully Supplemented Patients (N=168)
	Never Supplemented Patients (N=32)

	Neutropenia
	24
	38

	Thrombocytopenia
	5
	9

	Nausea
	12
	31

	Vomiting
	11
	34

	Anorexia
	2
	9

	Diarrhea without colostomy
	4
	9

	Dehydration
	4
	9

	Fever
	0
	6

	Febrile neutropenia
	1
	9

	Infection with Grade ¾ neutropenia
	1
	6

	Fatigue
	17
	25


a Refer to NCI CTC criteria for lab and non-laboratory values for each grade of toxicity (Version 2.0).

The following adverse events were greater in the fully supplemented group compared to the

never supplemented group: hypertension (11%, 3%), chest pain (8%, 6%), and

thrombosis/embolism (6%, 3%).
For fully supplemented patients treated with Alimta plus cisplatin, the incidence of CTC

Grade 3/4 fatigue, leukopenia, neutropenia, and thrombocytopenia were greater in patients

65 years or older as compared to patients younger than 65. No relevant effect for Alimta

safety due to gender or race was identified, except an increased incidence of rash in men (24%) compared to women (16%).

Drug Interactions1-3
Chemotherapeutic Agents — Cisplatin does not affect the pharmacokinetics of pemetrexed and the pharmacokinetics of total platinum are unaltered by pemetrexed.

Vitamins — Coadministration of oral folic acid or intramuscular vitamin B12 does not affect the pharmacokinetics of pemetrexed.

Drugs Metabolized by Cytochrome P450 Enzymes — Results from in vitro studies with human liver microsomes predict that pemetrexed would not cause clinically significant inhibition of metabolic clearance of drugs metabolized by CYP3A, CYP2D6, CYP2C9, and CYP1A2. No studies were conducted to determine the cytochrome P450 isozyme induction potential of pemetrexed, because Alimta used as recommended (once every 21 days) would not be expected to cause any significant enzyme induction.

Aspirin — Aspirin, administered in low to moderate doses (325 mg every 6 hours), does not affect the pharmacokinetics of pemetrexed. The effect of greater doses of aspirin on pemetrexed pharmacokinetics is unknown.

Ibuprofen — Daily ibuprofen doses of 400 mg qid reduce pemetrexed’s clearance by about

20% (and increase AUC by 20%) in patients with normal renal function. The effect of greater

doses of ibuprofen on pemetrexed pharmacokinetics is unknown.
Dosage and Administration1-3

Malignant Pleural Mesothelioma — The recommended dose of Alimta is 500 mg/m2

administered as an intravenous infusion over 10 minutes on Day 1 of each 21-day cycle. The recommended dose of cisplatin is 75 mg/m2 infused over 2 hours beginning approximately 30 minutes after the end of Alimta administration. Patients should receive hydration consistent with local practice prior to and/or after receiving cisplatin. See cisplatin package insert for more information.

Refer to package insert for premedication regimen, laboratory monitoring and dose reduction recommendations, preparation and administration precautions.

Cost Comparison4 (at commonly used dosages)

Alimta is $2437.50 per vial.  (AWP according to First Data Bank) 

Conclusion

Alimta, when given with cisplatin, is the first and only chemotherapy drug to be approved by the Food and Drug Administration (FDA) for the treatment of patients with malignant pleural mesothelioma (MPM) when surgery is not an option. 
Recommendation

The Division recommends that Alimta be given open access status. 
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