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Drug Monograph
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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:
	Each single-use vial of Eloxatin 50 mg contains 50 mg of Oxaliplatin.
Each single-use vial of Eloxatin 100 mg contains 100 mg of Oxaliplatin.

Each single-use vial of Eloxatin 200 mg contains 200 mg of Oxaliplatin.
Sanofi-Synthelabo, New York, NY 10016

	
	

	Summary of Findings:
	Eloxatin offers an additional treatment option for patients with advanced colorectal cancer who are resistant to 5-FU/LV therapy.  Potential benefits must be weighted with the potential for toxicity and cost of the drug.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Appropriate Indications & Criteria
	 FORMCHECKBOX 
 Preferred Agent

 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.

Introduction1
Colorectal cancer is the fourth most common cancer in the world.  Surgery is the treatment of choice often combined with adjuvant therapies such as chemotherapy, radiotherapy, and immunotherapy. 5-Fluorouracil (5-FU) has been the mainstay of chemotherapeutic treatment of colorectal cancer, but additional treatment options are needed for those who are resistant to 5-FU therapy.  Oxaliplatin is a third generation platinum derivative that has shown improved response rates and time to disease progression when added to 5-FU/leucovorin chemotherapeutic regimens. 

Dosage Form(s) 2
Each single-use vial of Eloxatin 50 mg contains 50 mg of Oxaliplatin, each single-use vial of Eloxatin 100 mg contains 100 mg of Oxaliplatin and each single-use vial of Eloxatin 200 mg contains 200 mg of Oxaliplatin.
Manufacturer
Sanofi-Synthelabo, New York, NY 10016
Indication(s) 2
Eloxatin is a platinum-based drug used in combination with infusional 5-FY/LV which is indicated for adjuvant treatment of stage III colon cancer in patients who have undergone complete resection of the primary tumor and for treatment of advanced colorectal cancer.
Clinical Efficacy2-9 (mechanism of action/pharmacology, comparative efficacy)
Eloxatin is an antineoplastic drug, which inhibits DNA replication and transcription (cell-cycle nonspecific cytotoxicity).  Nonenzymatic conversion of Eloxatin forms several transient reactive species, including monoaqua and diaquo DACH platinum.  These derivatives covalently bind with macromolecules, leading to crosslinks, which inhibit DNA replication and transcription.  Oxaliplatin demonstrates greater antiproliferative activity when used in combination with 5-FU as compared to either compound used alone.  A multicenter, randomized, three-arm study compared the efficacy and toxicity of the following three regimens in patients with advanced colorectal cancer who had relapsed or progressed on a regimen of 5-FU/LV and irinotecan: Oxaliplatin alone (N=156), 5-FU/LV alone (N=151), or Oxaliplatin plus 5-FU/LV (N=152).  The regimens were administered every two weeks.  In the treatment arms including Oxaliplatin, it was administered as a 2-hour infusion at a dose of 85 mg/m2, followed by LV and then 5-FU.  LV was also administered as a 2-hour infusion at a dose of 200 mg/m2 in those study arms containing this drug.  In the treatment arms containing 5-FU, it was administered after LV as follows: 400 mg/m2 bolus, 600 mg/m2 22-hour infusion.  No patients demonstrated complete response, but 9% of patients in the oxaliplatin/5-FU/LV group showed partial response compared to 0 5-FU/LV-only patients and 1% of the Oxaliplatin-only patients. (p=0.0002 for 5-FU/LV vs. oxaliplatin/5-FU/LV groups).  Median time to progression was 1.6 months for Oxaliplatin-only group, 2.7 months for 5-FU/LV group and 4.6 months for the oxaliplatin/5-FU/LV group.  No results are currently available regarding improvement in disease-related symptoms or increased survival.

An analysis of 370 patients with advanced/metastatic colorectal cancer who were resistant to 5-FU+folinic acid was performed to determine factors influencing efficacy of Oxaliplatin added to 5-FU+folinic acid.  The following factors were found to be significantly correlated with higher overall response rate: <2 prior chemotherapy regimens, bi-weekly drug administration schedule (instead of tri-weekly) and continuous chronomodualted delivery (p<0.05).

Oxaliplatin is currently being studied as first-line therapy for colorectal cancer, in the treatment of various other cancers, and in combination with different chemotherapy regimens.

Contraindications2
· Hypersensitivity to any product components or platinum compounds.

Warnings and Precautions2
· Should only be administered under the supervision of a physician experience in the use of cancer chemotherapy agents.
· Anaphylactic-like reactions may occur within minutes of administration of Eloxatin; epinephrine, corticosteroids and antihistamines may be used to alleviate symptoms.
Adverse Effects2
Neuropathy occurs in the majority of patients receiving combination therapy with Oxaliplatin and 5-FU/LV.  Two main presentations occur: an acute, reversible peripheral sensory neuropathy that generally occurs within hours or several days of dosing and resolves within 14 days, and a persistent neuropathy that persists >14 days.  Persistent neuropathy is generally characterized by paresthesias, dysesthesias, hypoesthesias and may also include deficits in proprioception that can interfere with activities of daily living.

The following adverse reactions were most commonly reported in clinical studies: peripheral sensory neuropathies, neutropenia, nausea, emesis and diarrhea.  The incidence of all hemorrhagic events was higher in the combination oxaliplatin/5-FU/LV group as compared to the 5-FU/LV group.  Additionally the incidence of gastrointestinal side effects (grade 3 and 4 nausea, vomiting, diarrhea, and mucositis/stomatitis) was increased in the oxaliplatin/5-FU/LV combination group as compared to the 5-FU/LV group.
Drug Interactions
Due to renal elimination of platinum compounds, clearance of Oxaliplatin could theoretically be decreased if co-administered with other potentially nephrotoxic compounds.  Oxaliplatin is not metabolized by CYP450 enzymes, therefore CYP450 enzyme-mediated drug interactions are not anticipated.
Increased in 5-FU plasma concentrations by approximately 20% have been observed in patients receiving 130 mg/m2 of Eloxatin every three weeks, but not with Eloxatin doses of 85 mg/m2 given every two weeks.

Dosage and Administration2
The following dosing regimen should be administered every 2 weeks:

Day 1: Eloxatin 85 mg/m2 IV infusion administered simultaneously with leucovorin 200 mg/m2 IV infusion (the two drugs should be administered in separate IV bags over 2 hours).  Next, 5-FU should be administered in two phases: a 400 mg/m2 IV bolus over 2-4 minutes, followed by a 600 mg/m2 IV infusion as a 22-hour continuous infusion.

Day 2:  The same sequence as Day 1, excluding Eloxatin (only administered on Day 1): Leucovorin 200 mg/m2 IV infusion over 2 hours followed by 5-FU 400 mg/m2 IV bolus over 2-4 minutes, followed by 5-FU 600 mg/m2 22-hour infusion.
Reduce the dose of Eloxatin to 75 mg/m2 (adjuvant setting) or 65 mg/m2 (advanced colorectal cancer):

· if there are persistent grade 2 neurosensory events that do not resolve.

· After recovery from grade 3/4 gastrointestinal toxicities (despite prophylactic treatment) or grade 4 neutropenia or grade 3/4 thrombocytopenia.  Delay next dose until neutrophils ≥1.5 x 109/L and platelets ≥75 x 109
Patients should be pre-treated with antiemetics. 
Costs (at commonly used dosages)

COST (WAC)*
	GENERIC NAME
	BRAND NAME
	DOSE
	COST/14 DAYS

	Oxaliplatin
	Eloxatin
	50 mg
	$  918.06

	Oxaliplatin
	Eloxatin
	100 mg
	$1836.11

	Oxaliplatin
	Eloxatin
	200 mg
	$3672.22


*Wholesale Acquisition Cost
Conclusion

Eloxatin offers an additional treatment option for patients with advanced colorectal cancer who are resistant to 5-FU/LV therapy.  Potential benefits must be weighed with the potential for toxicity and cost of the drug. 
Recommendation

The Division recommends Open Access Status for Eloxatin.
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