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Drug Monograph

	Drug/Drug Class:
	Kepivance (Palifermin) Injection / recombinant human keratinocyte growth factor (KGF) protein agent

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	ACS - Heritage Information Systems, Inc.


 FORMCHECKBOX 
 New Criteria


 FORMCHECKBOX 
 Revision of Existing Criteria

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 Kepivance contains 6.25 mg Palifermin.
Amgen, Inc., Thousand Oaks, CA 91320

	
	

	Summary of Findings:
	Palifermin is a human keratinocyte growth factor (KGF) produced by recombinant DNA technology that has demonstrated efficacy in reducing the duration and severity of oral mucositis after intensive chemotherapy and radiotherapy followed by stem cell support in patients with hematologic malignancies. Palifermin is the first approved agent for this indication and provides a new biologic treatment option.  Drug usage guidelines should be developed for palifermin to promote its appropriate use and administration. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical 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
Oral mucositis develops and requires treatment in approximately 70 to 80 percent of patients who receive radiation-based conditioning treatment.  It results from injury to epithelial cells that line the oral cavity, with damage ranging from mild atrophy to severe ulceration.  The consequences of oral mucositis can include pain requiring opioid analgesia, potentially life-threatening infections, inadequate nutrition requiring parenteral feeding, and prolonged hospitalization.

Dosage Form(s)1
Each single use vial of Kepivance contains 6.25 mg Palifermin.
Manufacturer
Amgen, Inc., Thousand Oaks, CA 91320
Indication(s)1
Kepivance is indicated to decrease the incidence and duration of severe oral mucositis in patients with hematologic malignancies receiving myelotoxic therapy requiring hematopoietic stem cell support.
Clinical Efficacy1-6 (mechanism of action/pharmacology, comparative efficacy)
Palifermin is a recombinant human keratinocyte growth factor (KGF) protein that binds to the KGF receptor.  This binding results in proliferation, differentiation, and migration of epithelial cells.  The KGF receptor is one of four receptors in the fibroblast growth factor (FGF) family, and is present on the epithelial cells in many tissues including the tongue, buccal mucosa, esophagus, stomach, intestine, salivary gland, lung, liver, pancreas, kidney, bladder, mammary gland, skin, and the lens of the eye.  Endogenous KGF is produced by mesenchymal cells and is up-regulated in response to epithelial tissue injury. Pharmacokinetic data for palifermin are limited.  The average elimination half-life is 4.5 hours.  The priority review and approval of palifermin was based upon the results from two randomized, placebo-controlled, clinical trials involving approximately 400 patients with hematologic malignancies receiving high-dose cytotoxic therapy followed by peripheral blood progenitor cell (PBPC) support.  In these studies, palifermin therapy was shown to significantly reduce the number of days during which patients experienced severe oral mucositis (WHO grade 3/4) when compared to placebo.  In addition, palifermin patients had a reduced incidence, duration, and severity of oral mucositis, along with a reduced requirement for opioid analgesia, compared to placebo.  The efficacy of palifermin in patients with non-hematologic malignancies has not been established.

Clinical Studies

Oral Mucositis Associated With Hematologic Malignancies – Study 11
	STUDY DESIGN
	Randomized, placebo-controlled clinical trial (N=212).

	INCLUSION CRITERIA
	Adult patients with hematologic malignancies (NHL, Hodgkin's disease, AML, ALL, CML, CLL, or multiple myeloma) receiving high-dose cytotoxic therapy consisting of fractionated total-body irradiation (TBI) (1200 cGy total dose), high-dose etoposide (60 mg/kg), and high-dose cyclophosphamide (100 mg/kg) followed by PBPC support.  Patients had a Karnofsky performance-status score of at least 70 and adequate cardiac, pulmonary, renal, and hepatic function.

	EXCLUSION CRITERIA
	Not Specified

	TREATMENT REGIMEN
	Patients were randomized to receive palifermin 60 mcg/kg IV daily or placebo for 3 consecutive days prior to initiation of cytotoxic therapy and for 3 consecutive days following infusion of PBPC.

	RESULTS
	The median days of WHO grade 3/4 oral mucositis was 3 in the palifermin group versus 9 in the placebo group (P < 0.001).  In addition, the incidence of grade 3/4 oral mucositis was 63% and 98%, the incidence of grade 4 oral mucositis was 20% and 62%, the median days of grade 3/4 oral mucositis in affected patients were 6 and 9, and the median days of grade 2/3/4 oral mucositis were 8 and 14, respectively, for these two groups.  The median days of required opioid analgesia were 7 and 11, and the cumulative dose (morphine mg equivalents) was 212 and 535 in the palifermin and placebo groups, respectively.

	SAFETY
	The incidence, frequency, and severity of adverse events were similar in both groups, and most were attributable to the underlying cancer, cytotoxic chemotherapy, or total-body irradiation.


Oral Mucositis Associated With Hematologic Malignancies – Study 21
	STUDY DESIGN
	Randomized, multicenter, schedule-ranging, placebo-controlled clinical trial (N=169).

	INCLUSION CRITERIA
	Adult patients with hematologic malignancies (NHL, Hodgkin's disease, AML, ALL, CML, CLL, or multiple myeloma) receiving high-dose cytotoxic therapy consisting of fractionated TBI (1200 cGy total dose), high-dose etoposide (60 mg/kg), and high-dose cyclophosphamide (75-100 mg/kg) followed by PBPC support.

	EXCLUSION CRITERIA
	Not Specified

	TREATMENT REGIMEN
	Patients were randomized to receive varying dosage schedules of palifermin IV or placebo.

	RESULTS
	The results of Study 1 (above) were supported by results observed in Study 2 patients who received the same dose (60 mcg/kg) and schedule of palifermin given in Study 1.  There was a reduction in the median days of WHO grade 3/4 oral mucositis (4 versus 6), a lower incidence of grade 3/4 oral mucositis (67% versus 80%), and a lower incidence of grade 4 oral mucositis (26% versus 50%) for patients receiving palifermin compared to placebo. 

	SAFETY
	Not specified.


Contraindications1
· Hypersensitivity to E. coli-derived proteins, palifermin, or any other product components.

Warnings and Precautions1
· None listed.

Adverse Effects1
	MOST COMMON EFFECTS (>5%)
	KEPIVANCE
	PLACEBO

	Rash
	62%
	50%

	Elevated serum amylase
	62%
	54%

	Fever
	39%
	34%

	Pruritus
	35%
	24%

	Erythema
	32%
	22%

	Edema
	28%
	21%

	Elevated serum lipase
	28%
	23%

	Mouth/tongue thickness or discoloration
	17%
	8%

	Taste altered
	16%
	8%

	Pain
	16%
	11%

	Dysesthesia
	12%
	7%

	Arthralgia
	10%
	5%


Drug Interactions1
· No formal drug-drug interaction studies have been conducted.

Dosage and Administration1

USUAL DOSE:  60 mcg/kg/day, administered as an IV bolus injection for 3 consecutive days before and 3 consecutive days after myelotoxic therapy for a total of 6 doses.

NOTE:  The first 3 doses should be administered prior to myelotoxic therapy, with the third dose 24 to 48 hours before myelotoxic therapy.  The last 3 doses should be given post-myelotoxic therapy, with the first of these doses administered after, but on the same day of the hematopoietic stem cell infusion, and at least 4 days after the most recent administration of palifermin.

Costs (at commonly used dosages)

COST (AWP) *
	DRUG
	STRENGTH/DOSE
	COST

	Kepivance
	6.25 mg/vial; 1 vial/day for 6 doses
	$1718.75/vial


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Palifermin is a human keratinocyte growth factor (KGF) produced by recombinant DNA technology that has demonstrated efficacy in reducing the duration and severity of oral mucositis after intensive chemotherapy and radiotherapy followed by stem cell support in patients with hematologic malignancies.  Oral mucositis develops and requires treatment in approximately 70 to 80 percent of patients who receive radiation-based conditioning treatment.  It results from injury to epithelial cells that line the oral cavity, with damage ranging from mild atrophy to severe ulceration.  The consequences of oral mucositis can include pain requiring opioid analgesia, potentially life-threatening infections, inadequate nutrition requiring parenteral feeding, and prolonged hospitalization.  Palifermin is the first approved agent for this indication and provides a new biologic treatment option.  Drug usage guidelines should be developed for palifermin to promote its appropriate use and administration. 

Recommendation

The Division recommends that Kepivance be given open access status. 
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