[image: image1.jpg]


[image: image1.jpg]
2

Drug Monograph

	Drug/Drug Class:
	Eraxis (Anidulafungin) Injection / Antifungal Agent

	
	

	Prepared for:
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	Prepared by:
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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 Eraxis 50 mg contains 50 mg of Anidulafungin.
Each single-use vial of Eraxis 100 mg contains 100 mg of Anidulafungin.
Roerig, New York City, NY 10017

	
	

	Summary of Findings:
	Anidulafungin injection is an echinocandin antifungal agent that has demonstrated efficacy in the treatment of candidemia and other forms of Candida infections including intra-abdominal abscess and peritonitis, as well as esophageal candidiasis.  Anidulafungin injection appears to be superior in efficacy compared to IV fluconazole for the treatment of candidemia and/or other forms of invasive candidiasis and similar in efficacy to oral fluconazole in the treatment of esophageal candidiasis, but with a significantly greater relapse rate.  Clinical comparisons between anidulafungin injection and other antifungal agents are not available and will be needed to determine its place in therapy.

	
	

	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.

Introduction
Candidemia affects approximately one in 5,000 people in the U.S., resulting in an estimated 60,000 cases each year.  It's mortality rate is about 40%.  Patients at high risk for candidemia and systemic candidiasis include those with compromised immune systems, stem-cell and organ-transplant recipients, patients on chemotherapy, patients with catheters, critically ill patients in ICU, surgical patients, and patients on prolonged antibiotic therapy.  Esophageal candidiasis is a fungal infection of the esophagus that is also most common among people with compromised immune systems such as people with HIV infection. 

Dosage Form(s) 1
Each single-use vial of Eraxis 50 mg contains 50 mg of Anidulafungin and each single-use vial of Eraxis 100 mg contains 100 mg of Aidulafungin.
Manufacturer
Roerig, New York City, NY 10017
Indication(s) 1
Eraxis is indicated for treatment of candidemia and other forms of Candida infections (intra-abdominal abscess and peritonitis), as well as esophageal candidiasis. 
Clinical Efficacy1-7 (mechanism of action/pharmacology, comparative efficacy)
Anidulafungin is an antifungal agent derived from echinocandin B.  It is a cyclic lipopeptide that interferes with the formation of essential cell-wall glucan polymers via noncompetitive inhibition of (1,3)-beta-D-glucan synthase, an enzyme present in fungal, but not mammalian cells.
	
	ERAXIS

	Protein binding
	84%

	Volume of distribution
	30-50 L

	Metabolism
	Slow chemical degradation at physiologic pH to a ring-opened peptide (inactive) with subsequent peptidic degradants and elimination.  Hepatic metabolism has not been observed.

	Excretion
	Feces (30%)
Urine (61%)

	Half-life (IM)
	40-50 hours


The efficacy of anidulafungin injection was evaluated in a randomized, double-blind comparison with fluconazole injection that involved 256 patients with candidemia and/or other forms of invasive candidiasis.  Results from this study showed that Global Success rates at the end of IV therapy were 75.6% for anidulafungin-treated patients compared to 60.2% for fluconazole-treated patients (95% CI:  3.9, 27.0).  In this study, a successful global response required clinical cure or improvement (significant, but incomplete resolution of signs and symptoms of the Candida infection and no additional antifungal treatment), and documented or presumed microbiological eradication.  The effectiveness of anidulafungin injection for the treatment of esophageal candidiasis was also evaluated in a randomized double-blind comparison with oral fluconazole in 601 patients.  The primary endpoint in this study was endoscopic outcome at the end of therapy.  Endoscopic success rates at the end of therapy were 97.4% in the anidulafungin treatment group compared to 98.7% in the fluconazole treatment group (95% CI:  -3.8; 1.2).  However, two weeks after completing therapy, the anidulafungin group had significantly more endoscopically-documented relapses than the fluconazole group (53.3% versus 19.3%, respectively).  Clinical comparisons between anidulafungin and other antifungal agents are not available.
Clinical Studies

CANDIDEMIA AND/OR INVASIVE CANDIDIASIS
	Design
	Randomized, double-blind clinical trial (N=256)

	Inclusion Criteria
	Patients with candidemia and/or other forms of invasive candidiasis.

	Exclusion Criteria
	Patients with Candida endocarditis, osteomyelitis or meningitis, or those with infection due to C. krusei.

	Treatment Regimen
	Patients were randomized to receive once daily IV anidulafungin (200 mg loading dose followed by 100 mg maintenance dose) or IV fluconazole (800 mg loading dose followed by 400 mg maintenance dose) for at least 14 and not more than 42 days.  Patients in both study arms were permitted to switch to oral fluconazole after at least 10 days of IV therapy.  Patients who received at least one dose of study medication and who had a positive culture for Candida species from a normally sterile site before entry into the study (modified intent-to-treat, or MITT population) were included in the primary analysis of the global response at the end of IV therapy.  The median duration of IV therapy was 14 and 11 days in the anidulafungin and fluconazole arms, respectively.

	Results
	Global success rates at the end of IV therapy were 75.6% and 60.2% in the anidulafungin and fluconazole groups, respectively (95% CI:  3.9, 27.0) and 74% versus 56.8%, respectively, at the end of all therapy (95% CI:  2.9, 31.6).  At 2 and 6 week follow-ups, these rates were 64.6% versus 49.2% (95% CI:  0.4, 30.4) and 55.9% versus 44.1% (95% CI:       -3.4, 27.0), respectively, in the treatment groups.

	Safety
	Not specified.


ESOPHAGEAL CANDIDIASIS
	Design
	Randomized, double-blind, double-dummy clinical trial (N=601).

	Inclusion Criteria
	Patients with esophageal candidiasis.

	Exclusion Criteria
	Not specified.

	Treatment Regimen
	Patients were randomized to receive anidulafungin IV (100 mg loading dose on Day 1 followed by 50 mg/day) or oral fluconazole (200 mg loading dose on Day 1 followed by 100 mg/day) for 7 days beyond resolution of symptoms for a minimum of 14 and a maximum of 21 days.

	Results
	An endoscopic success, defined as cure (endoscopic grade of 0 on a 4 point severity scale) or improvement (decrease of one or more grades from baseline), was seen in 97.4% of anidulafungin-treated patients and 98.7% of fluconazole-treated patients (95% CI: -3.8, 1.2).  Two weeks after completing therapy, the anidulafungin group had significantly more endoscopically-documented relapses than the fluconazole group (53.3% versus 19.3%, respectively) (95% CI:  25.8, 42.3).

	Safety
	Not specified.


Contraindications1
· Hypersensitivity to any product components or echinocandins.

Warnings and Precautions1
· Laboratory abnormalities in liver function tests have been seen in healthy volunteers and patients treated with anidulafungin.

· Long-term animal carcinogenicity studies with anidulafungin have not been conducted.

· Pregnancy category C.  Should be used during pregnancy only if the potential benefit justifies the risks to the fetus.

· Should only be administered to nursing mothers if the potential benefit justifies the risk.  Anidulafungin was found in the milk of lactating rats.  It is not known whether anidulafungin is excreted in human milk.

· Safety and effectiveness in pediatric patients has not been established.

Adverse Effects1
	
	ERAXIS
	FLUCONAZOLE

	CANDIDEMIA/OTHER CANDIDA INFECTIONS (>=2.0%)
	
	

	Diarrhea
	3.1%
	1.6%

	Hypokalemia
	3.1%
	2.4%

	ALT increase
	2.3%
	3.2%

	Alkaline phosphatase increase
	1.5%
	4.0%

	Hepatic enzyme increase
	1.5%
	7.2%

	Deep vein thrombosis
	0.8%
	2.4%

	AST increase
	0.8%
	2.4%

	
	
	

	ESOPHAGEAL CANDIDIASIS (>=1%)
	
	

	Gamma-Glutamyl transferase increase
	1.3%
	1.3%

	Headache
	1.3%
	1.0%

	Neutropenia
	1.0%
	---

	Rash
	1.0%
	0.7%

	Leukopenia
	0.7%
	1.3%

	Vomiting
	0.7%
	1.0%

	Pyrexia
	0.7%
	1.0%

	Phlebitis
	0.7%
	1.3%

	AST increased
	0.3%
	2.3%

	Dyspepsia aggravated
	0.3%
	1.0%

	ALT increased
	---
	1.0%


Drug Interactions1
None noted.  Eraxis is not a clinically relevant substrate, inducer, or inhibitor of CYP450 isoenzymes.
Dosage and Administration1

USUAL DOSE 
	Candidemia and other Candida infections (intra-abdominal abscess and peritonitis)
	200 mg loading dose via IV infusion on Day 1, followed by 100 mg daily dose thereafter. Duration of treatment should be based on the patient's clinical response.  In general, antifungal therapy should continue for at least 14 days after the last positive culture.

	Esophageal candidiasis
	100 mg loading dose via IV infusion on Day 1, followed by 50 mg daily dose thereafter.  Patients should be treated for a minimum of 14 days and for at least 7 days following resolution of symptoms.  Duration of treatment should be based on the patient's clinical response.  Because of the risk of relapse of esophageal candidiasis in patients with HIV infections, suppressive antifungal therapy may be considered after a course of treatment.


Costs (at commonly used dosages)

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

	Anidulafungin Injection
	Eraxis
	200mg Day 1, 100 mg QD x 13 days
	$ 2648.70

	Caspofungin Injection
	Cancidas
	70 mg Day 1, 50 mg QD x 13 days
	$ 4638.20

	Micafungin
	Mycamin
	50 mg QD x 14 days
	$ 1284.22

	Fluconazole Injection
	Generic
	800 mg Day 1, 400 mg QD x 13 days
	$   425.00

	Fluconazole Oral
	Generic
	800 mg Day 1, 400 mg QD x 13 days
	$        7.20

	Amphotericin B Injection
	Generic
	70 mg QD x 13 days
	$   592.90

	Voriconazole Oral
	Vfend
	200 mg q 12h x 14 days
	$ 1002.84

	Voriconazole Injection
	Vfend
	840 mg Day 1, 560 mg QD x 13 days
	$ 4142.22


*Wholesale Acquisition Cost
Conclusion

Anidulafungin injection is an echinocandin antifungal agent that has demonstrated efficacy in the treatment of candidemia and other forms of Candida infections including intra-abdominal abscess and peritonitis, as well as esophageal candidiasis.  Anidulafungin injection appears to be superior in efficacy compared to IV fluconazole for the treatment of candidemia and/or other forms of invasive candidiasis and similar in efficacy to oral fluconazole in the treatment of esophageal candidiasis, but with a significantly greater relapse rate.  Clinical comparisons between anidulafungin injection and other antifungal agents are not available and will be needed to determine its place in therapy.

Recommendation

The Division recommends Open Access Status for Eraxis.
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