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Introduction
The purposes of this monograph are to (1) evaluate the available evidence of safety, tolerability, efficacy, cost, and other pharmaceutical issues that would be relevant to evaluating econazole topical foam for possible addition to the VA National Formulary; (2) define its role in therapy; and (3) identify parameters for its rational use in the VA.

Pharmacology1
Econazole is an azole antifungal.
FDA Approved Indication(s)1 

Econazole foam is indicated for the treatment of interdigital tinea pedis caused by Trichophyton rubrum, Trichophyton mentagrophytes, and Epidermophyton floccosum in patients 12 years of age and older.
Potential Off-label Uses1-2
This section is not intended to promote any off-label uses. Off-label use should be evidence-based. See VA PBM-MAP and Center for Medication Safety’s Guidance on “Off-label” Prescribing (available on the VA PBM Intranet site only).
Please note that econazole 1% cream (non-formulary at VA) is indicated for topical application in the treatment of tinea pedis, tinea cruris, and tinea corporis caused by Trichophyton rubrum, Trichophyton mentagrophytes, Trichophyton tonsurans, Microsporum canis, Microsporum audouini, Microsporum gypseum, and Epidermophyton floccosum, in the treatment of cutaneous candidiasis, and in the treatment of tinea versicolor.
In comparison, econazole 1% foam is only indicated for the treatment of interdigital tinea pedis.
Current VA National Formulary Alternatives3-8
	Formulary Alternatives
	Dosing Regimen
	Duration of Treatment

	Clotrimazole 1% cream, lotion, and solution topical
	Apply to affected area twice daily
	4 weeks

	Miconazole nitrate 2% cream and powder, topical
	Apply to affected area twice daily
	4 weeks

	Ketoconazole 2% cream, topical
	Apply to affected area once daily 
	6 weeks

	Terbinafine 1% cream, topical
	Apply to affected area once daily
	Minimum of 1 week,
not to exceed 4 weeks

	Nystatin cream, and ointment, topical
	Apply 2 – 3 times daily to affected area
	Not specified

	Tolnaftate powder, topical
	Apply to affected area two times daily
	Up to 4 weeks


Dosage and Administration1
Econazole foam 1% should be applied to cover affected areas once daily for 4 weeks.
Efficacy1
The efficacy of econazole foam 1% was evaluated in two multi-center, randomized, double-blind, vehicle-controlled trials.  Patients with clinical diagnosis of interdigital tinea pedis and microscopic evidence of fungi (i.e. positive KOH) were randomized to econazole foam or vehicle for topical use once daily for 4 weeks.  Primary efficacy endpoint was “complete cure” (defined as no clinical signs/symptoms, negative KOH, and negative culture) at day 43 (2 weeks post treatment) in the MITT population (defined as all randomized subjects who were dispensed product and had positive baseline KOH and culture).  Secondary endpoints included 1) “effective treatment” defined mycological cure and no or mild erythema and/or scaling with all other signs and symptoms absent; 2) “mycological cure” defined as negative KOH and negative culture at day 43  There were 339 subjects included in the MITT population.  Demographic included age range of 12-71 years old; 71% male and 52% Caucasian.  Econazole topical foam 1% was superior to vehicle foam on the primary and secondary efficacy endpoints in both of the clinical trials (p<0.001) (Refer to Table 1).   
Table 1. Efficacy Endpoints in the two Pivotal Clinical trials 

	
	Trial 1 
	Trial 2

	
	Econazole topical foam 

N = 82 n(%) 
	Foam Vehicle 

N = 83 n(%) 
	Econazole topical foam

N = 91 n(%) 
	Foam Vehicle 

N = 83 n(%) 

	Complete cure
	19 (23.2%) 
	2 (2.4%) 
	23 (25.3%) 
	4 (4.8%) 

	Effective treatment 
	40 (48.8%) 
	9 (10.8%) 
	44 (48.4%) 
	9 (10.8%) 

	Mycological cure
	56 (68.3%) 
	13 (15.7%) 
	61 (67.0%) 
	15 (18.1%) 


Adverse Events (Safety Data)1-2
Application site reactions was the most common adverse reactions in clinical trials and occurred in less than 1% of subjects in both the econazole foam and vehicle arms.
Deaths and Other Serious Adverse Events 

According to FDA review documents, there were no deaths and no serious adverse events related to econazole foam during clinical trials. 
Contraindications
None 
Warnings and Precautions

Contents are flammable.  Instruct patient to avoid fire, flame and smoking during and immediately following application.  Do not puncture and/or incinerate the containers. Do not expose containers to heat and/or store at temperatures above 120°F even when empty. Do not store in direct sunlight.
Special Populations for Adults
Pregnancy:  Pregnancy category C 
Nursing Mothers:  It is not known that amount of drug that is excreted in human milk; caution should be exercised when econazole nitrate is administered to a nursing woman.
Geriatric Use:  In the clinical trials, only 6 subjects were 65 years or older. No overall differences in safety or effectiveness were observed between geriatrics and younger patients.
Sentinel Events

No data 
Look-alike / Sound-alike (LA / SA) Error Risk Potential
As part of a Joint Commission standard, LASA names are assessed during the formulary selection of drugs.  Based on clinical judgment and an evaluation of LASA information from three data sources (Lexi-Comp, First Databank, and ISMP Confused Drug Name List), the following drug names may cause LASA confusion:
	NME Drug Name
	Lexi-Comp
	First DataBank
	ISMP
	Clinical Judgment

	Econazole Nitrate 1% topical foam
Ecoza
	None
None
	None
None
	None
None
	Efinaconazole, Itraconazole
Ecasa (aspirin), Cozaar, Effexor, Victoza


Drug Interactions1
· No formal drug-drug interaction studies have been done with the foam.

· Based upon cases of interactions (ie enhanced anticoagulant effect) reported with econazole topical cream and warfarin, the prescribing information recommends monitoring of International Normalized Ratio (INR) and/or prothrombin time may be indicated especially for patients who apply econazole to large body surface areas, in the genital area, or under occlusion.
Acquisition Costs
Refer to VA pricing sources for updated information.

Conclusions

Econazole topical foam 1% represents another dosage formulation available for the treatment of interdigital tinea pedis.  The most common adverse events with econazole foam were application site reactions. 
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