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The purpose of VA PBM Services drug monographs is to provide a comprehensive drug review for making formulary decisions. These documents will be updated when new clinical data warrant additional formulary discussion. Documents will be placed in the Archive section when the information is deemed to be no longer current.
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 tazarotene foam for topical use 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.

Pharmacology/Pharmacokinetics1-4
Tazarotene is a retinoid.  The foam vehicle is “emul​sion-based, ethanol-free, and moisturizing.”  In a pharmacokinetic study, tazarotene foam 0.1% had less systemic absorption than the tazarotene gel 0.1% formulation.  Refer to prescribing information for more details.  
FDA Approved Indication(s)1 

Tazarotene is indicated for the topical treatment of acne vulgaris 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 tazarotene is available as gel (0.05%, 0.1%), cream (0.5%, 0.1%) and foam (0.1%) dosage formulations; however, differences exist in FDA labeling for these different formulations.  Tazarotene gel (0.05%, 0.1%) and cream (0.05%, 0.1%) formulations are indicated for the topical treatment of patients with plaque psoriasis.  In addition, tazarotene 0.1% cream formulation is indicated as an adjunctive agent for use in the mitigation of facial fine wrinkling, facial mottled hyper- and hypopigmentation and benign facial lentigines.  However, the tazarotene foam does not have either of these FDA indications.  
Current VA National Formulary Alternatives
Topical acne medications on VANF include benzoyl peroxide (gel, lotion), benzoyl peroxide 5%/erythromycin 3%, clindamycin (lotion, solution), erythromycin 2% (gel, swabs/solution), and tretinoin (cream, gel).  Tretinoin is restricted to CFU (i.e., Retinoids and High-dose Vitamin A CFU). 
Tazarotene cream and gel are both currently non-formulary restricted to CFU (i.e., Retinoids and High-dose Vitamin A CFU).  Of note, only the 0.1% formulations of tazarotene are FDA approved for treatment of acne vulgaris.  

Dosage and Administration1
Apply thin layer to the entire affected areas of the face and/or upper trunk once daily in the evenings.  Avoid the eyes, lips and mucous membranes.  Wash hands after application. 
If excessive irritation (e.g., redness, peeling, or discomfort) occurs, patient should reduce frequency of application or temporarily interrupt treatment.  Patient can resume therapy if irritation subsides.     

Efficacy1
The efficacy of tazarotene foam was evaluated in two identical multi-center, randomized, double-blind, vehicle-controlled trials.  Patients with moderate to severe acne were randomized to tazarotene foam or vehicle for topical use once daily for 12 weeks.  Inclusion criteria included age range of 12-45 years old, moderate to severe acne disease according to investigator’s static global assessment (ISGA), and negative pregnancy test for females, and medically acceptable contraception for sexually active females.  Refer to Table 1 for definition of ISGA.  Exclusion criteria included female that are pregnant or trying to become pregnant or breast feeding, history of skin disorders (i.e. lupus, dermatomyositis, rosacea, seborrheic dermatitis, beard folliculitis, perioral dermatitis) and use of other certain topical or systemic medications for certain time period.  There were 1485 subjects included in the intent to treat analysis.  Over half of the subjects enrolled were between the ages of 12 to 17 years old. Fifty-one percent of the subjects were female and 80% had moderate severity of acne.  The primary endpoints in these trials met statistical significance (p<0.001) (Refer to Table 2).   Please refer to FDA review for secondary efficacy endpoints. 
Table 1.  Definition of Investigator’s Static Global Assessment (ISGA)
	Grade 
	Description 
	Amount of inflammatory or non-inflammatory lesions
	Amount of Nodular Lesions

	0
	Clear
	None
	None

	1
	Almost Clear
	Rare
	None

	2
	Mild 
	Some non-inflammatory lesions and few inflammatory lesions
	None

	3
	Moderate
	Up to many non-inflammatory lesions and some inflammatory lesions
	≤1

	4
	Severe
	Many 
	Few

	5
	Very Severe 
	Many 
	More than a few; may have cystic lesions


Table 2.  Primary Co-Efficacy Endpointsa at Week 12
	
	Study 1

Foam

(n=371)
	Study 1
Vehicle

(n=372)
	Study 2
Foam

(n=373)
	Study 2
Vehicle

(n=369)

	Absolute reduction in lesion counts and percent reduction (timeline from baseline to Week 12)

	Inflammatory Lesions
	18 (58%)
	14 (45%)
	18 (55%)
	15 (45%)

	Non-inflammatory Lesions
	28 (55%)
	17 (33%)
	26 (57%)
	18 (41%)

	Total Lesions
	46 (56%)
	31 (39%)
	43 (56%)
	33 (43%)

	Investigator’s Global Assessment (IGA), n (%)

Minimum 2-grade improvement and IGA of 0 or 1
	107 (29%)
	60 (16%)
	103 (28%)
	49 (13%)


aAll endpoints met statistical significance (p<0.001).
Adverse Events (Safety Data)1-2
Safety was evaluated in 744 patients with acne vulgaris.  Overall, 22% (163/744) of patients receiving tazarotene foam and 3% (19/741) of patients receiving vehicle experienced any adverse reaction.  Of patients receiving tazarotene foam, severe adverse reactions occurred in 3% and 2.6% of patients discontinued foam due to local skin reactions. 

Deaths and Other Serious Adverse Events 

According to FDA review documents, there were no deaths and no serious adverse events related to tazarotene foam during clinical trials. 
Common Adverse Events
Table 2. Adverse reactions reported in ≥ 1% of patients 
	
	Tazarotene

 (n=744)

%
	Vehicle Foam

 (n=741)
%

	Application site

	     Irritation 
	107 (14)
	9 (1)

	     Dryness
	50 (7)
	8 (1)

	     Erythema
	48 (6)
	3 (<1)

	     Exfoliation
	44 (6)
	3 (<1)

	     Pain
	9 (1)
	0

	     Photosensitivity
	8 (1) 
	3 (<1)

	     Pruritus
	7 (1)
	3 (<1)

	     Dermatitis
	6 (1)
	1 (<1)


Contraindications
· Pregnancy 
Warnings and Precautions

· Tararotene is teratogenic; thus, prescribing information states that females of childbearing potential should have a negative pregnancy test within 2 weeks of prior to initiating treatment and use an effective method of contraception during treatment.  

· Local irritation:  Use with caution in patients with a history of local tolerability reactions or local hypersensitivity.

· Potential irritant effect with concomitant topical medications.  Use with caution (i.e., cumulative irritant effect may occur).

· Photosensitivity and risk for sunburn.  Avoid exposure to sunlight, sunlamps, and weather extremes.  Wear sunscreen daily.

· Contents are flammable.  Instruct patient to avoid fire, flame and smoking during and immediately following application.  
Refer to prescribing information for more information on these warning and precautions. 

Special Populations for Adult Population
Pregnancy:  Pregnancy category X 
Nursing Mothers:  It is not known that amount of drug that is excreted in human milk; the safe use of the foam during lactation has not been established.  The benefit of breast-feeding for the child and the benefit of therapy for the woman will need to be evaluated. 

Geriatric Use:  The foam has not been clinically evaluated in persons over the age of 65. 
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

	Tazarotene Foam 0.1%
Fabior
	None
None
	None
None
	None
None
	Tazarotene 0.1% gel or cream
Tretinoin

Terazosin

Tizanidine

Famvir




Drug Interactions1
· No formal drug-drug interaction studies have been done with the foam.
· Avoid using concomitant dermatologic medications and cosmetics that have strong drying effect.

· Concomitant oxidizing agents (e.g., benzoyl peroxide) may reduce effectiveness of tazarotene.  If used in combination, apply at different times of day (e.g., morning and evening).
Acquisition Costs
Refer to VA pricing sources for updated information.

Conclusions

Tazarotene foam 0.1% for topical use represents another dosage formulation available for the treatment of acne vulgaris.  Of note, treatment of acne is the only FDA indication for the foam formulation.  Common adverse events with tazarotene foam include irritation, dryness, erythema, and exfoliation. All dosage formulations (i.e., gel, cream, foam) of topical tazarotene are pregnancy category X; the prescribing information states that females of childbearing potential should have a negative pregnancy test within 2 weeks of prior to initiating treatment and use an effective method of contraception during treatment.  
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