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PREFERRED STEP THERAPY POLICY 
 

POLICY: Topical Medications for Actinic Keratosis Preferred Step Therapy Policy 

 Aldara® (imiquimod 5% cream – Valeant, generics) 

 Carac® (fluorouracil 0.5% cream – Valeant) 

 Efudex® (fluorouracil 5% cream – Valeant, generics) 

 Fluorouracil 0.5% cream (considered a brand – Spear Dermatology Products) 

 Fluorouracil 2% solution (generics only) 

 Fluorouracil 5% solution (generics only) 

 Imiquimod 3.75% cream pump – Oceanside Pharmaceuticals) [authorized generic] 

 Klisyri® (tirbanibulin 1% ointment – Almirall) 

 Picato® (ingenol mebutate 0.015% gel,  0.05% gel – LEO Pharma) [no longer 

manufactured as of October 2020] 

 Zyclara® (imiquimod 2.5% cream; imiquimod 3.75% cream – Valeant) 
 

REVIEW DATE: 10/07/2020; selected revision 03/10/2021 

 

 

OVERVIEW 
The various topical fluorouracil and imiquimod products, diclofenac, Klisyri, and Picato are indicated for 

the treatment of actinic keratosis.1-9  Imiquimod 5% cream (Aldara, generics), Zyclara 3.75% cream, and 

imiquimod 3.75% cream are also indicated for the treatment of external genital and perianal 

warts/condyloma cuminata in patients ≥ 12 years of age.1,8  Imiquimod 5% cream, fluorouracil 5% cream 

(Efudex, generics), and fluorouracil 5% solution are also indicated for the treatment of superficial basal cell 

carcinoma in certain patients.1,3 

 

The imiquimod products are available in three strengths:  2.5% (Zyclara), 3.75% (Zyclara, imiquimod), and 

5% (Aldara, generics).  It has been reported that although Zyclara (2.5% and 3.75%) may not be as effective 

as the 5% imiquimod product, the lower strength creams cause less irritation and thus, promote better 

compliance.10  In addition, fewer patients receiving the lower strengths required rest periods or drug 

holidays due to local adverse skin reactions compared with those receiving the higher strengths (7% of 

patients who received Zyclara 2.5% cream vs. 11% of patients who received Zyclara 3.75% cream vs. 16% 

of patients who received imiquimod 5% cream).1,8  The fluorouracil products are also available in different 

strengths; the 0.5% strength was developed to improve tolerability because inflammation and discomfort 

can be limiting factors in the use of fluorouracil products.11  Picato is also available in different strengths, 

but it is difficult to compare the tolerability of Picato since the different strengths are used for different 

durations (3 days for the 0.015% gel and 2 days for the 0.05% gel).6  Note that as of October 2020, Picato 

is no longer being marketed or manufactured, but there may be existing stock in the pharmacies. 

 

Due to the inconsistencies among the clinical studies (e.g., differences in study designs, endpoints, study 

size), it is not appropriate to compare efficacy between the various therapies.12 

 

Disease Overview 
Actinic keratosis is a common dermatologic skin condition that affects an estimated 58 million people in 

the US.13  An actinic keratosis lesion may spontaneously resolve, remain unchanged, or it may progress to 

invasive squamous cell carcinoma.10,12,14  Several factors need to be considered when deciding on the 

preferred method of treatment for actinic keratosis, such as the number, duration, and clinical course of 

lesions; localization and the extent of disease; and the patient’s age, co-morbidities, and other risk 
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factors.15,16  Additionally, choice of therapy should be based on factors such as desired outcome, tolerability, 

cost, and cosmetic results.17 

 

Guidelines 
The National Comprehensive Cancer Network (NCCN) Guidelines for Squamous Cell Skin Cancer 

(Version 1.2021 – February 5, 2021) note that accepted treatment modalities for actinic keratoses include 

cryotherapy, topical 5-fluorouracil with or without calcipotriol (calcipotriene), topical imiquimod, topical 

ingenol mebutate, photodynamic therapy, and curettage and electrodesiccation.18  Other modalities that may 

be considered include topical diclofenac (category 2B), chemical peel, and ablative skin resurfacing (e.g., 

laser, dermabrasion).  Klisyri is not yet addressed in the NCCN guidelines. 

 

 

POLICY STATEMENT 
This program has been developed to encourage the use of a Step 1 Product prior to the use of a Step 2 

Product.  If the Preferred Step Therapy rule is not met for a Step 2 Product at the point of service, coverage 

will be determined by the Preferred Step Therapy criteria below.  All approvals are provided for 1 year in 

duration. 

 

Automation:  A patient with a history of one Step 1 Product within the 130-day look-back period is 

excluded from Step Therapy. 

 

Step 1: fluorouracil 2% solution, fluorouracil 5% cream, fluorouracil 5% solution, imiquimod 5% 

cream, Picato 0.015% gel, Picato 0.05% gel 

 

Step 2:   Aldara 5% cream, Carac 0.5% cream, Efudex 5% cream, fluorouracil 0.5% cream, imiquimod 

3.75% cream pump, Klisyri ointment, Zyclara 2.5% cream, Zyclara 3.75% cream 

 

 

CRITERIA 
 

1. If the patient has tried one Step 1 Product, approve a Step 2 Product. 

 

2. No other exceptions are recommended. 
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