Pharmacy Policy Bulletin: J-0212 Zyclara (imiquimod) — Commercial and

Healthcare Reform

Number: J-0212 Category: Prior Authorization

Line(s) of Business: Benefit(s):

Commercial Commercial:

Healthcare Reform Prior Authorization (1.):

] Medicare 1. Other Managed Prior Authorization =

Yes w/ Prior Authorization

Healthcare Reform: Not Applicable

Region(s): Additional Restriction(s):

All None

L1 Delaware

L] New York

[ Pennsylvania

L1 West Virginia

Version: J-0212-011 Original Date: 05/01/2019

Effective Date: 10/08/2025 Review Date: 09/17/2025

Drugs e Zyclara (imiquimod) cream 2.5%, 3.75%

Product(s):

FDA- e 2.5% and 3.75% cream: Topical treatment of clinically typical, visible or palpable

Approved actinic keratoses (AK) of the face or balding scalp in immunocompetent adults.

Indication(s): | ¢

3.75% cream only: Topical treatment of external genital and perianal warts
(EGW) also known as condyloma acuminata in patients 12 years or older.

Background: | e

Imiquimod is a topical agent for the treatment of AK and external genital and
perianal warts. Despite destruction of human papillomavirus (HPV) warts,
imiquimod does not completely eliminate HPV. Imiquimod, an immune response
modifier, is a Toll-like receptor 7 agonist that activates immune cells. Topical
application to the skin is associated with increases in markers for cytokines and
immune cells.
The 2021 American Academy of Dermatology (AAD) guidelines strongly
recommend topical fluorouracil or topical imiquimod for the treatment of AK.
Conditional recommendations were made for the use of photodynamic therapy
(PDT) or topical diclofenac 3% for the treatment of AK, both individually and as
part of combination therapy regimens. Field-directed therapies, such as topical
fluorouracil, topical imiquimod, and PDT, are particularly useful for treating areas
with multiple AK lesions.
The 2021 Centers for Disease Control and Prevention (CDC) Guidelines for
Sexually Transmitted Infections recommend imiquimod 3.75% or 5%; podofilox
0.5% solution; or sinecatechins 15% ointment for the treatment of external
anogenital warts.
Prior authorization is utilized to ensure appropriate diagnosis. Step therapy
contains criteria for prior utilization of products that are cost-effective and
guideline recommended.
Prescribing Considerations:

o Zyclara (imiquimod) 2.5% or 3.75% cream for AK is used for two 2-week

treatment cycles separated by a 2-week no-treatment period.




o Zyclara (imiquimod) 3.75% cream is used for external genital/perianal
warts until total clearance or for up to 8 weeks.

o Zyclara (imiquimod) are for topical use only; not for oral, ophthalmic,
intra-anal, or intravaginal use.

Approval Criteria

I. Initial Authorization
A. Actinic Keratosis

When a benefit, coverage of Zyclara (imiquimod) cream 2.5% or 3.75% may be covered when all

of the following criteria are met (1. through 4.):

1. The member is 18 years of age or older.

2. The member has a diagnosis of actinic keratosis (ICD-10: L57.0).

3. The member has experienced therapeutic failure or intolerance to plan-preferred generic
imiquimod 5% cream.

4. The member has experienced therapeutic failure or intolerance to one (1) of the following
plan-preferred agents (a. or b.):
a. fluorouracil 5% topical cream
b. fluorouracil topical solution

B. External Genital Warts

When a benefit, coverage of Zyclara (imiquimod) cream 3.75% may be covered when all of the

following criteria are met (1., 2., and 3.):

1. The member is 12 years of age or older.

2. The member has a diagnosis of condyloma acuminata (external genital warts and perianal
warts) (ICD-10: A63.0; BO7; B07.8).

3. The member has experienced therapeutic failure or intolerance to plan-preferred generic
imiquimod 5% cream.

ll. Reauthorization
When a benefit, reauthorization of a non-preferred imiquimod product may be approved when all of
the following criteria are met (A. and B.):
A. The prescriber attests that the member has experienced positive clinical response to therapy.
B. The prescriber attests that the member requires additional courses of treatment.

lll. An exception to some or all of the criteria above may be granted for select members and/or
circumstances based on state and/or federal regulations.

Limitations of Coverage

I. Coverage of drug(s) addressed in this policy for disease states outside of the FDA-approved
indications should be denied based on the lack of clinical data to support effectiveness and safety in
other conditions unless otherwise noted in the approval criteria.

ll. For Commercial or HCR members with a closed formulary, a non-formulary product will only be
approved if the member meets the criteria for a formulary exception in addition to the criteria
outlined within this policy.

Authorization Duration

e Commercial and HCR Plans: If approved, up to a 16 week authorization may be granted.



Automatic Approval Criteria

None.
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Pharmacy policies do not constitute medical advice, nor are they intended to govern physicians' prescribing or the practice of medicine. They
are intended to reflect the plan's coverage and reimbursement guidelines. Coverage may vary for individual members, based on the terms of
the benefit contract.

The plan retains the right to review and update its pharmacy policy at its sole discretion. These guidelines are the proprietary information of
the plan. Any sale, copying or dissemination of the pharmacy policies is prohibited; however, limited copying of pharmacy policies is
permitted for individual use.



