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INSTRUCTIONS FOR USE  
The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of 
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan 
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting 
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document 
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may 
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan 
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit 
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage 
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific 
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable 
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular 
situation. Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for 
treatment and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support 
medical necessity and other coverage determinations. 

National Formulary Medical Necessity 
 
Drugs Affected 

• Alrex® (loteprednol etabonate 0.2% ophthalmic suspension) 
• azelastine hydrochloride 0.05% ophthalmic solution (generic only) 
• Bepreve® (bepotastine besilate 1.5% ophthalmic solution – generic) 
• epinastine hydrochloride 0.05% ophthalmic solution (generic only) 
• Lastacaft® (alcaftadine 0.25% ophthalmic solution – Allergan) 
• olopatadine hydrochloride 0.2% ophthalmic solution (generic only) 
• olopatadine hydrochloride 0.1% ophthalmic solution (generic only) 
• Zerviate™ (cetirizine 0.24% ophthalmic solution) 

 
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 Step Therapy rule is not met for a Step 2 Product at the point of service, coverage will be determined by the 
Step Therapy criteria below.  All approvals are provided for 1 year in duration.   
Note:  OTC Pataday and OTC Lastacaft products are not targeted in this policy. 
 
 
Step 1: generic azelastine ophthalmic solution, bepotastine besilate 1.5% ophthalmic solution, generic 

epinastine ophthalmic solution, prescription generic olopatadine 0.1% ophthalmic solution, 
prescription generic 0.2% olopatadine ophthalmic solution 
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Step 2: Alrex, Bepreve, Lastacaft, Zerviate 
 
Cigna covers Step 2 agents as medically necessary when the following criteria are met: 
 
1. If the individual has tried one Step 1 Product, approve a Step 2 Product. 
 
2. If the individual requires the concurrent use of Alrex and an H1 antagonist (e.g., Zerviate) or an H1 

antagonist/mast cell stabilizer (e.g., azelastine ophthalmic solution, epinastine ophthalmic solution, 
bepotastine ophthalmic solution [Bepreve, generic], Lastacaft, olopatadine 0.1% ophthalmic solution, 
olopatadine 0.2% ophthalmic solution), approve Alrex. 

 
3. If the individual has tried a different ophthalmic steroid for the current condition, approve Alrex. 
 
 Conditions Not Covered 
 
Any other exception is considered not medically necessary. 
 
Background 
 
Overview 
All of the ophthalmic anti-allergic agents are generally indicated for the treatment of allergic conjunctivitis.2-9  
Table 1 provides mechanism of action, indication, and dosing information for the ophthalmic anti-allergic 
products.  Of note, in 2020, all of the prescription olopatadine products had their FDA-approval switched from 
prescription to over-the-counter (OTC) status.14  Therefore, prescription brand olopatadine products are no 
longer available, but prescription generic olopatadine products are still currently on the market.  The OTC 
olopatadine products are not targeted in this policy.  In December of 2021, Lastacaft’s FDA-approval was also 
switched from prescription to OTC status.  However, OTC Lastacaft is also not targeted in this policy. 
 
Table 1.  Ophthalmic Anti-Allergics (by Mechanism of Action).2-9 

Brand (generic) FDA-Approved Indications Dosing Indicated Age(s) 
Selective H1-Antagonist 
Zerviate™ 
(cetirizine 0.24%) 

Treatment of ocular itching 
associated with allergic 
conjunctivitis. 

1 drop into each affected 
eye BID. 

Patients ≥ 2 years of 
age. 

Corticosteroid 
Alrex® 
(loteprednol etabonate 
0.2%) 

Temporary relief of the signs and 
symptoms of seasonal allergic 
conjunctivitis. 

1 drop in the affected 
eye(s) QID. 

Patients ≥ 18 years 
of age. 

Selective H1-Antagonist and Mast Cell Stabilizers (Dual Mechanism) 
azelastine HCl 0.05% 
(generic) 

Treatment of itching of the eye 
associated with allergic 
conjunctivitis. 

1 drop BID into each 
affected eye. 

Patients ≥ 3 years of 
age. 

bepotastine besilate 
1.5% 
(Bepreve®, generic) 

Treatment of itching associated 
with allergic conjunctivitis. 

1 drop in the affected 
eye(s) BID. 

Patients ≥ 2 years of 
age. 

epinastine HCl 0.05% 
(generic) 

Prevention of itching associated 
with allergic conjunctivitis. 

1 drop BID into each eye. Patients ≥ 2 years of 
age. 

Lastacaft® 
(alcaftadine 0.25%) 

Prevention of itching associated 
with allergic conjunctivitis. 

1 drop in each eye QD. Patients ≥ 2 years of 
age. 

olopatadine HCl 0.1% 
(generic)† 

Treatment of the signs and 
symptoms of allergic 
conjunctivitis. 

1 drop in each affected 
eye BID (interval of 6 to 8 
hours). 

Patients ≥ 3 years of 
age. 

olopatadine HCl 0.2% 
(generic)† 

Treatment of ocular itching 
associated with allergic 
conjunctivitis. 

1 drop in each affected 
eye QD. 

Patients ≥ 2 years of 
age. 

H1 – Histamine-1; BID – Twice daily; QID – Four times daily; QD – Once daily; † Over-the-counter product available, but not 
targeted in this policy. 
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Guidelines 
The Conjunctivitis Preferred Practice Pattern (2018) and Cornea/External Disease Summary Benchmarks (2022) 
recommend treating mild allergic conjunctivitis with an OTC antihistamine/vasoconstrictor combination product or 
with an ophthalmic H1-receptor antagonist.1,13  In frequently recurrent or persistent cases, mast cell stabilizers 
may be utilized; combination antihistamine/mast cell stabilizers may also be used to treat either acute or chronic 
disease.  A short course of ophthalmic corticosteroids can be added to the regimen if the symptoms are not 
adequately controlled. 
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“Cigna Companies” refers to operating subsidiaries of Cigna Corporation. All products and services are provided exclusively by or through 
such operating subsidiaries, including Cigna Health and Life Insurance Company, Connecticut General Life Insurance Company, Evernorth 
Behavioral Health, Inc., Cigna Health Management, Inc. and HMO or service company subsidiaries of Cigna Health Corporation. The Cigna 
name, logo, and other Cigna marks are owned by Cigna Intellectual Property, Inc. © 2023 Cigna. 
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