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   Drug Coverage Policy 
 

Effective Date .................... 7/15/2025 
Coverage Policy Number. ........ IP0201 
Policy Title……………………..Actimmune 

 

Interferon – Actimmune 
• Actimmune® (interferon gamma-1b subcutaneous injection – Horizon)  

 
 
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. Each coverage request 
should be reviewed on its own merits. Medical directors are expected to exercise clinical judgment 
where appropriate and have discretion in making individual coverage determinations. Where 
coverage for care or services does not depend on specific circumstances, reimbursement will only 
be provided if a requested service(s) is submitted in accordance with the relevant criteria outlined 
in the applicable Coverage Policy, including covered diagnosis and/or procedure code(s). 
Reimbursement is not allowed for services when billed for conditions or diagnoses that are not 
covered under this Coverage Policy (see “Coding Information” below). When billing, providers 
must use the most appropriate codes as of the effective date of the submission. Claims submitted 
for services that are not accompanied by covered code(s) under the applicable Coverage Policy 
will be denied as not covered. 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. 
 

 

 
OVERVIEW 
Actimmune, an interferon gamma, is indicated for the following uses:1. 
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• Chronic granulomatous disease (CGD), to reduce the frequency and severity of serious 
infections. 

• Severe, malignant osteopetrosis (SMO), to delay time to disease progression. 
 
In both disorders, the exact mechanism(s) by which Actimmune has a treatment effect has not been 
established. Changes in superoxide levels during Actimmune therapy do not predict efficacy and 
should not be used to assess patient response to therapy. 
 
Disease Overview 
Chronic Granulomatous Disease (CGD) 
CGD, a primary immune deficiency disease, is caused by defects in the nicotinamide adenine 
dinucleotide phosphate (NAPDH) oxidase (NOX) enzyme.2,3  This enzyme is needed by phagocytes 
(a type of white blood cell) to kill certain types of bacteria and fungi. Patients with CGD are at risk 
of contracting recurrent and sometimes severe bacterial or fungal infections. Patients may need 
lifelong regimens of antibiotics and antifungals to prevent infections and use of Actimmune may also 
help reduce the number of severe infections. Mutations in one of five different genes that encode 
components of the NADPH (CYBA, CYBB, NCF1, NCF2, or NCF4) cause CGD. Some patients with 
CGD do not have an identified mutation in any of these genes and the cause of the condition in 
these individuals is unknown. 
 
The American Academy of Allergy, Asthma and Immunology and the American College of Allergy, 
Asthma and Immunology have jointly accepted responsibility for establishing the practice parameter 
for the diagnosis and management of primary immunodeficiency.4  The practice parameter (2015) 
recommends patients with CGD be given antibacterial and antifungal prophylaxis and Actimmune. 
 
Severe, Malignant Osteopetrosis (SMO) 
SMO is an inherited disorder characterized by osteoclast defect and deficient phagocyte oxidative 
metabolism.1  There is a reduction in osteoclastic bone reabsorption, which results in bone density 
overgrowth and poor structural integrity (i.e., bones are more brittle and susceptible to fracture).5,6  
In some cases, this is also accompanied by skeletal abnormalities.5  The cause of SMO is unknown 
in some patients, however, variants in one of the following genes have been found to be associated 
with osteopetrosis:  CA2, CLCN7, IKBLG, ITGB3, LRP5, OSTM1, PLEKHM1, SNX10, TCIRG1, 
TNFRSF11A, TNFSF11.  The Osteopetrosis Working Group developed expert consensus guidelines 
for the diagnosis and management of osteopetrosis (2017).7  The guidelines recommend 
determination of diagnosis by classic radiographic (X-ray) features of osteopetrosis followed by 
genetic testing to differentiate between the different forms of osteopetrosis with unique 
complications. The guidelines suggest the use of Actimmune to be considered experimental in non-
infantile osteopetrosis with limited clinical experience. Furthermore, the guidelines acknowledge the 
FDA indication for SMO and advise that the indication pertains only to severe infantile osteopetrosis. 
 
 
Coverage Policy 
 
POLICY STATEMENT 
Prior Authorization is required for benefit coverage of Actimmune. Because of the specialized skills 
required for evaluation and diagnosis of patients treated with Actimmune as well as the monitoring 
required for adverse events and long-term efficacy, approval requires Actimmune to be prescribed 
by or in consultation with a physician who specializes in the condition being treated. All approvals 
are provided for the duration noted below. 
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Actimmune is considered medically necessary when the following criteria are met: 
 
FDA-Approved Indications 
 
1. Chronic Granulomatous Disease. Approve for 1 year if the patient meets BOTH of the 

following (A and B): 
A) Diagnosis has been established by a molecular genetic test identifying a gene-related 

pathogenic variant linked to chronic granulomatous disease; AND 
Note:  Examples of gene-related pathogenic variants linked to chronic granulomatous disease 
include biallelic pathogenic variants in CYBA, CYBB, NCF1, NCF2, and NCF4. 

B) The medication is prescribed by or in consultation with an immunologist, a hematologist, or 
an infectious disease specialist. 

 
2. Malignant Osteopetrosis, Severe Infantile. Approve for 1 year if the patient meets BOTH of 

the following (A and B): 
A) Diagnosis has been established by ONE of the following (i or ii): 

i. Patient has had radiographic (X-ray) imaging demonstrating skeletal features related to 
osteopetrosis; OR 

ii. Patient has had a molecular genetic test identifying a gene-related pathogenic variant 
linked to severe, infantile malignant osteopetrosis; AND 
Note:  Examples of gene-related pathogenic variants linked to osteopetrosis include CA2, 
CLCN7, IKBLG, ITGB3, LRP5, OSTM1, PLEKHM1, SNX10, TCIRG1, TNFRSF11A, and 
TNFSF11. 

B) The medication is prescribed by or in consultation with an endocrinologist. 
 
Conditions Not Covered 
 
Actimmune for any other use is considered not medically necessary. Criteria will be updated as 
new published data are available. 
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Type of Revision Summary of Changes Date 

Annual Revision Updated coverage policy title from Interferon 
Gamma-1b for Non-Oncology Uses to Interferon – 
Actimmune. 
 
Removed Reauthorization Criteria section. 
 

10/1/2024 
 
 
 
 

Selected Revision Chronic Granulomatous Disease:  Regarding the 
specialist requirement, a hematologist or an 
infectious disease specialist were added; previously 
only an immunologist was listed. 

11/15/2024 

Annual Revision No criteria changes. 7/15/2025 
 
The policy effective date is in force until updated or retired. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 
 
“Cigna Companies” refers to operating subsidiaries of The Cigna Group. 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 The Cigna Group. © 2025 The Cigna Group. 
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