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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. 

 

Overview 
 
This policy addresses the usage of hydroxyprogesterone caproate (Makena®).  
 
Effective April 6, 2023, FDA withdrew approval for Makena and its generics.  As a result of this 
withdrawal of approval, Makena and its generics are now unapproved products and cannot lawfully be 
distributed in interstate commerce. 

Conditions Not Covered  
 
The use of hydroxyprogesterone caproate (Makena) is considered to be experimental, investigational, or 
unproven due to insufficient data establishing safety, efficacy, and improved health outcomes for any 
condition. 
 
Coding Information 
 
1)   This list of codes may not be all-inclusive.  
2) Deleted codes and codes which are not effective at the time the service is rendered may not be eligible for 

reimbursement. 
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Considered Medically Necessary when criteria in the applicable policy statements listed above are met: 
 
HCPCS 
Codes 

Description 

J1726 Injection, hydroxyprogesterone caproate, (Makena), 10 mg 
 
Background 
 
OVERVIEW  
Makena was originally approved in 2011 via an accelerated approval (based on a study funded by the National 
Institute of Health that was published in 2003 [the Meis trial]1).2  After examination of the Meis trial, the FDA 
concluded there was substantial evidence of effectiveness that Makena reduced preterm birth prior to 37 weeks 
and that this surrogate endpoint was reasonably likely to predict clinical benefit (clinical benefit being a 
confirmation of reduced fetal or neonatal deaths).  As part of the accelerated approval, a confirmatory trial was 
required to verify Makena’s clinical benefit (the Prevent Recurrent Preterm Birth in Singleton Gestations 
[PROLONG3] trial).  In March 2019 the manufacture (AMAG) announced that the PROLONG trial did not 
demonstrate a statistically significant difference between the treatment and placebo arms for the coprimary 
endpoints (which involved preterm birth prior to 35 weeks and a neonatal morbidity composite index)4.  On 
October 29, 2019, the FDA held an Advisory Committee Meeting to discuss the results of PROLONG.  On 
October 17, 2022 through October 19, 2022, a second hearing, requested by Covis (and granted by the FDA), 
took place.  At this meeting, the Advisory Committee recommended to withdrawal Makena and its generic from 
the market.  On March 8, 2023, Covis Pharma announced it was seeking to voluntarily withdraw Makena from 
the market.5 On April 6, 2023, FDA withdrew approval for Makena and its generics.  As a result of this withdrawal 
of approval, Makena and its generics are now unapproved and cannot lawfully be distributed in interstate 
commerc.7  Makena and its generics (i.e., generic versions of Makena) are not shown to be effective for reducing 
the risk of preterm birth in women with a singleton pregnancy who have a history of singleton spontaneous 
preterm birth. Nor have Makena and its generics been shown to be effective for any subgroup of this population, 
including in women at high risk of preterm birth. In addition, there are known risks associated with Makena. FDA 
determined that given effectiveness has not been shown, no level of risk is justified.7 
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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. © 2023 
Cigna. 
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