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PRIOR AUTHORIZATION POLICY 
 

POLICY: Makena (hydroxyprogesterone caproate) Prior Authorization Policy 

 Makena® (hydroxyprogesterone caproate injection [subcutaneous and intramuscular] 

– AMAG Pharmaceuticals, generics [intramuscular only]) 

 

REVIEW DATE: 09/30/2020 
 

 

OVERVIEW 

Makena is an injectable progestin indicated to reduce the risk of preterm birth in women with a singleton 

pregnancy who have a history of singleton spontaneous preterm birth.1  The effectiveness of Makena is 

based on improvement in the proportion of women who delivered < 37 weeks of gestation.  There are no 

clinical trials demonstrating a direct clinical benefit, such as improvement in neonatal mortality and 

morbidity.  While there are many risk factors for preterm birth, safety and efficacy of Makena has been 

demonstrated only in women with a prior spontaneous singleton preterm birth.  It is not intended for use in 

women with multiple gestations or other risk factors for preterm birth.  Makena is administered by the 

intramuscular route at a dose of 250 mg (1 mL) once weekly or by the subcutaneous route using an auto-

injector at a dose of 275 mg (1.1 mL) once weekly; both products require administration by a healthcare 

professional.  Generic Makena, hydroxyprogesterone caproate injection, is available for IM administration 

only.  Makena should be administered beginning between 16 weeks, 0 days and 20 weeks, 6 days gestation 

and continued once weekly until week 37 (through 36 weeks, 6 days) of gestation or delivery, whichever 

occurs first.   

 

GUIDELINES 

As of October 2019, the American College of Obstetricians and Gynecologists continues to recommend 

progesterone supplementation starting at 16 to 24 weeks of gestation to women with a singleton gestation 

and a prior spontaneous preterm birth.2,3  The Society for Maternal-Fetal Medicine statement on the use of 

17-alpha hydroxyprogesterone caproate for prevention of recurrent preterm birth (2019) states it is 

reasonable to use 17-alpha hydroxyprogesterone caproate in women with a very-high-risk profile.4  For 

women at risk of recurrent spontaneous preterm birth, the risk-benefit discussion should incorporate a 

shared decision-making approach. 

 
 

POLICY STATEMENT 
Prior authorization is recommended for prescription benefit coverage of Makena (hydroxyprogesterone 

caproate).  All approvals are provided for the duration noted below.  In cases where the approval is 

authorized in months, 1 month is equal to 30 days. 
 

Automation:  None. 
 

 

RECOMMENDED AUTHORIZATION CRITERIA 
Coverage of Makena (hydroxyprogesterone caproate) and generics are recommended in those who meet 

the following criteria: 

 

FDA-Approved Indications 

 

1. Reduce Risk of Preterm Birth.  Approve for up to 5 months of therapy (21 injections) in patients who 

meet the following criteria (A, B, and C): 
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A) Patient is pregnant with a singleton pregnancy; AND 

B) Patient has a history of singleton spontaneous preterm birth prior to 37 weeks gestation; AND 

C) Treatment will begin in patients who are at least 16 weeks, 0 days of gestation, according to the 

prescribing physician or other prescriber. 

Note:  In cases where there was an inaccuracy in dating the pregnancy, a one-month authorization may 

be granted to patients who have already received 21 injections and are < 37 weeks pregnant. 

 

 

CONDITIONS NOT RECOMMENDED FOR APPROVAL 

Makena (hydroxyprogesterone caproate) is not recommended in the following situations: 

 

1. History of a Threatened Preterm Birth.  Makena is not indicated in pregnant women who 

experienced a past threatened preterm birth but delivered a full-term infant after 36 completed weeks 

gestation.1 

 

2. Infertility.  Some studies have evaluated hydroxyprogesterone caproate as the progesterone used for 

in vitro fertilization.5,6  However, progesterone in oil or vaginally administered progesterone are 

mentioned for use during the luteal phase and in early pregnancy in the treatment of infertility by an 

educational bulletin by the Practice Committee of the American Society of Reproductive Medicine.7 

 

3. Patients Pregnant with Multiple Gestations.  Makena is not indicated in patients pregnant with 

multiple gestations (e.g., twins, triplets, or other multiples).1  Hydroxyprogesterone caproate has failed 

to decrease preterm birth in women pregnant with twins and triplets.8-10  In a randomized, double-blind, 

placebo-controlled study in 661 women, delivery or fetal death prior to Week 35 occurred in 41.5% of 

women pregnant with twins in the hydroxyprogesterone caproate group compared to 37.3% of those 

pregnant with twins in the placebo group (relative risk [RR]:  1.1; 95% confidence interval [CI]:  0.9, 

1.5).8  In a randomized, double-blind, placebo-controlled study in women pregnant with triplets (n = 

134), treatment with hydroxyprogesterone caproate did not affect the rate of delivery or fetal loss prior 

to Week 35 (RR:  1.0; 95% CI:  0.9, 1.1).9  In an another randomized, double-blind, placebo-controlled 

study, 56 women pregnant with triplets were assigned to treatment with hydroxyprogesterone caproate 

and 25 women were assigned to placebo.10  There was not a significant difference in delivery prior to 

Week 28, 32, or 35 in either treatment group; however, significantly more stillbirths/miscarriages 

occurred in the hydroxyprogesterone group (8%) compared to no stillbirths/miscarriages in the placebo 

group (P = 0.01).  In one randomized, double-blind, controlled trial in unselected women with twin 

pregnancies, intramuscular 17P (not Makena; another marketed product in Europe) did not reduce 

preterm birth before 37 weeks of gestation; however, it did reduce neonatal morbidity parameters and 

also increased birthweight.11  Other studies in women with multiple gestations (primarily twin 

gestations) have not shown a prolonged gestation or a reduction in neonatal morbidity with 17P 

compared with placebo.12-14 

 

4. Pregnant Patient with Short Cervix Without a History of a Prior Singleton Spontaneous Preterm 

Birth.  Makena is not indicated for use in pregnant women with short cervix and no history of singleton 

SPTB prior to 37 weeks gestation.1   

 

5. Coverage is not recommended for circumstances not listed in the Recommended Authorization Criteria.  

Criteria will be updated as new published data are available.   
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