
BRIEF SUMMARY OF PRESCRIBING INFORMATION
Please consult full prescribing information.

INDICATIONS AND USAGE
Makena is a progestin indicated to reduce the risk of preterm birth in women with a 
singleton pregnancy who have a history of singleton spontaneous preterm birth. The 
effectiveness of Makena is based on improvement in the proportion of women who delivered 
<37 weeks of gestation. There are no controlled trials demonstrating a direct clinical benefit, 
such as improvement in neonatal mortality and morbidity.

Limitation of use: 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.

CONTRAINDICATIONS
Do not use Makena in women with any of the following conditions:

t�$VSSFOU�PS�IJTUPSZ�PG�UISPNCPTJT�PS�UISPNCPFNCPMJD�EJTPSEFST

t��,OPXO�PS�TVTQFDUFE�CSFBTU�DBODFS
�PUIFS�IPSNPOF�TFOTJUJWF�DBODFS
� 
or history of these conditions

t�6OEJBHOPTFE�BCOPSNBM�WBHJOBM�CMFFEJOH�VOSFMBUFE�UP�QSFHOBODZ

t�$IPMFTUBUJD�KBVOEJDF�PG�QSFHOBODZ�

t�-JWFS�UVNPST
�CFOJHO�PS�NBMJHOBOU
�PS�BDUJWF�MJWFS�EJTFBTF�

t�6ODPOUSPMMFE�IZQFSUFOTJPO

WARNINGS AND PRECAUTIONS

Thromboembolic Disorders
Discontinue Makena if an arterial or deep venous thrombotic or thromboembolic event occurs.

Allergic Reactions
Allergic reactions, including urticaria, pruritus and angioedema, have been reported with use 
PG�.BLFOB�PS�XJUI�PUIFS�QSPEVDUT�DPOUBJOJOH�DBTUPS�PJM��$POTJEFS�EJTDPOUJOVJOH�UIF�ESVH�JG�
such reactions occur.

Decrease in Glucose Tolerance
A decrease in glucose tolerance has been observed in some patients on progestin treatment. 
5IF�NFDIBOJTN�PG�UIJT�EFDSFBTF�JT�OPU�LOPXO��$BSFGVMMZ�NPOJUPS�QSFEJBCFUJD�BOE�EJBCFUJD�
women while they are receiving Makena.

Fluid Retention
Because progestational drugs may cause some degree of fluid retention, carefully monitor 
women with conditions that might be influenced by this effect (e.g., preeclampsia, epilepsy, 
migraine, asthma, cardiac or renal dysfunction).

Depression
Monitor women who have a history of clinical depression and discontinue Makena if clinical 
depression recurs.

Jaundice
$BSFGVMMZ�NPOJUPS�XPNFO�XIP�EFWFMPQ�KBVOEJDF�XIJMF�SFDFJWJOH�.BLFOB�BOE�DPOTJEFS�XIFUIFS�
the benefit of use warrants continuation. 

Hypertension
$BSFGVMMZ�NPOJUPS�XPNFO�XIP�EFWFMPQ�IZQFSUFOTJPO�XIJMF�SFDFJWJOH�.BLFOB�BOE�DPOTJEFS�
whether the benefit of use warrants continuation. 

ADVERSE REACTIONS
For the most serious adverse reactions to the use of progestins, see Warnings and Precautions.

Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to the rates in the clinical 
trials of another drug and may not reflect the rates observed in practice.

*O�B�WFIJDMF�	QMBDFCP
�DPOUSPMMFE�DMJOJDBM�USJBM�PG�����QSFHOBOU�XPNFO�BU�SJTL�GPS�TQPOUBOFPVT�
preterm delivery based on obstetrical history, 310 received 250 mg of Makena and 153 received 
B�WFIJDMF�GPSNVMBUJPO�DPOUBJOJOH�OP�ESVH�CZ�B�XFFLMZ�JOUSBNVTDVMBS�JOKFDUJPO�CFHJOOJOH�BU� 
���UP����XFFLT�PG�HFTUBUJPO�BOE�DPOUJOVJOH�VOUJM����XFFLT�PG�HFTUBUJPO�PS�EFMJWFSZ
�XIJDIFWFS�
occurred first. [See Clinical Studies.]

$FSUBJO�QSFHOBODZ�SFMBUFE�GFUBM�BOE�NBUFSOBM�DPNQMJDBUJPOT�PS�FWFOUT�XFSF�OVNFSJDBMMZ�
JODSFBTFE�JO�UIF�.BLFOB�USFBUFE�TVCKFDUT�BT�DPNQBSFE�UP�DPOUSPM�TVCKFDUT
�JODMVEJOH�
miscarriage and stillbirth, admission for preterm labor, preeclampsia or gestational 
hypertension, gestational diabetes, and oligohydramnios (Tables 1 and 2).

Table 1 Selected Fetal Complications

Pregnancy Complication
Makena

n/N
Control

n/N

Miscarriage (<20 weeks)1 5/209 0/107

Stillbirth (≥20 weeks)2 ����� 2/153

1/���5PUBM�OVNCFS�PG�TVCKFDUT�FOSPMMFE�QSJPS�UP����XFFLT���EBZT� 
2/���5PUBM�OVNCFS�PG�TVCKFDUT�BU�SJTL�ö���XFFLT

Table 2 Selected Maternal Complications

Pregnancy Complication
Makena
N=310

%

Control
N=153

%

Admission for preterm labor1 � ����  13.8

Preeclampsia or gestational hypertension  8.8 � ���

Gestational diabetes � ��� � ���

Oligohydramnios � ���  1.3

1Other than delivery admission.

$PNNPO�"EWFSTF�3FBDUJPOT�
5IF�NPTU�DPNNPO�BEWFSTF�SFBDUJPO�XBT�JOKFDUJPO�TJUF�QBJO
�XIJDI�XBT�SFQPSUFE�BGUFS�BU�MFBTU�
POF�JOKFDUJPO�CZ�������PG�UIF�.BLFOB�HSPVQ�BOE�������PG�UIF�DPOUSPM�HSPVQ��5BCMF���MJTUT�
BEWFSTF�SFBDUJPOT�UIBU�PDDVSSFE�JO�ö���PG�TVCKFDUT�BOE�BU�B�IJHIFS�SBUF�JO�UIF�.BLFOB�HSPVQ�
than in the control group.

Table 3 Adverse Reactions Occurring in ≥2% of Makena-Treated Subjects and at a Higher 
Rate than Control Subjects

Preferred Term
Makena
N=310

%

Control
N=153

%

*OKFDUJPO�TJUF�QBJO � ����  32.7

*OKFDUJPO�TJUF�TXFMMJOH  17.1  7.8

6SUJDBSJB  12.3  11.1

Pruritus  7.7  5.9

*OKFDUJPO�TJUF�QSVSJUVT  5.8  3.3

Nausea  5.8 � ���

*OKFDUJPO�TJUF�OPEVMF � ���  2.0

Diarrhea  2.3  0.7

*O�UIF�DMJOJDBM�USJBM
������PG�TVCKFDUT�SFDFJWJOH�.BLFOB�XFSF�SFQPSUFE�BT�EJTDPOUJOVJOH�
UIFSBQZ�EVF�UP�BEWFSTF�SFBDUJPOT�DPNQBSFE�UP������PG�DPOUSPM�TVCKFDUT��5IF�NPTU�DPNNPO�
BEWFSTF�SFBDUJPOT�UIBU�MFE�UP�EJTDPOUJOVBUJPO�JO�CPUI�HSPVQT�XFSF�VSUJDBSJB�BOE�JOKFDUJPO�TJUF�
QBJO�TXFMMJOH�	���FBDI
�

1VMNPOBSZ�FNCPMVT�JO�POF�TVCKFDU�BOE�JOKFDUJPO�TJUF�DFMMVMJUJT�JO�BOPUIFS�TVCKFDU�XFSF�SFQPSUFE�
BT�TFSJPVT�BEWFSTF�SFBDUJPOT�JO�.BLFOB�USFBUFE�TVCKFDUT�

DRUG INTERACTIONS
/P�ESVH�ESVH�JOUFSBDUJPO�TUVEJFT�XFSF�DPOEVDUFE�XJUI�.BLFOB�

Drugs Metabolized by CYP1A2, CYP2A6 and CYP2B6
5IF�NFUBCPMJTN�PG�ESVHT�NFUBCPMJ[FE�CZ�$:1�"��	TVDI�BT�UIFPQIZMMJOF
�UJ[BEJOF
� 
DMP[BQJOF

�$:1�"��	TVDI�BT�BDFUBNJOPQIFO
�IBMPUIBOF
�OJDPUJOF
�BOE�$:1�#��	TVDI�BT�
efavirenz, bupropion, methadone) may be increased during treatment with Makena [see 
Clinical Pharmacology].

USE IN SPECIFIC POPULATIONS

Pregnancy
Pregnancy Category B:�5IFSF�BSF�OP�BEFRVBUF�BOE�XFMM�DPOUSPMMFE�TUVEJFT�PG�.BLFOB�VTF� 
in women during the first trimester�PG�QSFHOBODZ��%BUB�GSPN�B�WFIJDMF�	QMBDFCP
�DPOUSPMMFE�
clinical trial of 310 pregnant women who received Makena at weekly doses of 250 mg by 
JOUSBNVTDVMBS�JOKFDUJPO�JO�UIFJS�TFDPOE�BOE�UIJSE�USJNFTUFST
�BT�XFMM�BT�MPOH�UFSN�	����ZFBST
�
GPMMPX�VQ�TBGFUZ�EBUB�PO�����PG�UIFJS�JOGBOUT
�EJE�OPU�EFNPOTUSBUF�BOZ�UFSBUPHFOJD�SJTLT�UP�
infants from in utero exposure to Makena.

3FQSPEVDUJPO�TUVEJFT�IBWF�CFFO�QFSGPSNFE�JO�NJDF�BOE�SBUT�BU�EPTFT�VQ�UP����BOE��
�
respectively, times the human dose and have revealed no evidence of impaired fertility or 
harm to the fetus due to Makena. 

Makena administration produced embryolethality in rhesus monkeys but not in cynomolgus 
monkeys exposed to 1 and 10 times the human dose equivalent every 7 days between days  
���BOE�����PG�HFTUBUJPO��5IFSF�XFSF�OP�UFSBUPHFOJD�FGGFDUT�JO�FJUIFS�TQFDJFT�

Labor and Delivery 
Makena is not intended for use to stop active preterm labor. The effect of Makena in active 
labor is unknown.

Nursing Mothers
Discontinue Makena at 37 weeks of gestation or upon delivery. Detectable amounts of 
progestins have been identified in the milk of mothers receiving progestin treatment. Many 
studies have found no adverse effects of progestins on breastfeeding performance, or on the 
health, growth, or development of the infant.

Pediatric Use
Makena is not indicated for use in children. Safety and effectiveness in pediatric patients less 
UIBO����ZFBST�PG�BHF�IBWF�OPU�CFFO�FTUBCMJTIFE��"�TNBMM�OVNCFS�PG�XPNFO�VOEFS�BHF����ZFBST�
XFSF�TUVEJFE��TBGFUZ�BOE�FGGJDBDZ�BSF�FYQFDUFE�UP�CF�UIF�TBNF�JO�XPNFO�BHFE����ZFBST�BOE�
above as for users 18 years and older. [See Clinical Studies.]

.BSLFUFE�CZ��5IFS�3Y�$PSQPSBUJPO�4U��-PVJT
�.0������
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VTE Rates With Oral, Transdermal Estrogens
B Y  H E I D I  S P L E T E

FROM THE ANNUAL MEETING 

OF THE NORTH AMERICAN 

MENOPAUSE SOCIETY

NATIONAL HARBOR, MD. –

Women who used transdermal
estrogen had a 30% lower risk of
venous thromboembolism than did
patients who used oral estrogen,
based on data collected from more

than 50,000 women, said Eric Beres-
ford, Pharm.D., of Novartis.

The observation is limited, how-
ever, by the lack of data on specific
estrogen doses in the oral estrogen
users. Further, the data were not ad-
justed for the participants’ weights
or BMIs. 

Transdermal estrogen has the
potential to reduce VTE risk by
delivering unmetabolized estradiol

directly to the bloodstream, he said.
In a retrospective, matched-cohort

study, Dr. Beresford and colleagues
compared VTE incidence for up to 90
days in 27,018 women who began tak-
ing oral estrogen only, and in 27,018
who began using an estradiol transder-
mal system (ETS) between January
2002 and October 2009. The data were
collected from the Thomson Reuters
MarketScan database of health insur-
ance claims.

The mean age of the women was 49
years, and 22% of them had menopausal
or postmenopausal disorders. 

Overall, 115 women (0.40 events per
100 person-years) in the ETS group
developed VTE, compared with 164
women (0.56 events per 100 person-
years) in the oral estrogen group; this
difference was statistically significant (P
= .006). 

The incidence of hospitalization-
related VTE events was significantly
lower in the ETS group, compared with
the oral estrogen group (24 vs. 44,
respectively). The number of events per
100 person-years was 0.08 and 0.15,
respectively.

VTE was defined as at least one diag-
nosis code for deep vein thrombosis or
pulmonary embolism. Women with a
prior VTE diagnosis were excluded from
the study.

When shown on a Kaplan-Meier
curve, the rates of VTE in the ETS group
at 6, 12, and 24 months after the start of
therapy were 0.24%, 0.42%, and 0.68%,
respectively. The rates of VTE in the oral
estrogen group were 0.31%, 0.59%, and
1.13%, respectively. 

The differences between the two
groups were statistically significant (P =
.006). 

The differences in VTE rates between
the two groups were significant with
ETS doses of either 0.075 mg/day or 0.1
mg/day, Dr. Beresford noted. The
women in the oral estrogen hormone
therapy group were taking a variety of
brands of oral estrogen replacements in
various dosages; the study was not
designed to compare ETS with specific
oral estrogen doses, he added.

The most common concomitant
medications were antihypertensives,
which were taken by 11% of the women
in each group. The most common risk
factor for VTE was surgical resection of
abdominal or pelvic cancer (24%) and
other major surgery (17%). 

The findings were limited by the lack
of information about the participants’
weight or body mass index, which can
affect the risk of thrombotic events, and
by the observational nature of the study,
Dr. Beresford said. 

However, the results suggest that
“women receiving ETS have a signifi-
cantly lower incidence of VTE and
hospitalization-related VTE than [do]
women receiving oral estrogen–only
hormone therapy,” he said. 

More research is needed to assess
transdermal estrogen as an option for
women at increased risk for VTE. ■

Major Finding: There were 0.40 events per
100 person-years in transdermal estrogen
users and 0.56 events per 100 person-
years in oral estrogen users (P = .006).

Data Source: Observational data from
50,000 women in the Thomas Reuters
MarketScan database. 

Disclosures: The study was sponsored by
Novartis; several of the coinvestigators are
employed by Novartis. 
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