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 Comparable Products   Preferred Drug List Status 
 Oral Contraceptives   Varies 
      

Pharmacology/Usage:   Oriahnn® is a combination of elagolix (a gonadotropin-releasing hormone [GnRH] receptor 
antagonist), estradiol (an estrogen), and norethindrone acetate (a progestin). 

Elagolix is a GnRH receptor antagonist that inhibits endogenous GnRH signaling by binding competitively to GnRH 
receptors in the pituitary gland. Administration of elagolix results in dose-dependent suppression of luteinizing 
hormone (LH) and follicle-stimulating hormone (FSH), leading to decreased blood concentrations of the ovarian sex 
hormones estradiol and progesterone and reduces bleeding associated with uterine fibroids. 

Estradiol (E2) acts by binding to nuclear receptors that are expressed in estrogen-responsive tissues. The addition of 
exogenous estradiol may reduce the increase in bone resorption and resultant bone loss that can occur due to a 
decrease in circulating estrogen from elagolix alone. 

Norethindrone acetate (NETA) acts by binding to nuclear receptors that are expressed in progesterone-responsive 
tissues. As a component of Oriahnn®, NETA may protect the uterus from the potential adverse endometrial effects 
of unopposed estrogen.  

Indication:  For the management of heavy menstrual bleeding associated with uterine leiomyomas (fibroids) in 
premenopausal women. Use of Oriahnn® should be limited to 24 months due to the risk of continued bone loss, 
which may not be reversible. 

There is no pregnancy category for this medication; however, the risk summary indicates that the use of Oriahnn® 
is contraindicated in pregnant women. Exposure to elagolix early in pregnancy may increase the risk of early 
pregnancy loss. Discontinue Oriahnn® if pregnancy occurs during treatment. The limited human data with the use 
of elagolix in pregnant women are not sufficient to determine whether there is a risk for major birth defects or 
miscarriage.  There is a pregnancy registry that monitors outcomes in women who become pregnant while treated 
with Oriahnn®. Pregnant patients should be encouraged to enroll by calling 1-833-782-7241. Exclude pregnancy 
before starting treatment. Advise women to use non-hormonal contraception during treatment with Oriahnn® and 
for one week after discontinuing Oriahnn®. The safety and efficacy of use in the pediatric population have not been 
established.   

Dosage Form:    Consists of two capsules: 
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• The AM capsule contains 300mg elagolix, 1mg estradiol, and 0.5mg norethindrone (white & yellow) 

• The PM capsule contains 300mg elagolix (white & blue) 

Oriahnn® contains FD&C Yellow No. 5 (tartrazine), which may cause allergic-type reactions (including bronchial 
asthma) in certain susceptible persons. Although the overall incidence of FD&C Yellow No. 5 (tartrazine) sensitivity 
in the general population is low, it is frequently seen in patients who also have aspirin sensitivity. 

Recommended Dosage:   Exclude pregnancy before starting Oriahnn® or start Oriahnn® within 7 days from the onset 
of menses. 

Take one yellow combination capsule in the AM and one blue elagolix capsule in the PM, with or without food. The 
recommended duration of treatment is 24 months. 

Dose adjustments are not required with renal impairment or end-stage renal disease. Oriahnn® is contraindicated 
in women with any hepatic impairment or disease. 

Drug Interactions:   Elagolix is a weak to moderate inducer of CYP3A, a weak inhibitor of CYP2C19, and an inhibitor 
of efflux transporter P-gp. 

Increase the monitoring of digoxin levels and potential signs and symptoms of clinical toxicity when starting 
Oriahnn® in patients who are taking digoxin. 

Consider increasing the dose of midazolam by no more than 2-fold and individualize midazolam therapy based on 
the patient’s response if taking concurrently with Oriahnn®.  

Rosuvastatin levels may decrease if taken concomitantly with Oriahnn®. Thus, monitor lipid levels and adjust the 
rosuvastatin dose if necessary if use concomitantly.  

Omeprazole levels may increase if use concomitantly with Oriahnn®. Dose adjustments are not needed for 
omeprazole 40mg QD when co-administered with Oriahnn®. When Oriahnn® is used concomitantly with higher 
doses of omeprazole, consider dosage reduction of omeprazole. 

Elagolix is a substrate of CYP3A, P-gp, and OATP1B1; estradiol and norethindrone are metabolized partially by CYP3A. 
Concomitant use of Oriahnn® with: 

• Strong CYP3A inducers may decrease levels of all 3 active ingredients and may result in a decrease of the 
therapeutic effects of Oriahnn®. 

• Rifampin is not recommended. 

• Strong CYP3A inhibitors are not recommended. 

• OATP1B1 inhibitors that are known or expected to significantly increase elagolix plasma concentrations is 
contraindicated due to increased risk of elagolix-associated adverse reactions. 

Box Warning:  Oriahnn® has a box warning regarding thromboembolic disorders and vascular events. Estrogen and 
progestin combinations, including Oriahnn®, increase the risk of thrombotic or thromboembolic disorders, including 
pulmonary embolism, deep vein thrombosis, stroke and myocardial infarction, especially in women at increased risk 
for these events. Oriahnn® is contraindicated in women with current or a history of thrombotic or thromboembolic 
disorders and in women at increased risk for these events, including women over 35 years of age who smoke and 
women with uncontrolled hypertension.   

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Oriahnn®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was 
the same as or less than placebo. The most frequently reported adverse event included hot flush (13%), headache 
(2%), fatigue (2%), and metrorrhagia (4%). 
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Oriahnn® is contraindicated in women with known osteoporosis, and it may cause a decrease in bone mineral 
density (BMD) in some patients. In the Phase 3 studies, 1.5% of Oriahnn®-treated women experienced fractures 
(including one with a fragility fracture) compared to 0.5% of placebo-treated women (the one patient had a non-
fragility fracture). The impact of BMD decreases on long-term bone health and future fracture risk in premenopausal 
women is not known. Consider the benefits and risks of Oriahnn® treatment in patients with a history of a low-
trauma fracture or other risk factors for osteoporosis or bone loss, including taking medications that may decrease 
BMD. Assessment of BMD by dual-energy X-ray absorptiometry (DXA) is recommended at baseline and periodically 
thereafter. Consider discontinuing treatment if the risk associated with bone loss exceeds the potential benefit of 
treatment. Furthermore, limit the duration of use to 24 months to reduce the extent of bone loss. While the effect 
of supplementation with calcium and vitamin D was not studied, such supplementation for patients with inadequate 
dietary intake may be beneficial. 

In the phase 3 studies, two cases (0.4%) of breast cancer in 453 Oriahnn®-treated women were observed. No breast 
cancer cases were seen in placebo-treated women. The use of estrogen alone and estrogen plus progestin has been 
reported to result in an increase in abnormal mammograms requiring further evaluation. Discontinue Oriahnn® if a 
hormonally sensitive malignancy is diagnosed. Oriahnn® is contraindicated in women with current or history of 
breast cancer and in women at increased risk for hormonally sensitive malignancies, such as those with mutations 
in BRCA genes. 

In phase 3 studies, Oriahnn®-treated women had a higher incidence of depression, depressed mood, and/or 
tearfulness compared to placebo-treated women (3% vs 1%, respectively). Promptly assess patients with depressive 
symptoms to determine whether the risks of continued therapy outweigh the benefits. 

Oriahnn® is contraindicated in women with uncontrolled hypertension. For women with well-controlled 
hypertension, continue to monitor blood pressure and stop Oriahnn® if blood pressure rises significantly. Monitor 
blood pressure in normotensive women treated with Oriahnn®. 

Studies among estrogen users suggest a small increased relative risk of developing gallbladder disease. For women 
with a history of cholestatic jaundice associated with past estrogen use or with pregnancy, assess the risk-benefit of 
continuing therapy. Discontinue Oriahnn® if jaundice occurs. 

Oriahnn® may delay the ability to recognize the occurrence of a pregnancy because it may reduce the intensity, 
duration, and amount of menstrual bleeding. Discontinue Oriahnn® if pregnancy is confirmed. The effect of 
hormonal contraceptives on the efficacy of Oriahnn® is not known. Advise women to use non-hormonal 
contraception during treatment and for one week after discontinuing Oriahnn®. 

Oriahnn® may decrease glucose tolerance and result in increased glucose levels. More frequent monitoring in 
Oriahnn®-treated women with prediabetes and diabetes may be needed. In women with pre-existing 
hypertriglyceridemia, estrogen therapy may be associated with elevations of plasma triglycerides leading to 
pancreatitis. Use of elagolix is associated with increases in total cholesterol, LDL-C, HDL-C, and serum triglycerides. 
Monitor lipid levels and consider discontinuing Oriahnn® if hypercholesterolemia or hypertriglyceridemia worsens. 

In phase 3 studies, more women experienced alopecia, hair loss, and hair thinning with Oriahnn® (3.5%) compared 
to placebo (1%). In the majority of affected women, hair loss was continuing when Oriahnn® was stopped. Whether 
the hair loss is reversible is unknown. Consider discontinuing Oriahnn® if hair loss becomes a concern. 

Contraindications:   In women: 

• With a high risk of arterial, venous thrombotic, or thromboembolic disorders. Examples include women over 
35 years of age who smoke, and women who are known to have: 

o Current or history of deep vein thrombosis or pulmonary embolism 
o Vascular disease (e.g. cerebrovascular disease, coronary artery disease, peripheral vascular disease) 
o Thrombogenic valvular or thrombogenic rhythm diseases of the heart (for example, subacute 

bacterial endocarditis with valvular disease, or atrial fibrillation) 
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o Inherited or acquired hypercoagulopathies 
o Uncontrolled hypertension 
o Headaches with focal neurological symptoms or have migraine headaches with aura if over age 35 

• Who are pregnant 

• With known osteoporosis because of the risk of further bone loss 

• With current or history of breast cancer or other hormonally sensitive malignancies, and with increased risk 
for hormonally sensitive malignancies 

• With known hepatic impairment or disease 

• With undiagnosed abnormal uterine bleeding 

• With known anaphylactic reaction, angioedema, or hypersensitivity to Oriahnn® or any of its components 

• Taking inhibitors of organic anion transporting polypeptide (OATP) 1B1 (a hepatic uptake transporter) that 
are known or expected to significantly increase elagolix plasma concentrations 

Manufacturer:  AbbVie Inc 

Analysis:   The efficacy of Oriahnn® in the management of heavy menstrual bleeding (HMB) associated with uterine 
fibroids was assessed in two randomized, double-blind, placebo-controlled studies (Study UF-1 and Study UF-2). 
Premenopausal women (N=790) with heavy menstrual bleeding were randomized to Oriahnn® or placebo for 6 
months. In both studies, the median age of enrolled women was 43 years (range 25 to 53 years), while 68% were 
Black or African American and 29% were White. 

HMB at baseline was defined as having at least 2 menstrual cycles with greater than 80ml of menstrual blood loss 
(MBL) as assessed by alkaline hematin method (an objective, validated measure to quantify MBL volume on sanitary 
products). 

The primary endpoint in both studies was the proportion of responders, defined as women who achieved both MBL 
volume less than 80ml at the final month and 50% or greater reduction in MBL volume from baseline to the final 
month. Final month was defined as the last 28 days before and including the last treatment visit date or the last 
dose date. Results suggested a higher proportion of Oriahnn®-treated women were responders compared to 
placebo-treated women. Results can be seen in the table below, which was adapted from the prescribing 
information. 

 Proportion of Responders at  
final month 

Study UF-1 Study UF-2 

Oriahnn® 
(N=206) 

Placebo 
(N=102) 

Oriahnn® 
(N=189)  

Placebo 
(N=94) 

Women with MBL volume ˂80ml & ≥50% reduction 
in MBL volume from baseline to the final month 

68.5% 8.7% 76.5% 10.5% 

Difference from placebo, % 59.8% - 66% - 

p-value & NNT calculated by CHC ˂0.001; NNT 2 ˂0.001; NNT 2 

Treatment with Oriahnn® resulted in a reduction in mean MBL volume from baseline at months 1, 3, and 6 compared 
to placebo.  

In study UF-1, mean baseline MBL was 238ml for the Oriahnn® group and 255ml for the placebo group. In study UF-
2, mean baseline MBL was 228ml for the Oriahnn® group and 254ml for the placebo group. Women taking Oriahnn® 
had a mean reduction of MBL volume from baseline to the final month in both studies compared to women taking 
placebo (Study UF-1: -177ml for Oriahnn® and 1ml for placebo; Study UF-2: -169ml for Oriahnn® and -4ml for 
placebo). 
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In studies UF-1 and UF-2, a greater proportion (57% and 61%, respectively) of women receiving Oriahnn® 
experienced suppression of bleeding, defined as no bleeding (but spotting allowed) at final month compared to 4% 
and 5%, respectively, of women receiving placebo. 

In studies UF-1 and UF-2, a greater proportion of Oriahnn®-treated women who were anemic with baseline 
hemoglobin (Hgb) ≤10.5g/dl achieved an increase >2g/dL in Hgb from baseline to month 6 compared to placebo-
treated women. Over 90% of women with baseline Hgb ≤10.5g/dl took supplemental iron. Results can be seen in 
the table below, which was adapted from the prescribing information. 

Proportion of women with uterine fibroids with 
baseline Hgb ≤10.5g/dL & increase >2g/dL in Hgb  

at month 6 

Study UF-1 Study UF-2 

Oriahnn®  
n=52 

(N=206) 

Placebo 
n=31 

(N=102) 

Oriahnn® 
n=48 

(N=189)  

Placebo 
n=24 

(N=94) 

% at month 6 62% 16% 50% 21% 

Difference from placebo, % 45% - 29% - 

p-value & NNT calculated by CHC ˂0.001; NNT 3 0.02; NNT 4 

n=number of subjects with Hgb ≤10.5g/dL at baseline and had Hgb measurements at month 6; N=number of subjects in each treatment arm 

Place in Therapy:  Oriahnn® consists of two capsules to be taken daily, one being a combination of  elagolix, estradiol 
and norethindrone taken in the morning, while the second capsule taken in the evening contains elagolix only. 
Oriahnn® is indicated for the management of heavy menstrual bleeding associated with uterine leiomyomas 
(fibroids) in premenopausal women. Use should be limited to 24 months due to the risk of continued bone loss, 
which may not be reversible. Due to the estrogen and progestin portion, Oriahnn® carries of a box warning regarding 
increased risk of thromboembolic disorders and vascular events. In two clinical trials, significantly more women 
treated with Oriahnn® were responders for the primary outcome (menstrual blood loss volume less than 80ml at 
the final month and ≥50% reduction in menstrual blood loss volume from baseline to the final month). The NNT for 
the primary outcome (calculated by CHC) was 2 in both study 1 and 2.  

There is no evidence at this time to support that Oriahnn® is safer or more effective than the other currently 
preferred, more cost-effective medications. It is therefore recommended that Oriahnn® remain non-preferred and 
require prior authorization and be available to those who are unable to tolerate or who have failed on preferred 
medications.    

PDL Placement:        Preferred 
    Non-Preferred with Conditions 
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