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INTRODUCTION 

Endometriosis and uterine fibroids are two hormone-

dependent gynecological disorders that significantly 

impact women’s health impairing their quality of life. 

Traditional medical therapies used to control symptoms 

have side effects such as initial symptom flare and 

hypoestrogenic complications which limit their use. 

Elagolix is an oral nonpeptide gonadotropin releasing 

hormone receptor (GnRH) antagonist. It is a new 

therapeutic approach which acts by directly and reversibly 

suppressing pituitary gonadotropin secretion. It causes 

reversible suppression of gonadotropins. Elagolix is a 

medication used primarily for managing conditions 

associated with hormonal imbalances, particularly those 

driven by hormone estrogen. It works by suppressing the 

production of ovarian hormones like estrogen and 

progesterone.1 These effects occur within 24 hours after 

the initiation of treatment and can be readily reversed by 

discontinuation of the drug, owing to its short half-life.2 

DRUG 

It is a small molecule, second generation GnRH receptor 

antagonist that is active orally. It acts by binding 

competitively to GnRH receptors in pituitary gland which 

leads to a rapid dose dependent suppression of luteinizing 

hormone (LH) and follicle-stimulating hormone (FSH) 

leading to reduction in production of ovarian sex hormones 

(estrogen and progesterone).3 It is used for the treating 

hormone dependent proliferative diseases like uterine 

fibroids and endometriosis.  
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ABSTRACT 

Endometriosis and uterine fibroids are two hormone-dependent gynecological disorders that significantly impact 

women’s health impairing their quality of life. Traditional medical therapies used to control symptoms have side effects 

such as initial symptom flare and hypoestrogenic complications which limit their use. Elagolix is an oral non-peptide 

gonadotropin releasing hormone receptor (GnRH) antagonist. It is a new therapeutic approach which acts by directly 

and reversibly suppressing pituitary gonadotropin secretion. It acts by binding competitively to GnRH receptors in 

pituitary gland which leads to a rapid dose dependent suppression of LH and FSH leading to reduction in production of 

ovarian sex hormones (estrogen and progesterone). Alternative medications like GnRH agonists cause a transient 

hormone flare which is complete and long lasting before down regulation. Elagolix immediately inhibits GnRH receptor 

signaling, avoiding this flare phenomenon. The degree of hormonal suppression can be adjusted by dosing, allowing 

partial or near-complete suppression of estradiol levels, which is beneficial for tailoring therapy to minimize 

hypoestrogenic side effects. Elagolix, offers a safe and effective approach in the management of uterine fibroids and 

endometriosis. Clinical trials have demonstrated that Elagolix significantly reduces fibroid-associated heavy menstrual 

bleeding and alleviates endometriosis-related pelvic pain. Its rapid onset of action and adjustable dosing regimen allow 

individualized therapy aimed at balancing efficacy and minimizing hypoestrogenic adverse effects such as bone mineral 

density loss and vasomotor symptoms. 
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Elagolix has been approved by the US FDA in July 2018 

for managing endometriosis associated moderate to severe 

pain in dose of 150-200 mg. It is the first oral medication 

used for managing pain due to endometriosis. It should be 

used in minimum dose and for minimum duration to 

decrease bone loss.4 

MECHANISM OF ACTION 

Elagolix competitively binds to GnRH receptors in the 

pituitary gland. It blocks GnRH signaling thus suppressing 

FSH, LH and therefore minimizing estrogen and 

progesterone.4,5  

Elagolix gets rapidly absorbed in approximately 1-2 hours 

after oral administration and cleared in 4-6 hours through 

liver. It facilitates expeditious regulation of drug levels 

with the goal of attaining the most comparative level of 

hormone suppression.6 It is metabolized by cytochrome 

P450 enzymes.7 

Alternative medications like GnRH agonists cause a 

transient hormone flare which is complete and long lasting 

before down regulation. Elagolix immediately inhibits 

GnRH receptor signaling, avoiding this flare phenomenon. 

The degree of hormonal suppression can be adjusted by 

dosing, allowing partial or near-complete suppression of 

estradiol levels, which is beneficial for tailoring therapy to 

minimize hypoestrogenic side effects.8 

ROLE IN ENDOMETRIOSIS 

Endometriosis is a condition where tissues similar to 

endometrium grow outside the uterus. There is estrogen 

induced inflammation which leads to severe 

dysmenorrhea, chronic pelvic pain, infertility, 

dyspareunia, bowel and bladder symptoms like 

constipation and painful urination.9 Endometriosis 

associated pain can affect a woman’s quality of life.  

Treatment options are hormonal therapies that suppress 

ovulation and menstruation, NSAIDS, and surgical 

suppression. Hormonal suppression is attained by using 

estrogen progesterone contraceptives, progesterone only 

medication and GnRH agonists.9 According to “estrogen 

threshold hypothesis” absolute suppression of estrogen is 

not necessary for treatment of endometriosis associated 

pain. On the contrary, estrogen concentration can be kept 

at a level that it will not cause pain but decreases 

hypoestrogenic effects. Injectable GnRH agonists reduce 

estrogen hormone levels but at the same time they reduce 

bone mineral density and produce vasomotor symptoms as 

well, due to which long term use of such agents without 

hormone replacement is not possible. 

Elaris EM-I and EM-II were phase III, randomized, 

double-blind, placebo-controlled, multicenter clinical trial 

done over a period of 6 months, for endometriosis 

associated pain.10 They concluded that doses of 150 mg 

once a day and 200 mg twice a day, both dosing regimens 

significantly reduced dysmenorrhea and pelvic pain vs 

placebo, with high dose showing stronger effects. Elagolix 

high-dose is FDA-approved for dysmenorrhea symptoms 

and non-menstrual pelvic pain in women with 

endometriosis and moderate to severe endometriosis-

associated pain for up to 6 months; low-dose may be used 

longer (16–24 months) due to milder bone impact.6,7,10 

It is associated with hypoestrogenic effects such as 

decreased bone mineral density and vasomotor symptoms 

when administered alone, that are consistent with its 

mechanism of action.5 

ROLE IN FIBROID MANAGEMENT 

Uterine fibroids are most common benign tumors of the 

female reproductive tract. They arise from the smooth 

muscle layer of uterus. Women when symptomatic have 

heavy prolonged bleeding leading to anemia, pelvic pain 

and pressure. Estrogen and progesterone are believed to be 

causative factors.11  

Definitive treatment is hysterectomy. Other treatment 

options are tranexamic acid, NSAIDS, Hormonal 

medications like combined oral contraceptives, progestins, 

GnRH agonist, selective progesterone receptor 

modulators, interventional therapies like uterine-artery 

embolization and magnetic resonance–guided focused 

ultrasonography. Injectable GnRH agonists produce long 

term gonadal suppression leading to hypoestrogenic 

effects. Therefore, Elagolix, which is safe, effective and 

produces rapid reversible suppression of ovarian 

hormones, is a useful alternative.8 

Elagolix in combination with estradiol and norethindrone 

acetate, was approved by US FDA in May 2020 for 

treatment of fibroid related HMB up to 24 months of use.6 

It is available as two co-packaged capsules: Elagolix 300 

mg plus estradiol 1 mg plus norethindrone 0.5 mg to be 

taken in the morning, and Elagolix 300 mg alone to be 

taken in evening. 

Elagolix along with add back therapy decreased reduction 

in bone mineral density as compared to Elagolix alone. 

Combination offers an effective alternative to surgery for 

many women, particularly those seeking fertility 

preservation or wishing to avoid invasive procedures. 

Phase III randomized, double‑blind, placebo‑controlled 

trials (e.g., Elaris UF-1 and UF-2) evaluated elagolix 

300 mg twice daily + add‑back therapy (estradiol 1 mg + 

norethindrone acetate 0.5 mg daily) for heavy menstrual 

bleeding due to uterine fibroids to reduce heavy menstrual 

bleeding and fibroid volume and found that bleeding was 

significantly reduced and hemoglobin was improved. This 

combination offers an effective alternative to surgery for 

many women, particularly those seeking fertility 

preservation or wishing to avoid invasive procedures.1 
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BENEFITS 

It improves fibroid related HMB, useful for patients with 

contraindication to add back therapy, achieved primary 

end point in 77-84% after 6 months and 89% after 13 

months of therapy, and fibroid volume reduced by 40-50% 

after 6 months and an even greater reduction was noted 

after 12 months of therapy. 

ADVERSE EFFECTS 

The adverse effects are tabulated in Table 1.3 

ADD-BACK THERAPY 

To reduce side effects, especially bone loss and hot 

flushes, add-back therapy of low-dose estrogen + progestin 

is recommended for: use more than 6 months, and high-

dose regimens (e.g., 200 mg BID or 300 mg BID for 

fibroids). 

CONTRAINDICATION 

Elagolix is generally a well-tolerated drug. The following 

are the contraindications given in Table 2. 

Table 1: Adverse effects. 

System and side effect Cause 

Vasomotor  

Hot flushes 
Estrogen suppression 

Night sweats 

Neurologic  

Headache Hormonal shifts 

Insomnia 
Estrogen reduction or 

mood effect 

Psychiatric  

Mood changes, irritability CNS hormone effects 

Depression/suicidal ideation 
Rare, monitor high-

risk patients 

Gastrointestinal  

Nausea Mild and transient 

Reproductive  

Amenorrhea 

Suppression of 

ovulation/endometrial 

thinning 

Irregular bleeding or spotting Hormonal imbalance 

Decreased libido Estrogen suppression 

Musculoskeletal  

Decrease in bone mineral 

density (BMD) 

Dose- and duration-

related 

Metabolic/lipid  

↑ Total cholesterol, LDL, 

triglycerides 
Mild increases 

Hepatic  

Elevated liver enzymes 

(ALT/AST) 

Rare, usually 

asymptomatic 

Table 2: Absolute and relative contraindications. 

Condition Reason 

Absolute contraindications 

Pregnancy 
Risk of fetal harm due to 

hormonal suppression 

Known or suspected 

pregnancy 

Elagolix suppresses 

ovulation and is 

teratogenic in animal 

studies 

Severe hepatic impairment 

(Child-Pugh C) 

Impaired drug metabolism; 

Elagolix is hepatically 

metabolized 

Concomitant use of strong 

OATP1B1 inhibitors (e.g., 

gemfibrozil, cyclosporine) 

Can significantly increase 

Elagolix blood levels, 

raising toxicity risk 

Relative contraindications 

Moderate hepatic 

impairment 

Use lowest effective dose; 

increased drug exposure 

History of severe 

depression or suicidal 

ideation 

Mood changes are a known 

side effect of Elagolix 

Osteoporosis or low bone 

mineral density 

Elagolix can lead to further 

BMD loss 

Undiagnosed abnormal 

uterine bleeding 

Must rule out malignancy 

or other causes before 

starting treatment 

PREREQUISITES BEFORE STARTING 

ELAGOLIX 

Prerequisites before starting Elagolix include: it excludes 

pregnancy, assess liver function, assess bone mineral 

density (BMD), review of psychiatric history, rule out 

other causes of abnormal bleeding, check for drug 

interactions, especially with strong OATP1B1 inhibitors 

(e.g., gemfibrozil), efficacy of Elagolix may be reduced by 

estrogen-containing contraceptives, inform patient about 

possible side effects: hot flushes, mood changes, decreased 

bone density, and plan for regular monitoring during 

treatment (liver function, mood, BMD if applicable) 

CONCLUSION 

Elagolix, offers a safe and effective approach in the 

management of uterine fibroids and endometriosis. 

Clinical trials have demonstrated that Elagolix 

significantly reduces fibroid-associated heavy menstrual 

bleeding and alleviates endometriosis-related pelvic pain. 

Its rapid onset of action and adjustable dosing regimen 

allow individualized therapy aimed at balancing efficacy 

and minimizing hypoestrogenic adverse effects such as 

bone mineral density loss and vasomotor symptoms. The 

introduction of Elagolix has expanded the non-surgical 

therapeutic landscape. Overall, Elagolix represents a 

valuable addition to the armamentarium for managing 

hormone-dependent gynecologic disorders, improving 

patient outcomes with an oral, reversible mechanism of 

action. 
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