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ABSTRACT 

 

The following article elucidates the role of oral 

therapy for uterine fibroids in increasing the 

quality of life and a better treatment option as 

compared to the conventional methods, which 

are operative and may result in infertility.  

Uterine fibroids are non-cancerous growths 

(myomas or leiomyomas) also known as Uterine 

Leiomyomas or Fibromyomas appear in or 

around the uterus. They can shrink after 

menopause, exist in adults of reproductive age, 

and have been connected to oestrogen, however 

the specific origin is unknown. Uterine fibroids 

affect about 1 in 3 women, and their prevalence 

rises with age until menopause, peaking in the 

forties. In general, symptoms can be categorized 

as heavy and protracted menstrual bleeding, 

pelvic pain, and reproductive dysfunction. 

The triple combination drug is given orally to 

the patients (once daily as early as possible after 

menstrual cycle but no later than seven days 

after menstrual cycle begins) and it can be given 

for the period of 24 months which is longer 

duration than its other alternatives like 

leuprolide (6-12 months) and it effectively 

resolves Abnormal Uterine Bleeding – 

Leiomyomata (AUB-L). It will resolve the 

imbalance of estrogen and progesterone in 

female body and reduces the side effects such as 

bone loss due to estrogen imbalance. 

Being an oral tablet gives it an advantage over 

other surgical procedures and parenteral dosage 

forms as it is non-invasive and easy to 

administer, in small dose, once daily. 

Keywords: Uterine Fibroids, Health Related 

Quality of Life, Gonadotropin Releasing 

Hormone Receptor Antagonist, Combination 

Therapy, Relugolix. 

 

INTRODUCTION 

The most frequent uterine tumours of 

smooth muscle origin are leiomyomas or 

fibromyomas, sometimes known as fibroids 

by gynecologists. They are frequently mixed 

with different amounts of fibrous tissue 

component. 20% of women over the age of 

30 have uterine myomas, which can range in 

size. A large percentage of them are benign 

and exhibit no symptoms. 

Less than 0.5% of leiomyomas develop 

malignant transformation. Infertility, 

irregular uterine bleeding, discomfort, and 

symptoms brought on by compression of 

nearby structures are all possible in 

symptomatic situations. 

The uterus is where leiomyomas most 

usually develop, where they can be found in 

the myometrium (intramural or interstitial), 

the serosa (subserosal), or directly below the 

endometrium (submucosal). Leiomyomas 

that are subserosal and submucosal may 

grow pedicles and protrude as pedunculated 

myomas. The wide ligament or cervix may 

be affected by leiomyomas.  

Although it may superficially resemble 

leiomyosarcoma and predominately consist 

of smooth muscle parts, cellular leiomyoma 
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can be recognised from it by the lack of 

mitoses. 

Secondary alterations in the leiomyomas, 

such as hyaline degeneration, cystic 

degeneration, infarction, calcification, 

infection and suppuration, necrosis, fatty 

change, and infrequently sarcomatous 

change, may affect the pathologic 

appearance. [1] 

Morphological features, Symptoms, 

Diagnosis and Treatment. 

On a gross level, the tumour may take the 

appearance of a polypoid mass protruding 

into lumen or a diffuse, bulky, soft, and 

fleshy mass. 

The number of mitoses per high power field 

(HPF), albeit there are typically certain 

areas indicating whorled arrangement of 

spindle-shaped smooth muscle cells with 

big and hyperchromatic nuclei, is the 

defining characteristic of diagnosis and 

prognosis. More than 10 mitoses per 10 

HPF, with or without cellular atypia, or 5–

10 mitoses per 10 HPF, with cellular atypia, 

are the crucial diagnostic requirements. The 

prognosis is worse if there are more mitoses 

per 10 HPF. [1] 

Symptomatology 

The main signs of UL are intense pelvic 

pressure and heavy menstrual bleeding. [2] 

Infertility, increased urination or 

incontinence, constipation, stomach 

bloating, dyspareunia, and weariness 

(caused by anaemia from heavy bleeding) 

are some other symptoms. [3, 4] The range 

and severity of symptoms frequently vary 

on the number, size, and location of uterine 

tumours. 

 

 
 

 

 

 

 

 

 

 

 

 

 

 

 

Diagnosis 

Studies using ultrasound for screening are 

becoming more prevalent. Ultrasound can 

help with Uterine leiomyomata (UL) 

diagnosis confirmation and reduce 

misdiagnosis in controls that may have 

asymptomatic UL. These studies offer the 

most reliable data on the frequency of UL. 
[13] 

In especially for bigger uteri or multiple UL, 

magnetic resonance imaging (MRI) is more 

expensive but more accurate than ultrasound 

Figure 1. Leiomyomas.  

A. Diagrammatic appearance of common locations and characteristic whorled 

appearance on cut section. 

B. Sectioned surface of the uterus shows multiple circumscribed, firm nodular 

masses of variable sizes—submucosal (white arrows) and intramural (black 

arrows) in location having characteristic whorling.  

C. The opened up uterine cavity shows an intrauterine gestation sac with 

placenta (white arrow) and a single circumscribed, enlarged, firm nodular mass 

in intramural location (black arrow) having grey white whorled pattern. 
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for UL mapping. Epidemiologic studies can 

lessen the impact of bias if systematic pelvic 

imaging is not feasible by include cases that 

have only recently been diagnosed by 

ultrasound (or MRI) in addition to those that 

have been confirmed histologically, albeit 

this strategy will still misclassify controls. 
[5] 

Treatment for Uterine Fibroids 

Combinational Oral Contraceptives  

The use of oral contraceptives to lessen 

menstrual bleeding in women with fibroids 

is supported by observational data. Through 

their suppressive effects on endometrial 

growth, COCs can be used to reduce 

excessive monthly bleeding brought on by 

fibroids in the short term, but they have no 

overall impact on reducing uterine fibroid 

volume or uterine size. [6, 7] 

 

Progestin 

In cases of non-organic abnormal uterine 

bleeding, such as premenopausal bleeding 

and endometrial hyperplasia-related 

bleeding, progestin has been used in cycles 

to control bleeding. As with earlier COCs, 

uterine fibroids are frequently treated with 

progestin, but some people believe that 

progestin should not be used to treat uterine 

fibroids' symptoms. [8] 

The FDA authorised the LNG-IUS in 2009 

to treat heavy menstrual bleeding in women 

who choose to use an intrauterine device for 

contraception. Its application for treating 

uterine fibroid-related bleeding was quickly 

examined because it was well-known as a 

successful treatment for non-organic 

irregular uterine haemorrhage. [9] 

Given that the LNG-IUS can be implanted 

and remain functional for up to five years, it 

may provide women a long-term therapy 

option. There are little side effects recorded 

because it is not given systemically, and 

since daily or monthly injections are not 

necessary, no additional patient compliance 

is needed after the device has been inserted. 

It is likely a successful alternative in some 

symptomatic women without endometrial 

distortion, despite the elevated risk of 

expulsion. [10] 

 

Gonadotropin Releasing Hormone 

(GnRH) Agonists 

The hypothalamus produces and releases 

native GnRH, a decapeptide, in a pulsatile 

manner. Synthetic peptides that are 

structurally similar to the natural GnRH 

molecule are known as GnRH agonists; 

however, they are more potent and have a 

longer half-life than native GnRH. [11, 12] 

They have a flare effect, which increases the 

release of luteinizing hormone (LH) and 

follicle-stimulating hormone (FSH) 

immediately after administration. After that, 

they trigger receptor down-regulation and, 

1-3 weeks later, a hypogonadotropic 

hypogonadal condition that is frequently 

referred to as "pseudomenopause". Given 

that oestrogen stimulates the formation of 

leiomyomas, this hypoestrogenic state aid in 

the pharmacologic effectiveness of GnRH 

agonists. Numerous investigations have 

revealed that the fraction of oestrogen 

receptor (ER)-positive cells in a tumour is 

inversely correlated with tumour size. [13] 

 

Selective Progesterone Receptor 

Modulators (SPRMs) 

Synthetic steroids with agonistic and/or 

antagonistic actions on progesterone 

receptors (PR) are known as SPRMs. They 

can be picked up by progesterone receptors 

because of their structural similarities, and 

depending on the change in receptor 

conformation brought on by the bond, co-

repressors or co-activators (co-regulators) 

are accumulated in the corresponding 

binding domain. Depending on the SPRM's 

structure, the progesterone receptor's altered 

conformation, and the availability of 

coregulators (ratio of coactivators to 

corepressors in a certain cell type), an 

SPRM may have a stronger agonistic or 

antagonistic effect. The type of tissue, the 

type of cell, and the physiological milieu all 

have an impact on an SPRM's activity. [14, 15] 

The pituitary gland, the fibroid, and the 

endometrium are all directly impacted by 
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SPRMs. through preventing ovulation (in 

around 80% of patients) and keeping 

estrogen levels in the mid-follicular range, 

amenorrhea is brought on through a direct 

action on the pituitary gland. The cessation 

of uterine bleeding, benign reversible 

alterations to the endometrium (PAEC: 

Progesterone Receptor Modulator 

Associated Endometrial alterations), and 

reversible endometrial thickness are all 

signs of the direct influence on the 

endometrium. Additionally, SPRMs result 

in a decrease in fibroids by preventing cell 

growth and promoting apoptosis. [16] 

 

Selective Progesterone Receptor 

Modulators (SERMs) 

Numerous experimental findings and 

indirect evidence point to estrogen's 

potential role in uterine fibroids' 

proliferation via ER-. In order for tissue to 

respond to progesterone by promoting the 

production of PR, oestrogen and ER- play 

key permissive roles in myoma 

development. [17] 

Selective oestrogen receptor modulators 

(SERMs) are nonsteroidal oestrogen 

receptor (ER) ligands that exhibit tissue-

specific changes in gene expression through 

ER agonist and/or antagonist estrogenic 

effects. ER-positive breast cancer was the 

first indication for the use of these drugs. 

Tamoxifen and raloxifene are two of the 

SERMs used to treat uterine fibroids that are 

most often researched. [18] 

 

Aromatase Inhibitors (AI) 

Within a day of starting medication, 

aromatase inhibitors (AIs) drastically reduce 

ovarian and peripheral oestrogen 

production. Letrozole reduced the 

production of oestrogens by 76-79% relative 

to baseline levels, especially estrone and 

estrogen. The enzyme aromatase, which 

catalyses the conversion of androgenic 

chemicals into oestrogens, is what is 

responsible for the underlying mechanism. 

In order to protect their potential fertility, 

short-term use of aromatase inhibitors might 

be considered in women with fibroids or in 

those who prefer to forgo surgical 

intervention. [18, 19] 

 

Gonadotropin Releasing Hormone 

Receptor Antagonist (GnRH Receptor 

Antagonist) 

Gonadotropin releasing hormone (GnRH) is 

a decapeptide produced in the hypothalamus 

that acts on GnRH receptors on the surface 

of pituitary gonadotropin cells, stimulating 

the release of luteinizing hormone (LH) and 

follicular stimulating hormone (FSH), 

which stimulate the production and release 

of testosterone by the male testes and 

oestrogen by the female ovaries and 

placenta. GnRH is normally synthesised in a 

pulsatile manner, and its synthesis is 

influenced by testosterone levels in males 

and oestrogen levels in women. GnRH 

agonists provide a transitory surge in sex 

hormones, but with continuous non-pulsatile 

stimulation, LH and FSH synthesis is 

suppressed, and oestrogen and testosterone 

levels fall. GnRH analogues have been 

shown to be far more effective and long-

lasting than the original decapeptide and 

have been widely used in the control of sex 

hormone production. The GnRH analogue 

degarelix works in a somewhat different 

way in that it is an antagonist of the 

pituitary gonadotropin receptors, inhibiting 

LH and FSH production and release directly 

and without the first spike seen with GnRH 

agonists. The end effects and efficacy of 

GnRH agonists and antagonists are similar, 

with the pure antagonist having a faster 

onset and without an initial increase in sex 

hormone release. 

The following GnRH agonists and 

antagonists have commercial names and 

years of approval in the United States: 

leuprolide (Lupron: 1985), goserelin 

(Zoladex: 1989), histrelin (Supprelin, 

Vantas: 1991 and 2004), triptorelin 

(Trelstar: 2000), degarelix (Firmagon: 

2008), and relugolix (Orgovyk: 2021). 

Many of these agents are now also available 

in generic form. [20] 

By inhibiting pituitary GnRH receptors, 

GnRH antagonists instantly reduce the 
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production of FSH and LH. As early as 3 

weeks following the start of treatment, 

improved bleeding patterns and a decrease 

in uterine fibroid size are brought on by the 

subsequent fall in Estradiol levels. Patients 

enjoy quicker symptom relief due to its 

quick onset of action and avoidance of a 

gonadotropin flare effect. [21] 

Mechanism of Action 

Relugolix is a non-peptide GnRH receptor 

antagonist that competitively binds to 

pituitary GnRH receptors, reducing the 

release of luteinizing hormone (LH) and 

follicle-stimulating hormone (FSH), 

resulting in lower serum concentrations of 

the ovarian sex hormones estrogen and 

progesterone, as well as reduced bleeding 

from uterine fibroids and pain from 

endometriosis. 

Estradiol works by attaching to nuclear 

receptors found in estrogen-responsive 

tissues. The addition of exogenous Estradiol 

as a component of 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE may prevent the 

increase in bone resorption and subsequent 

bone loss that can occur owing to a drop in 

circulating oestrogen concentrations caused 

by Relugolix alone. 

Progestins like Norethindrone Acetate work 

by attaching to nuclear receptors found in 

progesterone-responsive tissues. 

Norethindrone Acetate, a component of 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE, may protect the uterus 

from the potentially harmful endometrial 

consequences of unopposed oestrogen. 

Pharmacodynamics 

• Estradiol and Norethindrone Acetate 

(RELUGOLIX+ESTRADIOL+NORET

HINDRONE ACETATE components) 

may have the following effects: 

Increased levels of thyroxin-binding 

globulin, resulting in: 

I. Elevated circulation total thyroid 

hormone concentrations as determined 

by protein-bound iodine (PBI), 

thyroxine (T4) levels (through column 

or radioimmunoassay), or 

triiodothyronine (T3) concentrations via 

radioimmunoassay. 

II. Reduced T3 resin uptake 

III. Unaltered free T4 and free T3 levels in 

women with normal thyroid function. 

• Elevated levels of corticosteroid-

binding globulin (CBG) and sex 

hormone-binding globulin (SHBG) 

cause a rise in total circulating 

corticosteroid and sex hormone 

concentrations, respectively. 

• Possible reduction in free testosterone 

concentrations. 

• Possible elevations in other plasma 

proteins (angiotensinogen/renin 

substrate, alpha1 antitrypsin, 

ceruloplasmin). 

• Increased plasma HDL and HDL2 

cholesterol subfraction concentrations, 

decreased low-density lipoprotein 

concentrations, and increased 

triglyceride concentrations. 

• Increased platelet count; increased 

factors II, VII antigen, VIII coagulant 

activity, IX, X, XII, VII-X complex, and 

beta-thromboglobulin; decreased 

concentrations of anti-factor Xa and 

antithrombin III, decreased antithrombin 

III activity, increased fibrinogen and 

fibrinogen activity; increased 

plasminogen antigen and activity. 

Pharmacokinetics 

Absorption 

Relugolix has a mean (%CV) absolute 

bioavailability of 12 (62%). 

 

The Influence of Food 

The AUC0-inf and Cmax of Relugolix were 

reduced by 38% and 55%, respectively, 

after administration of RELUGOLIX+ 

ESTRADIOL+NORETHINDRONE 

ACETATE following consumption of a 

high-fat, high-calorie meal (i.e., 800-1000 

calorie meal with 50% of calories derived 

from fat) compared to the fasted state; 

however, the decrease in exposure to 
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Relugolix is not considered clinically 

meaningful. Food had no clinically 

significant effects on Estradiol or 

Norethindrone Acetate exposure. 

 

Distribution 

Relugolix binds to plasma proteins with a 

rate of 68% to 71%, mostly to albumin and 

to a lesser amount to 1-acid glycoprotein. 

The average blood-plasma ratio is 0.78. 

Estradiol circulates in the blood attached to 

SHBG (36% to 37%) and albumin (61%), 

with just 1% to 2% remaining unbound. 

Norethindrone Acetate also binds to SHBG 

(36%), as well as albumin (61%). 

 

Elimination 

The mean (SD) terminal phase elimination 

half-life (t1/2) of Relugolix, Estradiol, and 

Norethindrone Acetate after a single dose of 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is 61.5 (13.2) hours, 

16.6 (7.7) hours, and 10.9 (3.1) hours, 

respectively. 

 

Metabolism 

In vitro, Relugolix is largely metabolised by 

CYP3A and to a lesser amount by CYP2C8. 

 

 

Estradiol is reversibly transformed to 

estrone, and both can be turned to estriol, a 

significant urine metabolite. Oestrogens are 

also recirculated through the liver due to 

sulphate and glucuronide conjugation, 

biliary secretion of conjugates into the 

intestine, and hydrolysis in the intestine 

followed by reabsorption. 

Norethindrone Acetate is biotransformed 

extensively, mostly via reduction, as well as 

sulfation, glucuronidation, and oxidation by 

sulfotransferases (SULTs), 

glucuronosyltransferases (UGTs), and CYP 

enzymes, notably CYP3A4. Sulphates 

account for the bulk of metabolites in 

circulation, with glucuronides accounting 

for the majority of urine metabolites. 

After a single 80 mg radiolabeled dose of 

Relugolix was administered orally, roughly 

81% of the radioactivity was recovered in 

faeces (4.2% as unchanged) and 4.1% in 

urine (2.2% as unaffected). 

Estradiol is eliminated as glucuronide and 

sulphate conjugates in the urine. 

Norethindrone Acetate is mostly eliminated 

in the urine as polar metabolites. 

INDICATIONS AND APPLICATIONS 

1. Uterine Leiomyomas and Heavy 

Menstrual Bleeding 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is used to treat heavy 

menstrual bleeding caused by uterine 

leiomyomas (fibroids) in premenopausal 

women. 

2. Pain Associated with Endometriosis  

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is indicated in 

premenopausal women for the treatment of 

moderate to severe pain associated with 

endometriosis. 

3. Use Restrictions 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE should be used for no 

more than 24 months due to the possibility 

of irreversible bone loss. 

 

 

Table 3. Pharmacokinetics of Relugolix, Estradiol and Norethindrone Acetate 

 Relugolix Estradiol Norethindrone Acetate 

AUC0-inf (ng·hr/mL or pg·hr/mL), mean 

(SD) 

198.1  

(111.6) 

818.7  

(334.4)  

17.5  

(8.5)  

Cmax (ng/mL or pg/mL), mean (SD) 26.0  
(18.2)  

28.0  
(19.2)  

3.6  
(1.4)  

Tmax (hr), median (min, max) 2.00  

(0.25, 5.00)  

7.00  

(0.25, 24.00)  

1.0  

(0.50, 4.00)  

Abbreviations: AUC = area under the concentration-time curve; AUC0-inf = AUC from time 0 extrapolated to infinity;  
Cmax = maximum observed concentration;  

Tmax = time to maximum observed concentration. Notes: AUC0-inf is presented in ng·hr/mL for Relugolix, Norethindrone Acetate 

and in pg·hr/mL for unconjugated E2. Cmax is presented in ng/mL for Relugolix, Norethindrone Acetate and in pg/mL for 
unconjugated Estradiol. 
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Precautions  

Thromboembolic Disorders and Vascular 

Events 

Oestrogen and progestin combinations, such 

as the Estradiol/Norethindrone Acetate 

component of 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE increase the risk of 

thrombotic or thromboembolic disorders 

such as pulmonary embolism, deep vein 

thrombosis, stroke, and myocardial 

infarction, particularly in women who are 

predisposed to these events. Women over 35 

who smoke and women with uncontrolled 

hypertension, dyslipidemia, vascular 

disease, or obesity are at highest risk. 

 

Bone Loss 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is not recommended 

for women who have osteoporosis. Consider 

the benefits and risks of 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE treatment in patients 

who have a history of a low-trauma fracture 

or who have risk factors for osteoporosis or 

bone loss, such as taking medications that 

may lower bone mineral density (BMD) 

(e.g., systemic or chronic inhaled 

corticosteroids, anticonvulsants, or chronic 

use of proton pump inhibitors). 

 

Hormone-Sensitive Malignancies 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is not recommended 

for women who have a history of hormone-

sensitive cancers (e.g., breast cancer) or 

who are at high risk of developing hormone-

sensitive cancers. If a hormone-sensitive 

cancer is diagnosed, stop taking 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE. 

 

Suicidal Ideation and Mood Disorders 

(Including Depression) 

Before beginning treatment, evaluate 

patients who have a history of suicide 

ideation, depression, or mood disorders. 

Monitor patients for mood changes and 

depressive symptoms, even right after 

starting treatment, to see if the hazards of 

continuing 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE medication exceed the 

benefits. Patients experiencing new or 

worsening sadness, anxiety, or other mood 

problems should be directed to a mental 

health specialist as needed. In the event of 

suicide ideation or behaviour, advise 

patients to seek emergency medical 

assistance. If such events occur, reassess the 

advantages and hazards of continuing 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE. 

 

Hepatic Impairment and Transaminase 

Elevations 

Contraindication in Hepatic Impairment 

Patients 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is not recommended 

for those who have known hepatic 

impairment or illness. In people with 

reduced liver function, steroid hormones 

may be inadequately metabolised. 

 

Elevated transaminase levels 

Instruct women to seek medical assistance 

immediately if they experience symptoms or 

signs of liver injury, such as jaundice or 

right upper abdominal pain. Acute liver test 

abnormalities may need 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE withdrawal until the 

liver tests revert to normal and 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE aetiology is ruled out. 

 

Gallbladder Disease or History of 

Cholestatic Jaundice 

If you have gallbladder problems or 

jaundice, stop taking RELUGOLIX+ 

ESTRADIOL+NORETHINDRONE 

ACETATE. Evaluate the risk-benefit of 

continuing medication for women who have 

a history of cholestatic jaundice caused by 

previous oestrogen usage or pregnancy. 

According to research, oestrogen users had 

a slightly increased relative chance of 

acquiring gallbladder illness. 
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Elevated Blood Pressure 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is not recommended 

for women who have uncontrolled 

hypertension. Continue to monitor blood 

pressure in women with well-controlled 

hypertension and discontinue 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE if blood pressure rises 

considerably. 

 

Change in Menstrual Bleeding Pattern 

and Reduced Ability to Recognize 

Pregnancy 

Before starting RELUGOLIX+ 

ESTRADIOL+ NORETHINDRONE 

ACETATE, rule out pregnancy. Start 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE as soon as possible 

following the start of menstruation, but no 

later than 7 days. If MYFEMBREE is 

started later in the menstrual cycle, it may 

cause irregular and/or severe bleeding at 

first. 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE may cause 

amenorrhea, or a reduction in the volume, 

intensity, or duration of monthly bleeding, 

which may delay the ability to detect 

pregnancy. If pregnancy is suspected, 

pregnancy testing should be performed, and 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE should be discontinued 

if pregnancy is confirmed. 

Women of reproductive potential should 

utilise effective non-hormonal contraception 

during RELUGOLIX+ESTRADIOL+ 

NORETHINDRONE ACETATE treatment 

and for one week following the final dosage. 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE should not be used in 

conjunction with hormonal contraception. 

 

Risk of Early Pregnancy Loss 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE is not recommended 

for usage during pregnancy. RELUGOLIX+ 

ESTRADIOL+NORETHINDRONE 

ACETATE can cause early pregnancy loss, 

according to animal studies and its 

mechanism of action. However, no foetal 

abnormalities were observed in either 

rabbits or rats at any dose level evaluated, 

which were associated with Relugolix 

exposures around half and nearly 300 times 

that of women at the approved human dose. 

Uterine Fibroid Prolapse or Expulsion 

Inform women with known or suspected 

submucosal uterine fibroids about the 

likelihood of fibroid prolapse or expulsion 

and encourage them to call their doctor if 

they experience severe bleeding and/or 

cramps while taking RELUGOLIX+ 

ESTRADIOL+NORETHINDRONE 

ACETATE. 

 

Alopecia 

The treatment is discontinued if there is 

persistent hair loss. 

 

Effects on Carbohydrate and Lipid 

Metabolism 

More frequent monitoring may be required 

in 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE -treated women with 

prediabetes and diabetes. RELUGOLIX+ 

ESTRADIOL+NORETHINDRONE 

ACETATE may reduce glucose tolerance, 

resulting in higher blood glucose levels. 

Keep an eye on your lipid levels and 

consider stopping RELUGOLIX+ 

ESTRADIOL+NORETHINDRONE 

ACETATE if your hypercholesterolemia or 

hypertriglyceridemia worsens. Oestrogen 

therapy may be related with triglyceride 

increases leading to pancreatitis in women 

who already have hypertriglyceridemia. 

RELUGOLIX+ESTRADIOL+NORETHIN

DRONE ACETATE use has been linked to 

an increase in total cholesterol and low-

density lipoprotein cholesterol. [22, 23] 

Defining a Quality Life Perspective  

In the two phase 3 LIBERTY studies, a total 

of 509 women were enrolled and received 

treatment between April 2017 and July 2019 

in the relugolix-CT (n=4253) and placebo 
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(n=256) groups in the modified intent-to-

treat population. [35] 

The LIBERTY program thoroughly 

evaluated the Uterine Fibroid (UF) 

symptoms experienced by women with 

symptomatic Uterine Fibroids, including 

Uterine Fibroids-related pain, overall 

Uterine Fibroids symptom severity, and 

distress related to important Uterine 

Fibroids symptoms (HMB, passing blood 

clots, and pelvic tightness or pressure), as 

well as Health Related Quality of Life 

(HRQoL). [24, 26] 

Relugolix has been demonstrated to be 

useful in lowering pain brought on by 

Heavy Menstrual Bleeding (HMB) & 

Uterine Fibroid (UF) and in enhancing 

anemia. The patient-reported outcome 

findings that are given here offer more proof 

of the positive effects of relugolix on UF-

associated symptom load, distress related to 

important UF symptoms, and Health 

Related Quality of Life (HRQoL). Notably, 

relugolix treatment significantly improved 

UF-related concern, activity energy and 

mood, control, self-consciousness, and 

sexual function in women compared to 

placebo treatment. Relugolix-CT 

significantly outperformed the placebo in 

terms of the percentage of women who 

experienced a clinically significant decline 

in the validated BPD subscale scores, which 

measure pelvic pressure, distress from 

heavy bleeding, and passing blood clots, as 

well as a clinically significant improvement 

in the RA subscale scores, which measure 

physical and social activities. [27] 

The UFS-QoL questionnaire was also used 

in recent clinical studies of elagolix, a 

GnRH antagonist that is sold with estradiol 

and NETA. The results showed that, similar 

to relugolix-CT, elagolix reduced the burden 

of UF-related symptoms and enhanced 

HRQoL when compared to placebo 

treatment. However, because of its short 

half-life, elagolix needs to be administered 

twice daily; relugolix-CT is only needed 

once daily, which should make it easier to 

use and may aid with treatment adherence. 
[28, 29] 

Relugolix-CT had important patient-

relevant impacts on UF-related symptoms 

and quality of life while limiting 

hypoestrogenic side effects, such as 

vasomotor symptoms and bone loss. 

The current analyses' findings show that 

relugolix-CT lowers UF-related symptom 

load and distress while enhancing HRQoL, 

which adds to the body of evidence already 

available. [30] 

When patients and healthcare professionals 

consider treatment choices, the capacity of 

relugolix-CT to address the most distressing 

symptoms related to UFs has therapeutic 

implications. 

Notably, the majority of women who 

received relugolix-CT treatment had 

reductions in their BPD subscale scores that 

were clinically significant, suggesting that 

the lessened distress had a real effect on 

their day-to-day activities.  

Relugolix-CT has a significant positive 

impact on women's daily lives, as evidenced 

by increased feelings of wellbeing, 

decreased worry, increased participation in 

activities, and improved sexual function, as 

measured by the UFS-QoL, according to the 

results reflecting various aspects of HRQoL. 

When compared to 34.0% of women who 

received the placebo, the improvement in 

physical and social activities as measured by 

the RA subscale was clinically significant 

for 61.7% of women treated with relugolix-

CT. We noticed improvements in symptom 

severity and HRQoL that were equivalent to 

those women experienced following 

surgical and procedural procedures. [31-34] 

 

CONCLUSION 

The chosen compound Relugolix is a new 

molecular entity and the combination 

(Relugolix + Estradiol + Norethindrone 

acetate) is a fixed dose combination which 

is a very effective approach towards treating 

heavy menstrual bleeding during uterine 

leiomyomas without using invasive surgical 

procedures. The oral tablet design will open 

doors and windows for further 

developments in oral treatments for such 

diseases. It is a well-tolerated treatment 
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which will ultimately result in better patient 

compliance and will increase quality of life 

of patients. This is also a pocket friendly 

alternative as it is less expensive than other 

traditional alternatives. Oral therapy will 

reduce the chances of infertility in women, 

which is a major disadvantage of surgical 

procedures. There are other oral alternatives 

for Uterine fibroids but they also have 

disadvantages of being single drug moiety 

that does not balance the decrease in 

essential hormones or hormonal imbalance 

in body. The (Relugolix + Estradiol + 

Norethindrone acetate) combination is add-

back therapy which reduces hypo estrogenic 

effects. Most women suffering from uterine 

fibroids are asymptomatic, however if there 

are symptoms like heavy menstrual bleeding 

which may cause anemia and weakness, 

focus should be on symptom management. 
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