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Background: Endometriosis is a substantial public health challenge, affecting nearly 10% of women of repro-
ductive age. Given the therapeutic benefits of elagolix over conventional therapies, along with the growing body
of clinical evidence, a comprehensive evaluation of its role in managing endometriosis is warranted.

Methods: An expert panel meeting was convened to deliberate on the clinical positioning of elagolix in the
management of endometriosis-associated pain and to develop a comprehensive guideline on using elagolix in
endometriosis. A literature search was conducted using the PubMed and Google Scholar databases to evaluate the
efficacy and safety of elagolix in endometriosis-associated pain.

Results: In pivotal clinical trials, elagolix demonstrated a significant reduction in dysmenorrhoea and non-
menstrual pelvic pain among women with endometriosis. Beyond pain relief, elagolix was associated with
marked improvements in dyspareunia, fatigue and health-related quality of life. The safety profile of elagolix was
favourable, with the most commonly reported adverse events being hot flushes, headache and nausea. When
compared with current therapies, elagolix showed comparable efficacy with fewer hypo-oestrogenic side effects,
such as bone mineral density loss, breakthrough bleeding and mood disturbances.

Conclusion: Elagolix provides dose-dependent oestrogen suppression and significant pain relief in all types of
endometriosis pain, including dyspareunia. Elagolix also provides notable improvements in quality of life with a
more favourable safety profile compared to conventional therapies. These attributes position elagolix as an
emerging first-line treatment option for the management of endometriosis-associated pain.

Introduction

Endometriosis is a benign, chronic disease that affects approximately
10% of women of reproductive age [1,2]. Nearly 42 million women in
India are afflicted by endometriosis [1]. Endometriosis can cause
various symptoms, predominantly pain, manifesting as dysmenorrhoea,
deep dyspareunia and non-menstrual chronic pelvic pain (NMPP), and
can significantly affect quality of life (QoL) [2-4].

The medical management of endometriosis focuses on reducing pain
and suppressing hormonally active endometriotic tissue [5]. Currently
available treatments for endometriosis-associated pain (EAP), as
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recommended by the 2022 European Society of Human Reproduction
and Embryology (ESHRE) guideline and 2024 Federation of Obstetric
and Gynaecological Societies of India (FOGSI) Good Clinical Practice
Recommendations (GCPR), include non-hormonal therapies such as
non-steroidal anti-inflammatory drugs (NSAIDs) and hormonal thera-
pies such as oral contraceptives, progestins, gonadotrophin-releasing
hormone (GnRH) agonists and GnRH antagonists [6,7].

With progestin treatment, side effects such as breakthrough
bleeding, acne, mood changes, bloating and fluid retention have been
observed [8]. Additionally, nearly one-third of women with symptom-
atic endometriosis do not respond to progestins or low-dose oral
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contraceptives due to progesterone resistance [9]. GnRH agonists have
been associated with loss of bone mineral density (BMD) and an initial
flare-up effect [10,11].

According to the oestrogen threshold hypothesis, lowering oestrogen
levels so that they lie within the therapeutic window corresponding to
E2 concentrations of 30 to 45 pg/mL can help prevent the growth of
endometriotic lesions while preventing hypo-oestrogenic effects such as
bone loss [12]. GnRH antagonists are effective as they produce dose-
dependent suppression of the hypothalamic-pituitary—gonadal axis by
competitively binding to GnRH receptors [13]. This results in fewer
hypo-oestrogenic effects compared to GnRH agonists, while maintaining
treatment efficacy [11].

Elagolix is an orally administered, non-peptide, small-molecule,
short-acting competitive GnRH antagonist [13,14]. It was approved by
the United States Food and Drug Administration (USFDA)[15] and
Health Canada in 2018 [16], and more recently approved by health
authorities in Israel [17] and India [18], for the treatment of moderate
or severe EAP. Elagolix is effective in relieving EAP and improving
health-related quality of life (HRQoL) in affected women [19,20]. The
current article provides a comprehensive overview of the evidence and
practice-based insights on elagolix to understand its potential as an
emerging first-line treatment option for EAP.

Methodology

A structured expert panel meeting was convened in August 2025 to
discuss the current evidence and clinical experience, and to develop an
expert opinion on the clinical positioning of elagolix. The panel
comprised 20 gynaecologists from different regions across India. Rele-
vant data were collated through a comprehensive literature search using
PubMed and Google Scholar. The articles were screened using relevant
terms such as ‘endometriosis’, ‘elagolix’, ‘GnRH antagonists’, ‘dysme-
norrhoea’ and ‘non-menstrual pelvic pain’. Peer-reviewed research ar-
ticles, reviews, meta-analyses and government publications were
considered to ensure a robust synthesis of evidence to guide expert de-
liberations. The efficacy and safety of elagolix in EAP and potential
applications in other clinical indications were discussed, and the experts
provided their practice-based insights.

Clinical effectiveness of elagolix in endometriosis

The Elaris Endometriosis (EM)-I, —II,—III and —IV were phase III
randomised clinical trials that evaluated the efficacy and safety of ela-
golix in EAP. The EM-I and EM-II landmark trials were similar trials
conducted over 6 months, while EM-III and EM-IV were 6-month
extension trials of EM-I and EM-II, respectively [20,21]. The EM-I and
EM-II enrolled premenopausal women with a surgically confirmed
diagnosis of endometriosis within the previous 10 years, who were
experiencing moderate or severe EAP [20,21].

A similar study was conducted in India; however, it used an active
comparator, dienogest, making this phase III trial the first of its kind.
This active controlled trial included 230 premenopausal female patients
with documented endometriosis who were treated with 150 mg elagolix
for 24 weeks [22].

Clinical response in dysmenorrhoea and NMPP

At 3 months, in EM-I and EM-II trials, a higher percentage of women
demonstrated a clinically meaningful decrease in dysmenorrhoea and
NMPP along with a reduced or stable use of rescue analgesics with
elagolix at doses of 150 mg once daily (OD) and 200 mg twice daily
(BID) compared to placebo (EM-I: p < 0.001 for all comparisons; EM-II:
P < 0.001 for all comparisons except NMPP, where p = 0.003 for 150 mg
and p < 0.001 for 200 mg) (Table 1). These findings were validated by
pain scores measured using the Numeric Rating Scale (NRS) at 3 months.
The improvements in dysmenorrhoea and NMPP observed at 3 months
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Table 1
Improvement in endometriosis-related pain with elagolix at 3 months from EM-I
and II trials.

Percentage of women with a clinically meaningful reduction in dysmenorrhoea

150 mg OD 200 mg BID
Results after 3 months

EM-I 46.4% 75.8%
EM-II 43.4% 72.4%
Results after 12 months

EM-III 52.1% 78.2%
EM-IV 50.8% 75.9%

Percentage of women with a clinically meaningful reduction in NMPP
Results after 3 months

EM-1 50.4% 54.5%
EM-II 49.8% 57.8%
Results after 12 months

EM-IIT 67.5% 69.1%
EM-IV 66.4% 67.2%

EM: Elaris Endometriosis; NMPP: Non-menstrual chronic pelvic pain; OD: Once
daily; BID: Twice daily.

were sustained over 6 months. Pain reduction with both doses of ela-
golix was observed within the first treatment cycle in dysmenorrhoea,
NMPP and dyspareunia [20].

A first-in-the-world active-controlled phase III study reported that
elagolix was non-inferior to dienogest in reducing the NRS score for pain
from baseline to Day 85. For elagolix, the mean reduction in NRS scores
was — 2.43 + 1.28 at Day 85 and — 4.33 + 1.46 at Day 169, while for
dienogest, it was — 2.47 + 1.26 and — 4.37 + 1.28, respectively. Like-
wise, the reductions in dysmenorrhoea and NMPP scores from baseline
to Days 85 and 169 were comparable between both groups. At Day 169,
the proportion of patients requiring rescue medication was comparable
between the elagolix 150 mg and dienogest 2 mg groups (p > 0.9999)
[22]. The EM-III and EM-IV extension trials evaluated the long-term
efficacy and safety of elagolix for up to 12 months. At 6 months, the
outcomes demonstrated that the long-term responder rates for dysme-
norrhoea and NMPP were comparable to those observed in the EM-I and
EM-II trials, indicating the sustained efficacy of elagolix in the man-
agement of EAP (Table 1) [21].

Expert opinion 1

Experts suggest that elagolix can be considered a probable first
choice of treatment for patients with endometriosis who present with
severe dysmenorrhoea or NMPP in clinical settings. Elagolix 150 mg can
be prescribed for 6 months, after which the patient should be reassessed
to determine the need for further therapy (up to 2 years). Reassessment
should include treatment response and BMD. Although elagolix offers
flexibility in dosing, further evidence is warranted.

Clinical response in dyspareunia

According to the EM-I and EM-II trials, at 3 months, the mean
reduction in dyspareunia scores was significantly greater with elagolix
200 mg BID versus placebo [20]. The EM-III and EM-IV trials also
demonstrated significant reductions in dyspareunia, with elagolix 150
mg OD and 200 mg BID at 6 and 12 months (Table 2) [21].

Table 2
Percentage of women with a clinically meaningful reduction in dyspareunia at 6
and 12 months.

150 mg OD 200 mg BID
At 6 months

EM-IIT 37.2% 58.7%
EM-IV 45.2% 60%

At 12 months

EM-III 43.5% 62.0%
EM-IV 45.9% 58.1%

EM: Elaris Endometriosis; OD: Once daily; BID: Twice daily.
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Expert opinion 2

Experts unanimously emphasised that treatment for endometriosis
should address all symptoms, including dyspareunia and prevent
recurrence. Elagolix has demonstrated significant efficacy in alleviating
dyspareunia in patients with endometriosis.

Reduction in opioid usage

The EM-I and EM-II trials demonstrated that at 3 and 6 months,
women receiving elagolix 200 mg BID used a significantly smaller
amount of rescue analgesics than those on placebo, whereas with 150
mg OD, no significant reduction in analgesic use was observed [20].
Similarly, the EM-III and EM-IV trials showed that the average use of
opioids decreased by 45.1% with elagolix 150 mg OD and 74.5% with a
200 mg BID over 12 months [21].

Clinical response to fatigue

A significant dose-dependent reduction in fatigue was observed with
elagolix at 3 months, with a greater reduction noted at 6 months, based
on the T-scores of the Patient-Reported Outcomes Measurement Infor-
mation System (PROMIS) Fatigue Short Form 6a questionnaire
(Table 3). The improvement was sustained over 12 months, as mean
PROMIS T-scores in the extension study remained similar to those
recorded at 6 months. There was a strong association between pain
reduction and improvement in fatigue [23].

Impact on HRQoL

A post hoc analysis of the EM-I and EM-II trials evaluated HRQoL
using the Endometriosis Health Profile-30 (EHP-30). After 6 months of
treatment, notable improvements were noted across core scales: pain,
control and powerlessness, emotional wellbeing, social support and self-
image with elagolix 200 mg BID compared to placebo, with the highest
improvements observed in pain and control and powerlessness. Elagolix
150 mg OD also enabled improvements across all subscales, except
sexual intercourse, compared with placebo [24].

Women who responded to elagolix in the EM-I and EM-II trials for
dysmenorrhoea showed a notable decrease in EHP-30 scores after 3
months, reflecting enhanced HRQoL. Patients who achieved a clinical
response in dysmenorrhoea or NMPP also had fewer lost hours due to
absenteeism at work and at home compared to those who did not ach-
ieve a clinical response (Table 4) [25].

Expert opinion 3

Experts unanimously agreed that elagolix results in pain relief,
reduction in dyspareunia and resolution of deep infiltrating endome-
triosis (DIE), which can lead to a meaningful improvement in QoL.

Safety and tolerability of elagolix
Common adverse events

Elagolix has exhibited an acceptable safety profile. The most
frequently reported adverse events (AEs) were hot flushes (mild-to-

Table 3
Change from baseline in PROMIS Fatigue Questionnaire T-scores at 3 and 6
months.

150 mg OD 200 mg BID
At 3 —1.66 —4.23
months (95% CI —3.20 to —0.11; p = (95% CI —5.82 to —2.65; p <
0.018) 0.001)
At 6 —-2.21 -5.90
months (95% CI —4.02 to —0.40; p = (95% CI —7.74 to —4.06; p <
0.008) 0.001)
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Table 4
Weekly hours lost among responders and non-responders in EM-I and EM-II
trials.

Results from both DYS responders ~ DYS non- p-value
EM-I and EM-II responders*
trials
0.6 (SE 0.4) 3.2 (SE 0.4) EM-I: p < 0.0001;
EM-II: p = 0.0065
NMPP NMPP non-
responders* responders*
0.2 (SE 0.4) 3.2(SE0.4) EM-I: p < 0.0001;

EM-II: p = 0.0605

EM: Elaris Endometriosis; DYS: Dysmenorrhoea; NMPP: Non-menstrual chronic
pelvic pain; SE: Standard Error.

" DYS or NMPP responders: A patient who met the pain reduction score
threshold for dysmenorrhoea/NMPP at month 3 and did not have an increase in
analgesic use.

" DYS or NMPP non-responders: A patient who did not meet the pain reduction
score threshold for dysmenorrhoea/NMPP and/or had an increase in analgesic
use at month 3.

moderate), headache and nausea. Treatment discontinuation due to hot
flushes occurred in < 1% of women with elagolix 150 mg and in < 3% of
women with elagolix 200 mg [20] Hot flush events continued in the EM-
III and EM-IV trials. Elagolix can be safely used for a longer duration in
patients with symptomatic endometriosis [21].

Impact on bone mineral density

In the EM-I and EM-II trials, both doses of elagolix showed notable
mean decreases from baseline in BMD at the lumbar spine, femoral neck
and total hip versus placebo at 6 months [20]. In the EM-III and EM-IV
trials, >80% of women in the elagolix 150 mg group and > 40% of
women in the elagolix 200 mg group had no change or an increase or a
< 3% decrease from baseline in lumbar spine BMD at 12 months. The
decrease in BMD was dose-dependent, with higher reductions reported
with elagolix 200 mg BID. Further, no women in EM-III and only one
woman treated with 200 mg in EM-IV had a Z-score below —2.0, high-
lighting long-term safety. Moreover, BMD returned toward baseline
after treatment, with the fastest recovery with elagolix 200 mg BID. The
reductions in BMD with elagolix were lower than those with leuprolide
acetate, which showed a 6.3% mean decrease in lumbar spine BMD after
12 months [21].

Kilpatrick et al. reported that premenopausal elagolix treatment led
to only a slight increase in long-term fracture risk and treatment
threshold eligibility in postmenopausal women. The risk difference for
osteoporotic or hip fractures between elagolix and comparator groups
was similar (Table 5). With elagolix 150 mg OD for 12 months, the
proportion of women reaching anti-osteoporotic treatment thresholds
increased by age: 0.36% (ages 50-59), 0.23% (ages 60-69) and 1.79%
(ages 70-79) [26].

Impact on menstrual bleeding patterns and ovulation

The effect of elagolix on menstrual bleeding demonstrated a dose-
dependent reduction in the average number of bleeding and spotting
days, as well as bleeding intensity in patients who reported menstrual

Table 5
Median risk of osteoporotic fractures due to elagolix treatment.

Age group Not treated with Treated with elagolix 150 mg OD (1 year) or
(years) elagolix elagolix 200 mg BID (3 months)

50-59 4.70% 4.73%

60-69 6.79% 7.03%

70-79 10.68% 10.83%

OD: Once daily; BID: Twice daily; Cl: Confidence interval.

OD: Once daily; BID: Twice daily.
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bleeding (Table 6). A dose-dependent increase in the proportion of
women experiencing amenorrhoea was also noted (Table 6). Over 3
menstrual cycles in healthy women, ovulation rates of approximately
50% and 32% were reported with elagolix 150 mg OD and 200 mg BID,
respectively. After 12 months of treatment discontinuation, the rate of
menstrual resumption was favourable with 150 mg OD and 200 mg BID
[15].

Expert opinion 4

Experts opined that elagolix demonstrates a favourable safety profile
while supporting regular menstruation and ovulation. Elagolix, partic-
ularly at the 150 mg dose, is associated with a higher likelihood of
maintaining ovulation during therapy. Furthermore, menstrual cycles
gradually resume after treatment cessation, with near-complete recov-
ery by 6 months compared to Dienogest therapy.

Impact on pregnancy

Elagolix is not classified as a contraceptive despite its ability to
suppress gonadotrophins and ovulation. Ovulation may still occur dur-
ing elagolix treatment, especially at doses that only partially suppress
ovarian oestrogen production [27] Preclinical studies have shown that
elagolix did not cause teratogenic effects [28].

Elagolix versus other therapies

Although currently available hormonal therapies have comparable
effectiveness in relieving EAP, they vary in their safety profiles [29].

Oral contraceptive pills

Combined oestrogen—progestin oral contraceptive pills (OCPs) have
long been used as first-line treatment for endometriosis, despite limited
evidence supporting their effectiveness [30]. Current OCP users have a
lower risk of developing endometriosis, whereas past users show an
increased risk [31]. Similarly, a higher incidence of endometriosis and a
higher risk of DIE were observed among past OCP users. High oestrogen
levels in OCPs may contribute to the progression of endometriosis to a
more invasive form [32].

Dienogest

The FOGSI GCPR guidelines recommend dienogest as the first-line
medical treatment for endometriosis [6]. However, despite its proven
effectiveness, breakthrough bleeding remains a significant concern [33].
Harada et al. reported that all patients treated with dienogest experi-
enced AEs. The most common AEs were breakthrough bleeding or
spotting reported in 95% of patients, followed by hot flushes and
headaches [34]. In a study by Nirgianakis et al., 33% of participants
reported breakthrough bleeding with dienogest, which was associated
with treatment non-response and discontinuation. Primary dysmenor-
rhoea and suspected adenomyosis had a negative correlation with
treatment response [35]. McCormack et al. reported that dienogest 2 mg
resulted in endometrial regression and menstrual bleeding irregularities
[36]. In another study, around 20% of patients experienced irregular

Table 6
Effect of elagolix on menstrual bleeding patterns.

Elagolix 150 mg OD  Elagolix 200 mg BID

After 6 months of treatment

Maintenance of the menstrual cycle  ~ 83% ~ 48%

Amenorrhoea 6%-17% 13%-52%

After 12 months of therapy, the resumption of menses after stopping treatment
15 month of treatment 77% 55%

2" month of treatment 95% 91%

6™ month of treatment 98% 96%

OD: Once daily: BID: Twice daily.
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bleeding patterns within the first 3 months of treatment [37]. Addi-
tionally, worldwide progestin therapy fails to achieve symptom control
in nearly one-third of women, due to progesterone resistance [9].

A randomised controlled phase 3 trial of elagolix and dienogest re-
ported that elagolix 150 mg was non-inferior to dienogest 2 mg in
reducing the NRS score for dysmenorrhoea and NMPP. The incidence of
treatment-emergent adverse events (TEAEs) was also similar in both
groups, with no serious AEs reported [22].

Expert opinion 5

According to the experts, the primary side effect associated with
dienogest is breakthrough bleeding. Additionally, it can lead to mood
changes, particularly irritability and may induce amenorrhoea lasting
up to 6 months. A subset of patients shows no response to progestin
therapy due to progestin resistance. In such scenarios, experts recom-
mend considering elagolix 150 mg as a potential first-line treatment
option for managing EAP.

Injectable leuprolide

In EAP, GnRH agonists such as leuprolide are considered second-line
treatments. However, BMD loss and osteoporosis are the most common
AEs, along with severe hypo-oestrogenic symptoms often requiring add-
back therapy [38]. In comparison with Leuprolide, hot flushes were less
frequent with elagolix. The rates of hot flushes with leuprolide acetate
have been reported to be as high as 84% [39]. Adverse events were more
frequent with leuprolide acetate, both alone and with add-back therapy,
compared to elagolix [40].

Poulos et al. evaluated the preferences of patients with EAP and re-
ported that, compared to Leuprolide, the probability of choosing ela-
golix 150 mg daily was 51.6% in respondents with moderate-to-severe
hot flashes and 60.7% in those without moderate-to-severe hot
flashes. Similarly, the probability of choosing elagolix 200 mg over
leuprolide was 82.6% with hot flashes and 92.6% without hot flashes
[41]. After 12 months of treatment in Elaris EM-III, the mean percentage
reduction from baseline in lumbar spine BMD was —0.63% in the 150
mg OD group (—1.10% in Elaris EM-IV) and —3.60% in the 200 mg BID
group (compared with —3.91% in Elaris EM-IV). No participants in
Elaris EM-III and only one participant receiving elagolix 200 mg BID in
Elaris EM-IV had a Z-score below — 2.0. Among individuals who un-
derwent dual-energy X-ray absorptiometry (DXA) assessment during the
post-treatment phase of Elaris EM-IV, lumbar spine BMD Z-scores (me-
dian and quartiles) demonstrated a trend toward improvement in the
200 mg BID group [21]. In contrast, BMD loss with leuprolide mono-
therapy persisted longer, which was lessened by add-back therapy [39].

After 6 months of treatment with elagolix 150 mg OD, menses
resumed in 59%, 87% and 95% of women within 1, 2 and 6 months
following discontinuation, respectively. Similarly, with elagolix 200 mg
BID, resumption rates were 60%, 88% and 97% at the same time points
[15]. In comparison, leuprolide 3.75 mg monthly showed resumption of
normal menstrual cycles in 7%, 71% and 95% of patients during the 1, 2
and 3 months after treatment cessation, respectively, excluding those
who became pregnant. Leuprolide 3.75 mg induced amenorrhoea in
74% of patients after the 1% month and in 98% after the 2" month of
treatment. However, the incidence of amenorrhea with Elagolix during
the first six months of therapy ranged from 6 to 17% with 150 mg once
daily and 13-52% with 200 mg twice daily [15,39].

Expert opinion 6

Experts recommend that body weight, oestrogen levels and BMD
should be assessed before initiating elagolix and repeated after 6 months
of treatment. Supplementation with calcium and vitamin D, along with
lifestyle modifications to support bone health, should be encouraged for
all women receiving elagolix.

Injectable medroxyprogesterone

Carr et al. compared the effects of elagolix and subcutaneous depot
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medroxyprogesterone acetate (DMPA-SC) on BMD in women with EAP.
At week 24, the mean percentage change in BMD for the spine was —
0.11% with 150 mg OD and — 1.29% with 75 mg BID, compared to
baseline. For the femur, the corresponding changes were — 0.47% and —
1.02%, respectively. In comparison with DMPA-SC, the changes were —
0.99% for the spine and — 1.29% for the femur at week 24. Thus, there
were minimal effects on BMD with elagolix and DMPA-SC. Elagolix was
non-inferior to DMPA-SC in improving EAP and was associated with less
uterine bleeding [28].

A network meta-analysis of 31 randomised controlled trials (RCTs)
concluded that elagolix alone was one of the most effective treatments
for reducing dysmenorrhoea and dyspareunia compared to other op-
tions, such as injectable GnRH agonists, other oral GnRH antagonists,
progestins, combined oral contraceptive (COC) pills and placebo (SMD:
—2.89, 95% CI: —5.28 to — 0.50). In terms of dyspareunia, elagolix was
the only treatment that showed a significant improvement versus pla-
cebo (SMD: —1.32, 95% CI: —2.55 to — 0.08). Elagolix monotherapy was
found to be more effective than elagolix combined with add-back ther-
apy [42].

Expert opinion 7

Experts agreed that, in comparison to current therapies, elagolix
shows a more favourable safety profile and is non-inferior in terms of
efficacy, while offering the added benefit of convenient oral adminis-
tration for the management of EAP. In cases of scar endometriosis,
elagolix has shown potential to enable pain resolution.

Elagolix with add-back therapy

To minimise the impact of hypoestrogenic effect on BMD, the use of
“add-back” hormonal replacement therapy (ABT) has been recom-
mended alongside GnRH antagonist treatment [13]. ABT, consisting of
1 mg oestradiol and 0.5 mg norethindrone acetate OD, has been shown
to mitigate hypoestrogenic effects associated with elagolix. An ongoing
Phase 3 trial assessed the efficacy, tolerability and BMD outcomes of
elagolix with ABT in the treatment of EAP. For dysmenorrhoea,
responder rates using last observation carried forward (LOCF) to impute
missing data were 62.8% in the elagolix plus ABT group compared with
23.7% in the placebo group (p < 0.001). For NMPP, LOCF-based
responder rates were 51.3% with elagolix plus ABT versus 36.8% with
placebo (p < 0.001). At months 6 and 12, the mean percentage change in
BMD from baseline with elagolix plus ABT remained < 1% and was
comparable to placebo across all anatomical sites [18].

Adenomyosis and heavy menstrual bleeding

Approximately 20% of adenomyosis cases occur in women under 40
years of age [43]. Elagolix has emerged as a promising treatment for
adenomyosis, effectively reducing heavy menstrual bleeding (HMB).
Jubaida et al. reported that after 3 months, the mean Visual Analogue
Scale (VAS) score decreased significantly more with elagolix 200 mg OD
than with dienogest 2 mg OD in patients with symptomatic adeno-
myosis. HMB was reported in only 3.7% of patients taking elagolix
versus 23.1% taking dienogest (p < 0.05) [44]. The first case report of
elagolix 150 mg/day in uterine adenomyoma described a 41-year—old
woman who experienced complete resolution of pelvic pain and no
discernible mass associated with diffuse adenomyosis a month post-
treatment, highlighting its debulking effect [45].

Expert opinion 8

In clinical practice, notable reductions in uterine size have been
observed in patients with adenomyosis; however, more robust clinical
evidence is needed to substantiate these findings.

Pre- or post-laparoscopic surgery in endometriosis

Laparoscopic excision poses a major challenge of disease recurrence
post-surgery. A meta-analysis confirmed that 6 months of post-surgical
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GnRH analogue therapy reduced the risk of endometriosis recurrence
[46]. The 2024 FOGSI-ICOG GCPR guidelines recommend elagolix for
the management of DIE-associated symptoms, with notable improve-
ments when administered either before or after surgery [6].

Expert opinion 9

According to experts, elagolix offers the advantage of faster reversal
of hormonal levels following treatment discontinuation compared to
GnRH agonists. This is particularly beneficial for women undergoing
laparoscopic surgery for endometriosis, as it facilitates quicker return of
reproductive function and enhances the chances of conception. Elagolix
could be considered a valuable therapy for both pre- and post-
laparoscopic management in endometriosis.

Conclusion

Elagolix has emerged as a promising therapeutic approach, offering a
significant reduction in EAP and improvement in QoL for women
affected by endometriosis. Compared to conventional interventions,
elagolix demonstrates a superior safety profile with fewer incidences of
hypo-oestrogenic effects. Backed by robust clinical evidence and
endorsed by FOGSI, elagolix could be considered a potential future first-
line treatment option for EAP, marking an important step forward in
modern gynaecological care.
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