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Abstract
Endometriosis is a chronic, estrogen‑dependent disorder that places a considerable physical, psychosocial,
and economic burden on women of reproductive age in India. Diagnostic delays, variation in clinical
presentation, and uncertainty regarding the optimal use of newer oral therapies continue to complicate
routine care. Elagolix, an oral gonadotropin‑releasing hormone (GnRH) receptor antagonist, has recently
been approved in India for the treatment of moderate to severe endometriosis‑associated pain; however,
guidance tailored to Indian clinical practice has been lacking.

To address this unmet need, an expert consensus was developed to provide practical recommendations for
the evaluation and management of endometriosis, with a specific focus on the positioning of elagolix in
women who are not actively pursuing fertility. A structured modified Delphi approach was used, beginning
with statement development by a steering committee, followed by regional expert panel discussions across
India and anonymous validation using a 5‑point Likert scale. Consensus was obtained with at least 75%
agreement among participating experts.

Eleven consensus statements were finalized, addressing early recognition, diagnostic strategies, empirical
medical treatment, and the appropriate selection, dosing, and monitoring of elagolix. The panel emphasized
early diagnosis, skilled transvaginal ultrasonography as first‑line imaging, and medical therapy as the
foundation of pain management in non‑fertility‑seeking women. Elagolix was recognized as an effective
oral option for selected patients, particularly those with inadequate response or intolerance to first‑line
hormonal therapies, when used with individualized risk-benefit assessment.

These consensus recommendations aim to support informed, context‑appropriate decision‑making and
optimize long‑term medical management of endometriosis‑associated pain in routine clinical practice.

Categories: Urology, Obstetrics/Gynecology, Pain Management
Keywords: elagolix, endometriosis, endometriosis-related pain, gnrh antagonist, indian consensus

Introduction And Background
In India, endometriosis poses a significant clinical and socioeconomic burden, affecting an estimated 42
million women [1]. It contributes to dysmenorrhea (77%), chronic pelvic pain (34%), and dyspareunia (23%)
[2]. Endometriosis is also reported in up to 30% of adolescent girls presenting with secondary dysmenorrhea
[1]. Furthermore, among infertile women undergoing diagnostic laparoscopy in Indian tertiary care centers,
endometriosis was identified in 22.3%-48.4% of women, highlighting its substantial contribution to
infertility in clinical practice [3,4]. Beyond its physical manifestations, endometriosis is strongly associated
with anxiety, depression, reduced productivity, and impaired social functioning, collectively contributing to
substantial socioeconomic burden and a marked decline in quality of life [5,6]. Pharmacological
management for endometriosis has evolved from non-steroidal anti-inflammatory drugs (NSAIDs) and
estrogen-progesterone combined pills to progestins, and later to gonadotropin-releasing hormone (GnRH)
agonists and antagonists. While NSAIDs and combined oral contraceptives (COCPs) can reduce
inflammatory symptoms, they have a limited impact on disease progression and often fail to provide
adequate and sustained control of chronic pain or address infertility [7]. Progestins such as dienogest have
demonstrated efficacy in reducing pelvic pain and preventing post-surgical recurrence in long-term studies
[8]. However, bleeding irregularities and mood-related adverse effects are among the more commonly
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reported adverse events with dienogest. Changes in bone mineral density (BMD) are generally small in adult
women but may be of greater concern in adolescents and younger patients [9].

Later, GnRH agonists became a mainstay for moderate to severe endometriosis pain, acting through
pituitary receptor downregulations [10]. Nevertheless, their use is limited by an initial symptom flare,
pronounced hypoestrogenic adverse effects (including vasomotor symptoms and bone loss), parenteral
administration, and the requirement for add-back therapy to mitigate side effects and preserve bone health
[10,11].

GnRH antagonists induce a rapid onset of clinical effects, without the flare-up effect seen with agonists.
GnRH antagonists have been used for the treatment of pathological conditions, such as endometriosis and
uterine fibroids. Elagolix, an oral non-peptide GnRH antagonist, was recently approved in India for
moderate to severe pain associated with endometriosis and has demonstrated its efficacy and an acceptable
safety profile in global clinical trials [12].

In addition to elagolix, other oral GnRH antagonists have demonstrated efficacy in the management of
endometriosis-associated pain. Relugolix combination therapy (relugolix 40 mg, estradiol 1 mg, and
norethisterone acetate 0.5 mg) significantly improved dysmenorrhea and non-menstrual pelvic pain
compared with placebo in the phase 3 SPIRIT 1 and SPIRIT 2 trials, while minimizing bone mineral density
loss through concomitant add-back therapy [13]. Similarly, linzagolix demonstrated significant reductions in
endometriosis-associated pain in the phase 3 EDELWEISS 3 trial, with sustained efficacy observed in the
EDELWEISS 6 extension study [14]. These findings support the expanding role of oral GnRH antagonists in
endometriosis management [15]. However, while relugolix-containing therapies are approved in India for
uterine fibroids, they are not currently approved for endometriosis-associated pain, and linzagolix is
currently neither approved nor available in India [16].

Rationale of consensus
Elagolix received regulatory approval in India in August 2024 and is supported by global evidence for the
management of endometriosis‑associated pain [13,16]. Currently, there are no published studies evaluating
its use in Indian patients with endometriosis. To address this evidence gap and provide context‑relevant use
in routine Indian clinical practice, an expert consensus was developed.

Review
Methodology
The development of consensus statements on the role of elagolix in endometriosis care within the Indian
clinical context required a structured, transparent, and inclusive approach to address real-world practice.

We considered a structured modified Delphi approach to generate clinically actionable consensus
statements. In this, we incorporated face-to-face discussion after the development of draft statements by
the steering committee. This allowed experts to clarify interpretations, examine evidence collectively, and
resolve disagreements through discussion. Since the 5-point Likert scale is simple, familiar, and widely used
in the modified Delphi approach, we incorporated this voting method. This helped us capture expert
agreement more clearly and in a way that aligns well with current Indian consensus practices [17]. This
initiative is aimed at developing consensus-based recommendations for the diagnosis and management of
endometriosis in India, with particular emphasis on women who are not currently seeking infertility
treatment [18].

Steering committee
A steering committee comprising six obstetrics and gynecology experts was constituted to lead the
consensus process. Members were selected based on their clinical expertise (>15 years of experience) in
gynecology, academic contributions to the field, and willingness to participate. The steering committee was
responsible for drafting the initial consensus statements.

Development of draft consensus statements
The consensus process began with a literature review conducted by a steering committee to identify
knowledge gaps and formulate preliminary statements. A literature search was performed in PubMed,
Google Scholar, and the Cochrane Library using terms such as “elagolix,” “endometriosis,” “GnRH
antagonists,” “endometriosis in India,” “endometriosis guidelines,” “consensus,” and “endometriosis pain
management,” restricted to publications from 2015 to 2025. Based on the evidence retrieved, 13 provisional
statements were drafted across three domains: diagnosis, management of endometriosis, and role of
elagolix.

Constitution of expert panel
Considering the heterogeneity in the patient population and endometriosis care, experts were selected to
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ensure broad geographic representation across the country. A total of 74 experts were organized into 6
expert panels; a total of 12 obstetrics and gynecology specialists were part of each of the 5 expert panels,
and in the sixth expert panel, a total of 14 obstetrics and gynecology specialists were involved. Selection of
experts was based on predefined inclusion criteria, which required a minimum of 10 years of clinical
experience.

Refinement of consensus statements through regional panel meetings
A total of six round-table meetings were conducted across India to refine the preliminary consensus
statements. Sites included Chennai, Delhi, Hyderabad, Mumbai, Nagpur, and Pune. At each site, a two-hour
meeting was conducted, which followed a standardized agenda: (a) presentation of current statements with
supporting evidence (20 minutes) and (b) discussion of each statement among the experts based on real
clinical practice and guideline recommendations. Across these meetings, 42 actionable suggestions were
generated. Based on collective expert deliberation, 2 statements were removed (Appendix I), and the final
set of 11 consensus statements was established (Figure 1).

FIGURE 1: Modified Delphi approach for the consensus development

Consensus validation
Independent validation of the finalized statements was conducted using a 5‑point Likert scale anonymous
voting process involving all 74 experts. The finalized 11 draft statements were circulated to all the experts
via mail, and responses were collected through a structured Google Form. The voting options included
“accept completely,” “accept with some reservations,” “accept with major reservations,” “reject with
reservations,” and “reject completely.” A statement was labeled “accepted” if ≥75% of respondents selected
either “accept completely” or “accept with some reservations”. Similarly, a statement was considered
rejected if 75% or more of the participants opted for “reject completely” or “reject with
reservations.” Consensus voting was used only to determine agreement with the statements.

For statements that achieved consensus, the Level of Evidence (LoE) and Strength of Evidence (SoE) were
assigned separately by the steering committee based on appraisal of the supporting literature using a
modified framework adapted from the Canadian Task Force on the Periodic Health Examination, as
summarized in Table 1 [19].
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Quality of Evidence Strength of Evidence

Grade Description Grade Description

I Evidence obtained from at least one RCT A
There is good evidence to support the
statement

II-1 Evidence from well-controlled trials without randomization B
There is fair evidence to support the
statement

II-2 Evidence from a well-designed cohort or case-control study C
There is poor evidence to support the
statement

II-3
Evidence from comparisons between time or place with or without
intervention

D There is fair evidence to refute the statement

III Opinion of experienced authorities and expert committees E
There is good evidence to refute the
statement

TABLE 1: Quality and Strength of Evidence
RCT: randomized controlled trial

Ethical approval
Ethical approval was not required for this consensus study, as the recommendations were developed through
expert opinion and review of published literature, without the involvement of patients, human participants,
or identifiable personal data.

Expert consensus
Evaluation and Diagnosis of Endometriosis

Statement 1: Awareness, early referral, and timely management of endometriosis can reduce morbidity and
recurrence, and improve quality of life (consensus percentage: 100% (accept completely: 83.8%, accept with
some reservation: 16.2%), LoE: II-2, SoE: C).

International guidelines consistently emphasize early recognition and referral to reduce diagnostic delay
and improve outcomes. The 2022 ESHRE and 2024 NICE guidelines strongly recommend prompt evaluation
and referral to specialized care pathways to minimize disease progression and enhance quality of life [20,21].
Evidence from a systematic review and meta‑analysis shows that postoperative dienogest therapy
significantly reduces recurrence after conservative surgery compared with no postoperative hormonal
treatment, underscoring the broader principle that early and appropriate medical management can mitigate
recurrence risk [22]. Additionally, a prospective cohort study of 205 women reported greater quality-of-life
improvement when treatment was initiated at earlier stages of disease, reinforcing the clinical value of early
intervention [23]. Collectively, these findings highlight that awareness, early referral, and timely
management are pivotal determinants of long‑term outcomes in endometriosis care.

Statement 2: A comprehensive evaluation with detailed menstrual, family, and systemic history is essential,
as non-specific cyclical or persistent symptoms may indicate underlying endometriosis (consensus
percentage: 100% (accept completely: 63.5%, accept with some reservation: 36.5%), LoE: III, SoE: B).

Diagnosis of endometriosis remains largely symptom-driven, and a normal ultrasound does not exclude
disease when clinical suspicion is high. ESHRE and NICE guidelines emphasize comprehensive history
taking, including menstrual characteristics, pain patterns, infertility history, and family history, to reduce
diagnostic delay [20,21]. A large prospective two-phase observational study across 19 hospitals (n=1,396)
demonstrated that structured symptom-based models modestly predicted any-stage disease (area under the
curve (AUC): ~0.68) and more accurately predicted stage III/IV disease (AUC: ~0.85), supporting systematic
history and symptom phenotyping to prioritize referral pathways [24]. Familial predisposition further
strengthens clinical suspicion. NICE-based summaries and observational data indicate that a first-degree
relative with endometriosis increases disease likelihood and may be associated with advanced-stage
presentation [25,26]. Implementing standardized history parameters and structured pain phenotyping in
outpatient settings may help shorten diagnostic pathways and align management with patient goals.

Statement 3: In women with suspected endometriosis, transvaginal ultrasound (TVUS) is the preferred first-
line investigation, with transabdominal ultrasound or magnetic resonance imaging (MRI) reserved for
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clinically indicated cases (consensus percentage: 91.9% (accept completely: 70.3%, accept with some
reservation: 21.6%), LoE: II-1, SoE: A).

Meta-analyses confirm that transvaginal ultrasound (TVUS) has high diagnostic accuracy for deep
endometriosis, with a pooled sensitivity of 0.85 and a specificity of 0.92, comparable to magnetic resonance
imaging (MRI) (sensitivity: 0.83, specificity: 0.95) [27,28]. Current ESHRE guidelines recommend skilled
TVUS as first-line imaging for suspected endometriosis, particularly for ovarian endometriomas and deep
lesions, with MRI reserved for complex mapping or equivocal findings [20]. Complementary evidence from
Cochrane reviews and international imaging consensus statements confirms that neither TVUS nor MRI can
reliably exclude superficial peritoneal disease, but these modalities together provide accurate mapping of
clinically significant lesions to guide management decisions [29,30]. Collectively, these data support an
evidence‑based, resource‑sensitive approach in which TVUS is used first, with MRI or transabdominal
ultrasound reserved for cases where clinically indicated.

Statement 4: Cancer antigen 125 (CA-125) is not recommended for routine diagnosis or exclusion of
endometriosis but may be used to monitor disease progression in conservatively managed patients
(consensus percentage: 91.9% (accept completely: 59.5%, accept with some reservation: 32.4%), LoE: I, SoE:
A).

Cancer antigen 125 (CA-125) demonstrates limited sensitivity (~52%) but relatively high specificity (~93%)
at thresholds ≥30 U/mL, functioning as a rule-in rather than rule-out test [31]. A Cochrane diagnostic review
concluded that no blood biomarker, including CA-125, is sufficiently accurate to replace diagnostic
evaluation or be recommended for routine clinical diagnosis [32]. However, limited observational data
suggest that rising CA-125 levels may correlate with recurrence in select postoperative populations. While
not suitable for screening or exclusion, CA-125 may have adjunctive value in longitudinal monitoring under
specific clinical circumstances [20,21]. Overall, CA-125 should not be used to exclude disease but may be
selectively employed for monitoring in individualized management strategies.

Management of Endometriosis

Statement 5: In women with clinically suspected endometriosis not seeking fertility, empirical therapy with
progestins may be initiated prior to or alongside diagnostic modalities (consensus percentage: 90.6% (accept
completely: 56.8%, accept with some reservation: 33.8%), LoE: I, SoE: A).

Major guidelines, including ESHRE, NICE, and FOGSI guidelines, endorse empirical hormonal therapy
without mandatory diagnostic laparoscopy in symptomatic women not seeking pregnancy [20,21,33]. In
resource-sensitive settings, accessible and cost-effective options such as progestins and levonorgestrel-
releasing intrauterine (LNG-IUS) remain pragmatic first-line choices. Empirical therapy should be aligned
with patient preferences, bleeding patterns, and tolerability, with symptomatic response guiding further
escalation [20,21,33]. Before initiating empirical therapy, appropriate clinical evaluation should be
undertaken to exclude alternative causes of pelvic pain and clinically significant adnexal pathology that may
require further investigation or management [27].

A meta-analysis of randomized controlled trials (RCTs) demonstrated significant pain reduction compared
with placebo (standardized mean difference (SMD): -0.61; 95% confidence interval (CI): -0.77 to -0.45)
[21,34-36]. Contemporary network meta-analyses further confirm the efficacy of progestin-only regimens
across pain domains, supporting their role as appropriate initial therapy in symptomatic patients not
pursuing pregnancy [34,37].

Statement 6: In women not seeking fertility, medical therapy, including hormonal interventions, should be
offered as first-line treatment to reduce endometriosis-associated pelvic pain (consensus percentage: 95.9%
(accept completely: 60.8%, accept with reservation: 35.1%), LoE: I, SoE: A).

A 2024 network meta-analysis of 45 RCTs demonstrated consistent reductions in dysmenorrhea,
dyspareunia, and overall pelvic pain with combined oral contraceptives (COCPs) and progestins compared
with placebo [38]. Long-term randomized data (PRE-EMPT trial, n=405) showed sustained pain
improvement at three years with either long-acting progestogens or COCPs following surgery, supporting
the durability of hormonal suppression strategies [39]. Guidelines consistently recommend NSAIDs
combined with hormonal suppression as first-line therapy, reserving surgery for refractory symptoms,
complications, or fertility indications [20,40]. These findings reinforce medical therapy as the cornerstone of
initial management in non-fertility-seeking women, with shared decision-making central to optimizing
long-term adherence and outcomes.

Elagolix in the Management of Endometriosis Pain

Elagolix is an oral, non-peptide GnRH receptor antagonist. Elagolix 150 mg and 200 mg tablets were
approved for the management of moderate to severe pain associated with endometriosis by the US FDA in
July 2018 and by the Drugs Controller General of India (DCGI) in August 2024. In women with normal liver
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function or mild hepatic impairment (Child-Pugh A), elagolix is typically prescribed at 150 mg once daily for
up to 24 months; however, in those experiencing significant dyspareunia, a higher dose of 200 mg twice
daily may be used for a shorter duration of up to 6 months. For patients with moderate hepatic impairment
(Child-Pugh B), treatment should be limited to 150 mg once daily for no more than six months. Elagolix is
contraindicated during pregnancy, in women with osteoporosis or severe hepatic dysfunction (Child-Pugh
C), and in those receiving strong Organic Anion Transporting Polypeptide 1B1 (OATP1B1) inhibitors [41].

Pharmacokinetic evaluations demonstrate rapid oral absorption (median time to peak concentration ≈ 1
hour). Plasma protein binding was 80%. Exposure (area under the plasma concentration-time curve (AUC))
and Cmax were reduced by 24 and 36%, respectively, when elagolix was administered with a high-fat meal
relative to fasting. The elimination half-life is approximately 4-6 hours. The pharmacokinetic properties of
elagolix are not affected to a clinically meaningful extent by body weight, body mass index, or race/ethnicity
[42].

Elagolix binds competitively to pituitary GnRH receptors, blocking endogenous GnRH signaling. Elagolix
produces rapid and dose-dependent suppression of luteinizing hormone (LH) and follicle-stimulating
hormone (FSH), resulting in reduced ovarian estradiol concentrations and attenuation of estrogen-
dependent endometriotic activity. In contrast to GnRH agonists, elagolix does not cause an initial flare and
allows graded suppression of estradiol, with median estradiol levels reduced to approximately 42 pg/mL
with 150 mg once daily and 12 pg/mL with 200 mg twice daily in phase 3 studies [43,44].

In the pivotal ELARIS EM-I and EM-II trials, both 150 mg once daily and 200 mg twice daily regimens
significantly improved dysmenorrhea and non-menstrual pelvic pain compared with placebo at three
months, with sustained responses through six months. Dysmenorrhea responder rates ranged from 43.4% to
46.4% with elagolix 150 mg once daily and 72.4% to 75.8% with elagolix 200 mg twice daily, compared with
19.6% to 22.7% with placebo. Corresponding responder rates for non-menstrual pelvic pain were 49.8%-
50.4% and 54.5%-57.8% with the respective elagolix regimens, compared with 36.5% in placebo-treated
women [43]. Extension studies further demonstrated maintenance of response up to 12 months in a
substantial proportion of women, alongside improvements in dyspareunia and reductions in rescue
analgesic use, translating into clinically meaningful enhancement of patient-reported outcomes and quality
of life [45]. Across trials, elagolix was generally well tolerated; the most common adverse events included hot
flushes, headache, nausea, insomnia, and mood changes, with dose-dependent decreases in bone mineral
density (BMD) supporting defined duration limits of therapy.

Dose-dependent increases in serum lipid parameters, including low-density lipoprotein (LDL) cholesterol
and triglycerides, have also been observed with elagolix therapy [46,47].

Most clinical guidelines recommend GnRH antagonists such as elagolix as a second‑line treatment for
endometriosis. A substantial number of women with endometriosis exhibit progesterone resistance, which
can limit the effectiveness of progestin‑based therapies. Elagolix provides a mechanistically appropriate
option for these patients, offering therapeutic benefit when progestins fail to produce adequate results.
Collectively, its oral administration, rapid onset, dose flexibility, and well-characterized benefit-risk profile
position elagolix as a valuable therapeutic option within individualized, long-term management strategies
for endometriosis-associated pain [42].

Statement 7: There is clinical evidence supporting elagolix for the management of endometriosis-associated
pelvic pain, although it is not necessarily the first-line therapy (consensus percentage: 89.2% (accept
completely: 67.6%, accept with reservation: 21.6%), LoE: I, SoE: A).

Phase 3 trials of elagolix demonstrated significant reductions in dysmenorrhea and non-menstrual pelvic
pain with elagolix compared to placebo at three months and sustained till six months [43]. A systematic
review/meta‑analysis validates these benefits across pain domains (overall pain, dysmenorrhea,
non‑menstrual pelvic pain, and dyspareunia), while noting higher rates of non‑serious adverse events
relative to placebo [44]. Long-term extension studies demonstrate sustained pain reduction for up to 12
months; however, dose‑related decreases in BMD may occur and require monitoring of bone health [45].
These findings establish elagolix as an effective therapeutic option, typically positioned after failure or
intolerance of first-line hormonal therapies.

Statement 8: Elagolix 150 mg once daily is recommended for moderate to severe pain associated with
endometriosis for up to 24 months. Elagolix 200 mg BID is a considerable option for moderate to severe pain
associated with dyspareunia for 6 months, followed by 150 mg once daily (consensus percentage: 93.3%
(accept completely: 67.6%, accept with reservation: 25.7%), LoE: I, SoE: A).

Dosing of elagolix should be individualized according to symptom severity and patient characteristics. The
150 mg once-daily regimen may be administered for up to 24 months in women with moderate symptoms,
whereas the 200 mg twice-daily regimen is recommended for up to 6 months in those with severe pain,
particularly when dyspareunia is prominent. Limitation of treatment duration is dose-dependent and driven
by a reduction in BMD due to reduced estrogen level; elagolix is contraindicated in severe hepatic
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impairment and requires restriction in moderate hepatic impairment [43,46].

Efficacy and dose selection are supported by phase 3 trials and meta-analyses. In the ELARIS EM-I and EM-II
studies (N≈1,700), both 150 mg once daily and 200 mg twice daily significantly improved dysmenorrhea and
non-menstrual pelvic pain compared with placebo at 3-6 months, demonstrating clear dose-dependent
effects. Improvements in dyspareunia were more pronounced and consistent with the 200 mg twice-daily
regimen, supporting its use in women with prominent dyspareunia. Long-term extension studies (EM-III
and EM-IV) confirmed maintenance of pain relief for up to 12 months, while also demonstrating dose-
related declines in BMD that justify defined duration limits and step-down strategies [43,45,46].

Statement 9: Elagolix can be considered as an alternative option for women with endometriosis-associated
pelvic pain not responding to prior therapies (consensus percentage: 89.2% (accept completely: 62.2%,
accept with reservation: 27.0%), LoE: II-3, SoE: B).

For women with inadequate response or intolerance to prior therapies (e.g., progestins/COCPs), elagolix is a
reasonable alternative, supported by extension studies (EM-III and EM-IV) demonstrating sustained efficacy
and acceptable safety over 12 months. Advantages include rapid onset, no flare, oral administration,
predictable reversibility, and the option of add‑back therapy to support longer‑term tolerability [45,48]. In
India, elagolix provides a non‑injectable choice aligned with patient preferences; selection should consider
cost, access, and monitoring capacity [49,50].

Statement 10: Compared to GnRH agonists, elagolix 150 mg once daily for up to 24 months reported lower
bone mineral density-related side effects, minimizing the need for add-back therapy (consensus percentage:
91.9% (accept completely: 55.4%, accept with reservation: 36.5%), LoE: III, SoE: C).

Elagolix shows dose-dependent BMD reduction, smaller at 150 mg QD than at 200 mg BID, and does not
mandate add-back therapy as per label [46,48].

A recent systematic review and meta-analysis of randomized controlled trials reported significantly less
bone mineral density reduction with GnRH antagonists than with GnRH agonists. However, bone mineral
density changes remain dose- and duration-dependent and should be considered when selecting treatment
duration and monitoring strategies [51].

Emerging evidence suggests that concomitant add-back therapy (estradiol 1 mg plus norethindrone acetate
0.5 mg) may attenuate BMD loss during extended treatment, particularly when higher doses are used [52].

Accordingly, clinicians should proactively counsel patients that elagolix may cause dose‑related
hypoestrogenic adverse effects, most commonly hot flushes/night sweats, headache, nausea, insomnia, and
mood changes, which are generally more frequent at higher doses. Given the dose‑ and duration‑dependent
impact on bone mineral density, therapy should be aligned to the lowest effective dose and appropriate
duration, with bone health risk assessment (and BMD assessment when clinically indicated) incorporated
into follow‑up, particularly in women with additional risk factors [46,47,53].

Patients should be informed that menstrual bleeding may decrease or stop, which can reduce the ability to
recognize pregnancy, and pregnancy testing should be performed if pregnancy is suspected. We recommend
advising effective non‑hormonal contraception during treatment and for 28 days after discontinuation and
noting that estrogen‑containing contraceptives may reduce elagolix efficacy. Clinicians should also counsel
on red flag symptoms and promptly evaluate patients with new or worsening depression/anxiety or suicidal
ideation, or symptoms suggestive of liver injury (e.g., jaundice or dark urine), with reassessment of benefit
and risk if such events occur [46,47,53].

Statement 11: Elagolix may be considered as a first-line therapy for selected patients with endometriosis,
such as those with dyspareunia (consensus percentage: 90.6% (accept completely: 56.8%, accept with
reservation: 33.8%), LoE: I, SoE: B).

Although guidelines recommend progestins/COCPs as first-line therapy, the expert panel acknowledged
scenarios in which elagolix may be an appropriate initial option. These include intolerance or
contraindication to estrogen- or progestin-based therapies, patient preference for a non-contraceptive oral
agent, or the need for rapid, reversible ovarian suppression [20].

Progestin intolerance is clinically relevant in routine practice. Cohort data with dienogest report
discontinuation rates approaching 20% within the first year, most commonly due to irregular bleeding, mood
changes, reduced libido, and vaginal dryness [54,55].

In such women, an oral GnRH antagonist offers a non‑progestin mechanism of action. However, as current
guidelines do not formally position elagolix as first-line therapy, its use in this context should be
individualized and supported by shared decision-making, with appropriate documentation of risks and
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benefits (Figure 2 and Figure 3) [31,46].

FIGURE 2: Algorithm for the management of endometriosis
ART: assisted reproductive technology, CA-125: cancer antigen 125, MRI: magnetic resonance imaging, NSAID:
non-steroidal anti-inflammatory drug, OC: oral contraceptive, TVUS: transvaginal ultrasound, TAUS:
transabdominal ultrasound

FIGURE 3: Elagolix use in endometriosis management
BMD: bone mineral density, LFT: liver function test
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To support shared decision‑making and safe, appropriate use of elagolix, patients should be counselled on
expected hypoestrogenic effects, contraception requirements, and red flag symptoms. A brief checklist of
routine practice is provided in Table 2.

Before initiating

Exclude pregnancy (or start within 7 days of menses)

Counsel: bleeding may reduce/stop, so pregnancy may be harder to recognize

Non-hormonal contraception during treatment and for 28 days after stopping

Consider/check baseline lipid profile

Bone risk screen; BMD scan (DEXA) if risk factors for osteoporosis or when treatment beyond 12 months is anticipated; do not use in
known osteoporosis

Mood history screen (depression/anxiety/suicidality)

Review liver history; counsel on liver injury symptoms

Discuss treatment cost/affordability

During treatment

Explain common AEs: hot flush/night sweats, headache, nausea, insomnia, mood changes

Bone protection: calcium/vitamin D + weight-bearing activity

If continuing in risk patients, repeat BMD at ~1 year (as clinically indicated)

Follow-up and stop/urgent review

Schedule follow-up at 4-6 weeks and ~3 months

Stop if pregnant; evaluate promptly if pregnancy suspected

Urgent review: new/worsening depression, anxiety, suicidal thoughts/behavior

Urgent review: jaundice/dark urine or other liver injury symptoms

TABLE 2: Checklist for patient counseling for elagolix
BMD: bone mineral density, AE: adverse events

Final Consensus Statements

Based on evidence, experts agreed on the following statements in the meeting (Table 3).

 

2026 Gupte et al. Cureus 18(11): e119395. DOI 10.7759/cureus.119395 9 of 14

javascript:void(0)
javascript:void(0)


Consensus statements
Consensus
percentage

LoE
and
SoE

Section 1: Evaluation and diagnosis of endometriosis

1
Awareness, early referral, and timely management of endometriosis can reduce morbidity and recurrence, and
improve quality of life.

100%
II-2,
C

2
A comprehensive evaluation with detailed menstrual, family, and systemic history is essential, as non-specific
cyclical or persistent symptoms may indicate underlying endometriosis.

100%
III,
B

3
In women with suspected endometriosis, transvaginal ultrasound is the preferred first-line investigation, with
transabdominal ultrasound or MRI reserved for clinically indicated cases.

91.9%
II-1,
A

4
CA-125 is not recommended for routine diagnosis or exclusion of endometriosis but may be used to monitor
disease progression in conservatively managed patients

91.9% I, A

Section 2: Management of endometriosis and role of elagolix

5
In women with clinically suspected endometriosis not seeking fertility, empirical therapy with progestins may be
initiated prior to or alongside diagnostic modalities.

90.6% I, A

6
In women not seeking fertility, medical therapy, including hormonal interventions, should be offered as first-line
treatment to reduce endometriosis-associated pelvic pain.

95.9% I, A

7
There is clinical evidence supporting elagolix for the management of endometriosis-associated pelvic pain,
although it is not necessarily the first-line therapy.

89.2% I, A

8
Elagolix 150 mg OD is recommended for moderate to severe pain associated with endometriosis for up to 24
months. Elagolix 200 mg BID is a considerable option for moderate to severe pain associated with dyspareunia
for 6 months, followed by 150 mg OD.

93.3% I, A

9
Elagolix can be considered as an alternative option for women with endometriosis-associated pelvic pain not
responding to prior therapies.

89.2%
II-3,
B

10
Compared to GnRH agonists, elagolix 150 mg once daily for up to 24 months reported lower bone mineral
density-related side effects, minimizing the need for add-back therapy.

91.9%
III,
C

11
Elagolix may be considered as a first-line therapy for selected patients with endometriosis, such as those with
dyspareunia.

90.6% I, B

TABLE 3: Final consensus statements
All recommendations regarding elagolix in this consensus apply to adult women (≥18 years of age) unless otherwise specified.

CA-125: cancer antigen 125, LoE: Level of Evidence, MRI: magnetic resonance imaging, OD: once daily, SoE: Strength of Evidence

Limitations
This expert consensus has certain limitations. First, the recommendations are based on a structured
literature review and expert opinion rather than a formal systematic review or meta-analysis, which may
introduce selection bias. Although the level and strength of evidence were graded using a modified
framework adapted from the Canadian Task Force on the Periodic Health Examination, the grading process
relied on expert assessment and was not supported by a formal systematic evidence review, which may
introduce subjectivity in evidence interpretation and recommendation development.

Second, the consensus process involved a single round of anonymous voting following regional expert
discussions. While this approach facilitated broad participation, it may have limited opportunities for
iterative refinement of statements and reassessment of areas of disagreement. The expert panel consisted
exclusively of obstetricians and gynecologists with experience in endometriosis management and therefore
may not fully reflect the perspectives of other relevant stakeholders, including reproductive
endocrinologists, pain specialists, primary care physicians, and multidisciplinary care teams.

Third, patient representatives were not involved in the consensus development process. Consequently,
patient preferences, experiences, and patient-reported outcomes may not be fully represented in the final
recommendations.
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Fourth, although a structured consensus methodology and anonymous expert voting were employed to
minimize bias, the possibility of perceived conflict of interest cannot be completely excluded.

Fifth, variability in real-world clinical practices and limited India-specific data on elagolix may affect the
generalizability of the recommendations. Furthermore, the scope of this consensus was focused specifically
on elagolix and did not include a systematic comparative evaluation of other GnRH antagonists or
alternative medical therapies for endometriosis, which may limit broader treatment comparisons.

Finally, as emerging evidence continues to evolve, some recommendations may require future updates to
remain aligned with the latest clinical data and guidelines.

Conclusions
Endometriosis continues to impose a substantial clinical and socioeconomic burden in India, with persistent
delays in diagnosis and variability in therapeutic pathways. In the absence of Indian patient-specific data on
elagolix, this consensus was developed to provide structured, context-relevant guidance for its rational
integration into routine practice, particularly among women not seeking fertility. The consensus
emphasized the “diagnose early, treat early” paradigm, prioritizing skilled transvaginal ultrasonography for
timely detection and initiating empirical hormonal therapy in appropriate non-fertility-seeking women to
reduce morbidity, limit recurrence, and improve quality of life. Within this framework, elagolix represents
an oral GnRH antagonist that offers rapid, titratable suppression without flare, aligning well with patient
preferences for non‑injectable, reversible therapy in routine practice. Across phase 3 trials and extension
studies, elagolix has demonstrated clinically meaningful reductions in dysmenorrhea and non‑menstrual
pelvic pain, with the 200mg BID regimen showing utility when dyspareunia is a prominent symptom; the
150mg OD regimen provides durable control for up to 24months in appropriately selected patients. When
individualized through shared decision‑making, considering bone health, mood, hepatic status, and
contraceptive counseling, elagolix can help more patients realize the benefits of medical management
earlier in their disease course.

This consensus provides practical direction for patient selection, dosing, monitoring, and positioning of
elagolix in endometriosis care. Future research should generate real-world Indian data, clarify optimal
sequencing and add-back strategies, and explore the role of GnRH antagonism in related gynecologic
conditions such as adenomyosis and uterine fibroids, thereby strengthening the long-term evidence base for
personalized endometriosis management.

Appendices
Appendix I
The two statements that were excluded from the final consensus are shown in Table 4.

Statement Consensus outcome

Elagolix may be considered for heavy menstrual bleeding associated with uterine
leiomyomas in premenopausal women.

Excluded from final consensus due to off-
label indication

GnRH antagonists (elagolix) may be considered for uterine fibroids with coexisting
adenomyosis.

Excluded from final consensus due to off-
label indication

TABLE 4: Statements excluded from the final consensus
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