
Clinical Guidance Paper VVOG: Pharmacological treatment of endometriosis-related pain

Objective of the clinical guidance paper
The present clinical guidance paper focuses on the pharmacological 

treatment of endometriosis-related pain in women in Flanders.
Summary of Recommendations

Treatment Recommendation G Level of 
Evidence

A. Analgesics ​ ​
NSAIDs or other analgesics (alone or in 

combination with other treatments) for 
endometriosis-related pain

xxx +

B. Hormonal treatment ​ ​
Hormonal treatment (combined hormonal 

contraception, progestogens, GnRH agonists 
or GnRH antagonists) for endometriosis- 
related pain

xxxx +++

Choice of hormonal treatment based on 
individual preferences, side effects, 
individual effectiveness, cost and 
availability

GCP +

B1. Combined hormonal contraception ​ ​
Combined hormonal contraception (oral, 

vaginal or transdermal) for endometriosis- 
related pain

xxxx ++

Continuous use of combined hormonal 
contraception for endometriosis-related 
dysmenorrhea

xxx ++

B2. Progestogens ​ ​
Oral progestogens for endometriosis-related 

pain
xxxx ++

Levonorgestrel-releasing intrauterine system 
or etonogestrel-releasing subdermal implant 
for endometriosis-related pain

xxxx +++

B3. GnRH agonists ​ ​
GnRH agonists for endometriosis-related pain, 

though evidence is limited regarding dosage 
or treatment duration

xxxx ++

GnRH agonists only as second-line treatment 
based on good clinical practice (e.g. when 
hormonal contraception or progestogens are 
ineffective), due to their side effect profile, 
especially without add-back therapy

GCP +

Prescribe combined hormonal add-back 
therapy with GnRH agonists to prevent bone 
loss and hypo-estrogenic symptoms

xxxx +++

B4. GnRH antagonists ​ ​
GnRH antagonists for endometriosis-related 

pain, with growing evidence regarding 
dosage

xxxx +++

GnRH antagonists only as second-line 
treatment based on good clinical practice (e. 
g. when hormonal contraceptives or 

GCP +

(continued on next column)

(continued )

Treatment Recommendation G Level of 
Evidence

progestogens are ineffective), due to their 
side effect profile, especially without add- 
back therapy

Prescribe combined hormonal add-back 
therapy with GnRH antagonists to prevent 
bone loss and hypo-estrogenic symptoms

xxxx +++

B5. Aromatase inhibitors ​ ​
Aromatase inhibitors for women with 

endometriosis-related pain who do not 
respond to other medical or surgical 
treatments (off-label). In premenopausal 
women, only in combination with an 
ovulation-suppressing agent.

xxxx ++

C. Prevention of recurrent endometriosis ​ ​
Levonorgestrel-releasing intrauterine system 

or combined hormonal contraception as 
secondary prevention of endometriosis- 
related dysmenorrhea postoperatively in 
women without childbearing wishes, for at 
least 18–24 months

xxxx ++

Long-term hormonal treatment as secondary 
prevention of endometriomas and 
postoperative symptom recurrence in 
women without childbearing wishes

xxxx ++

Long-term hormonal treatment as secondary 
prevention of deep endometriosis and 
associated symptoms postoperatively in 
women without childbearing wishes

xxx +

Symbols Used for Recommendations and Level of Evidence

Strength of Recommendation Level of Evidence

xxxx: strong recommendation for ++++: high
xxx: weak recommendation for +++ : moderate
xx: weak recommendation against ++: low
x: strong recommendation against + : very low
GCP: Good Clinical Practice –: indirect or no evidence

Acronyms and Abbreviations
ADAPTE tool, A tool for guideline development by adapting existing 

high-quality guidelines; AGREE tool, Appraisal of Guidelines for 
Research and Evaluation; BMD, Bone Mineral Density; DE, Deep Endo
metriosis; EHP, Endometriosis Health Profile questionnaire; ESHRE, 
European Society of Human Reproduction and Embryology; GCP, Good 
Clinical Practice; GRADE, Grading of Recommendations Assessment, 
Development and Evaluation; NSAID, Non-Steroidal Anti-Inflammatory 
Drug; NMPP, Non-Menstrual Pelvic Pain; VAS, Visual Analogue Scale; 
VVOG, Flemish Society of Obstetrics and Gynaecology; VWAG, Flemish 
Working Group on General Gynaecology of the VVOG
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Background
Endometriosis is a condition in which tissue resembling endome

trium (stromal or epithelial tissue) is located outside the endometrium 
and myometrium, typically associated with an inflammatory process. 
There are three distinct types of endometriotic lesions: ovarian (endo
metrioma), peritoneal, and deep infiltrating endometriosis (DE). These 
lesions are mainly found in the pelvic cavity near by the ovaries, vagina, 
bladder, rectum, rectovaginal septum, rectosigmoid, pouch of Douglas 
and uterosacral ligaments, although the disease can also occur in 
extrapelvic locations [1–4].

It is an estrogen-dependent condition, thus more commonly affecting 
women of reproductive age. The exact prevalence is unknown but is 
estimated to range from 2 % to 10 % in the general population, 
increasing to 50 % in infertile women and women with chronic lower 
abdominal pain [1,2].

The condition may be asymptomatic; however, two-thirds of women 
with endometriosis experience pelvic pain symptoms (chronic pelvic 
pain, dysmenorrhea, lower back pain, dyspareunia, or dyschezia). 
Another common symptom is infertility. Among women with known 
dysmenorrhea, 5–15 % report pain so severe that it interferes with daily 
life, leading to absence from work or school [5,6].

> Rationale
Endometriosis-related pain significantly affects various aspects of 

quality of life (including sexual, social, and work-related domains) as 
well as the mental health of patients. Timely treatment of endometriosis- 
related pain can improve overall quality of life.

> Objective
The objective of this clinical guidance is to provide an Evidence- 

Based Medicine tool for Flemish gynaecologists and residents in 
training regarding the pharmacological treatment of endometriosis- 
related pain in women.

> Target Audience
The target audience of this clinical guidance includes Flemish gen

eral gynaecologists and gynaecology residents
Development of the Clinical Guidance
Since the publication of the previous clinical guidance paper on the 

diagnosis of endometriosis, no new international guidelines have been 
developed. For the previous guidance, a literature review was per
formed, during which known guidelines were evaluated using the 
AGREE II method. Based on this, it was decided to use the ESHRE 
guideline from 2022 due to its reliability, clarity, and recency, with 
literature included up to 2020.

The current clinical guidance paper is also based on the revised 
ESHRE guideline (2022). It was adapted to Flemish clinical practice 
using the ADAPTE methodology. An additional literature review 
covering the period from January 2021 to September 2024 was con
ducted using PUBMED and Cochrane. Only systematic reviews, meta- 
analyses, randomized controlled trials (RCTs) and clinical trials avail
able in English were included.

Evidence and Recommendations
A. The use of analgesics for the relief of endometriosis-related 

pain (recommendation: xxx; evidence: þ)
Analgesics such as paracetamol or NSAIDs are considered first-line 

treatments for endometriosis-related pain due to their favorable safety 
profile and accessibility. However, their effectiveness is demonstrated in 
only one study, which is of low quality and limited evidence. They may be 
used alone or in combination with hormonal or surgical therapy [7,8].

There is no evidence supporting the use of neuromodulators (e.g., 
tricyclic antidepressants, selective serotonin reuptake inhibitors or an
ticonvulsants) in the treatment of endometriosis-related pain [9,10].

Recommendation:
Weak for: The panel suggests that NSAIDs or other pain relievers may 

be offered (alone or in combination with other treatments) to reduce 
endometriosis-related pain.

B. The use of hormonal treatments in the management of 
endometriosis-related pain (recommendation: xxxx; evidence: 

þþþ)
As endometriosis is an estrogen-dependent condition, hormonal 

therapy is often initiated as pain treatment —sometimes empirically, 
even without imaging or surgical confirmation—or postoperatively to 
prevent recurrence. These treatments create a hypo-estrogenic envi
ronment through ovarian suppression or act directly on steroid receptors 
or enzymes within the lesions to inhibit disease progression. All avail
able treatments are suppressive rather than curative; symptoms typi
cally return upon cessation [1].

Studies included in the National Institute for Health and Care 
Excellence (NICE) guideline (2017) report significant pain reduction 
when using these hormonal treatments versus placebo, based on Visual 
Analog Scale (VAS) pain scores for non-menstrual pelvic pain (NMPP) 
and dysmenorrhea. Reduction is similar across all hormonal options.

Because each treatment has different side effects that are often indi
vidually determined, finding the most suitable therapy for each patient is a 
matter of trial and error. Contraceptive effects should also be considered in 
the decision-making process [11]. (recommendation: GCP; evidence: +)

Recommendation:
Strong: The panel recommends offering women a hormonal treat

ment (combined hormonal contraception, progestogens, GnRH agonists, 
or GnRH antagonists) as one of the options to relieve endometriosis- 
related pain.

GCP: The panel recommends considering individual preferences, side 
effects, personal effectiveness, cost, and availability when selecting 
hormonal treatments.

B1. Combined Hormonal Contraceptives
Effectiveness (recommendation: xxxx; evidence: ++)
Systematic reviews demonstrate a significant reduction in dysmen

orrhea, dyspareunia and NMPP, as well as improved quality of life with 
oral combined contraceptives [12–14].

Continuous use (recommendation: xxx; evidence: ++)
Continuous use of oral combined contraceptives leads to amenorrhea 

and a more stable hormonal environment, providing more effective re
lief from dysmenorrhea (RR 0.24; 95 % CI 0.06–0.91) and reducing 
endometrioma recurrence (RR 0.54; 95 % CI 0.28–1.05). However, there 
are no significant differences between cyclic and continuous use in terms 
of dyspareunia and NMPP [6,15,16].

Safety
Continuous intake does not appear to have additional adverse effects 

on coagulation or (bone) metabolism, including bone mineral density 
(BMD), compared to cyclic use. Arterial complications were not studied 
[17].

Route of administration
There is limited evidence regarding preferences for the route of 

hormonal therapy, making it difficult to provide concrete recommen
dations. Two studies have explored this, Vercellini et al. (2010) found 
that after 48 weeks, a transdermal patch (ethinylestradiol 20 mg +
norelgestromin 150 mg/day) was more effective than a vaginal ring 
(ethinylestradiol 15 mg + etonogestrel 120 mg/day). Leone et al. (2014) 
on the other hand showed that, for women with deep endometriosis, 
desogestrel-only pills were preferred over sequential contraceptive 
vaginal rings after 48 weeks due to better management of endometriosis- 
related gastrointestinal symptoms [18,19].

Conclusion
Combined oral contraceptives are recommended for the treatment of 

endometriosis-related pain due to their effectiveness, safety and cost. A 
major additional benefit is their contraceptive effect.

Recommendations:
Strong for: The panel recommends prescribing combined hormonal 

contraception (oral, vaginal, or transdermal) to relieve endometriosis- 
related pain.

Weak for: Continuous use of combined hormonal contraception may 
be considered for women suffering from endometriosis-related 
dysmenorrhea.

B2. Progestogens
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Effectiveness (recommendation: xxxx; evidence: ++)
A Cochrane review by Brown et al. (2012) found limited evidence 

that continuous use of progestogens is effective for treating 
endometriosis-related pain, without a clear preference for any specific 
oral progestogen. Continuous use induces decidualization and subse
quent atrophy of endometriotic lesions [20,21].

Most recent studies have focused on dienogest. These studies show 
that dienogest 2 mg/day and combined oral contraceptives (e.g., 
0.03 mg ethinylestradiol + 3 mg drospirenone; 0.03 mg ethinylestradiol 
+ 0.15 mg levonorgestrel; 1.5 mg 17β-estradiol + 2.5 mg nomegestrol 
acetate) provide similar significant improvements in pain and quality of 
life compared to placebo. Only one study by Piacenti et al. (2021) re
ported greater pain reduction with dienogest than with a combined oral 
contraceptive (0.02 mg ethinylestradiol + 0.1 mg levonorgestrel). 
Another study showed higher quality of life and female sexual function 
index (FSFI) scores with dienogest after 6 and 12 months [22–25].

Safety:
Patients using oral progestogens report more amenorrhea and 

intermenstrual bleeding [20]. A pooled analysis of 4 studies confirmed 
that dienogest 2 mg is safe for up to 65 weeks, with mild to moderate 
side effects like headache, breast tenderness, depressive symptoms, and 
acne in fewer than 10 % of cases. Prolonged use up to 5 years was also 
found to be safe [26,27].

Depot progestogens are associated with more bloating, nausea, 
weight gain, intermenstrual bleeding, and amenorrhea, in addition to 
injection-site reactions. LNG-IUDs are linked to higher rates of irregular 
vaginal bleeding (26.8 %) compared to oral formulations [20,28].

Long-Term Use:
Long-term use of dienogest 2 mg/day significantly reduces 

endometriosis-related pain. The longer the duration of use, the more 
effective the reduction. During the first six months, a small decrease in 
BMD is observed; however, this is minimal and does not contraindicate 
long-term use in healthy reproductive-aged women [29,30].

Route of Administration:
Studies comparing the intrauterine system and subdermal implant 

showed neither is superior in terms of pain relief. It’s worth noting that 
the LNG-IUD works without suppressing ovulation, whereas systemic 
options do [28,31–33].

Recommendations:
Strong for: The panel recommends prescribing progestogens to 

reduce endometriosis-related pain
Strong for: The panel recommends prescribing a levonorgestrel- 

releasing intrauterine system or an etonogestrel-releasing subdermal 
implant to reduce endometriosis-related pain.

B3. GnRH Agonists
Effectiveness (recommendation: xxxx; evidence: ++)
A recent Cochrane review by Veth et al. (2023), published after the 

release of the ESHRE guidelines, concluded that GnRH agonists are more 
effective than placebo or oral/injectable progestins in reducing 
dysmenorrhea, NMPP, dyspareunia, and pelvic tenderness after three 
months of treatment. No studies are available comparing GnRH agonists 
with no treatment, analgesics, or an LNG-IUD [34].

Only one trial by Vercellini et al. (1993) compared oral combined 
contraceptives with a GnRH agonist (goserelin), showing no significant 
difference in pain reduction. However, this study has low-quality evi
dence due to its small population size [16].

Safety
GnRH agonists are associated with several side effects that can 

significantly impact quality of life. Common adverse effects include 
vaginal dryness, hot flashes, weight gain, headaches, acne and bone loss. 
Bone loss is dose- and duration-dependent. For instance, an RCT by Tang 
et al. (2017) showed that treatment with a full dose of leuprorelin 
(3.75 mg) resulted in significantly greater BMD loss after 20 weeks 
compared to a half-dose (5.6 % vs 2.1 %) [35,36].

Add-back therapy (recommendation: xxxx; evidence: ++)
Add-back therapy is used to prevent bone loss and hypoestrogenic 

side effects of GnRH agonists while maintaining therapeutic efficacy. 
This may involve progestin monotherapy, combined estrogen-progestin 
therapy, selective estrogen receptor modulators, bisphosphonates, 
tibolone, or testosterone [37]. A meta-analysis by Wu et al. (2014) 
demonstrated that lumbar spine BMD—being the most 
estrogen-sensitive region—is higher in women treated with add-back 
therapy alongside GnRH agonists than without. No difference was 
observed for femoral neck BMD between the groups [38].

Reimbursement criteria
In Belgium, goserelin (subcutaneous implant) and triptorelin 

(injectable extended-release suspension) are reimbursed without prior 
authorization and without time limits (category A) for the symptomatic 
treatment of endometriosis [39].

Recommendation
GCP: The panel recommends prescribing GnRH agonists only as 

second-line therapy (e.g., when hormonal contraception or progestins 
are ineffective) due to their cost, lack of first-line evidence, and side 
effects (especially without add-back).

Strong for: The panel recommends prescribing GnRH agonists to 
women to reduce endometriosis-related pain, although evidence on 
dosing and duration is limited.

Strong for: The panel recommends prescribing combined hormonal 
add-back therapy alongside GnRH agonists to prevent bone loss and 
hypoestrogenic symptoms.

B4. GnRH antagonists (recommendation: xxxx; evidence: þþ)
GnRH antagonists—such as elagolix, linzagolix, and relugolix—are 

promising new options for the treatment of endometriosis-related pain. 
Their pain-reducing efficacy is dose-dependent and comparable to that 
of GnRH agonists for dysmenorrhea and NMPP. Advantages include oral 
administration, rapid onset without a flare-up effect, and reversibility. 
However, similar side effects are observed, particularly BMD loss, which 
limits the duration of treatment (max. 6–12 months) if used without add- 
back therapy. Adding back therapy allows for longer treatment duration 
due to reduced BMD loss [38,40–42].

The SPIRIT 1 and 2 long-term studies (up to 2 years) show a positive 
effect of relugolix 40 mg with add-back therapy (1 mg estradiol / 0.5 mg 
norethisterone acetate) on endometriosis-related pain, with a favorable 
safety profile for bone health during prolonged use. These studies regard 
a < 1 % BMD loss from baseline as clinically insignificant. While a small 
initial BMD decline (<1 %) is observed, it remains stable thereafter. 
Menstrual cycles typically resume within two months after dis
continuation—faster than with long-term use of GnRH agonists. Studies 
investigating add-back therapy with linzagolix and elagolix are ongoing 
(40–42; 46–51).

Despite their effectiveness, GnRH antagonists are not first-line 
treatments due to cost, limited first-line evidence and side effect pro
files (especially without add-back).

There are currently no RCTs comparing different GnRH antagonists 
or dosing regimens. Comparative studies with other hormonal treat
ments (progestins or combined hormonal contraceptives) or surgery are 
also lacking [40].

Table 1 summarizes the effects of available GnRH antagonists based 
on the scientific literature [38,40–53].

Reimbursement criteria
For the symptomatic treatment of endometriosis, in Belgium, only 

relugolix 40 mg with add-back therapy is currently reimbursed under 
the following conditions: 

“Women with a confirmed diagnosis based on imaging (ultrasound/MRI) 
and/or laparoscopy, who have undergone at least 12 months of hormonal 
therapy (with or without NSAIDs) for endometriosis which proved 
insufficiently effective.”

Reimbursement must be requested by a medical specialist. The initial 
authorization for reimbursement must be requested by the treating gy
necologist for a period of 60 weeks. Afterward, it can be renewed in 60- 
week period. [54]
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Table 1 
Summary of efficacy and safety of GnRH antagonist use.

GnRH Antagonist Efficacy Safety Available in Belgium for 
endometriosis indication

Ref

Elagolix 
150 mg once daily / 200 mg 
twice daily

↓ dysmenorrhea and NMPP after 6 
months: dose-dependent 
↓ dyspareunia only at 200 mg

Dose-dependent side effects: BMD loss > 1 %, hot 
flashes, headache, nausea

No [34,35]

Linzagolix 
75 /100/200 mg

↓ pelvic pain after 12 weeks: dose- 
dependent 
↓ dyschezia and use of analgesics 
↑ QoL (EHP− 30)

Dose-dependent side effects: BMD loss > 1 %, hot 
flashes, headache, nausea, abdominal pain

Yes (100 and 200 mg) [38]

Relugolix 10/20/40 mg ↓ NMPP: dose-dependent 
↓ pain after 12 weeks 
↑ QoL (EHP− 30)

Dose-dependent side effects: BMD loss > 1 %, hot 
flashes, headache, heavy or irregular menstrual 
bleeding

No [35,38,42, 
45–49]

Relugolix + add-back 
40 mg + 1 mg estradiol / 0.5 mg 
norethisterone acetate

↓ dysmenorrhea and NMPP 
duration-dependent 
↓ analgesic use

Favorable tolerance profile. 
BMD loss < 1 %, headache, hot flashes, 
nasopharyngitis

Yes [35,38,42, 
45–49]

NMPP =Non-menstrual pelvic pain; BMD = Bone mineral density; QoL = Quality of Life, EHP-30 = Endometriosis Health Profile-30: a patient-centered questionnaire 
to assess health-related quality of life in endometriosis

Fig. 1. Flowchart of pharmacological treatment for endometriosis-related pain (according to Flemish clinical practice).
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Recommendations
GCP (Good Clinical Practice): The panel recommends that GnRH 

antagonists be prescribed only as a second-line option (e.g., if hormonal 
contraceptives or progestins prove ineffective), due to their side effect 
profile—especially when prescribed without add-back therapy.

Strong for: The panel strongly recommends prescribing GnRH an
tagonists to women to reduce endometriosis-related pain. There is 
growing evidence on dosage effectiveness.

Strong: The panel strongly recommends prescribing combined hor
monal add-back therapy together with GnRH antagonist therapy to 
prevent bone loss and hypoestrogenic symptoms.

B5. Aromatase Inhibitors
Effectiveness (recommendation: xxxx; evidence: ++)
The use of aromatase inhibitors, letrozole or anastrozole, for the 

treatment of endometriosis is considered off-label in Belgium. Both 
letrozole combined with norethisterone acetate or desogestrel, and 
anastrozole combined with combined oral contraceptives, lead to a 
significant reduction in endometriosis-related pain. In particular, NMPP 
and deep dyspareunia significantly improve after 6 months of treatment 
with letrozole 2.5 mg/day + norethisterone acetate 2.5 mg/day, with 
significantly lower pain intensity observed when letrozole is added 
compared to norethisterone acetate monotherapy. The therapeutic in
dications remain limited due to the side effect profile of aromatase in
hibitors [1,55,56].

Safety
Aromatase inhibitors are primarily associated with hypoestrogenic 

side effects such as vaginal dryness, hot flashes, and reduced BMD. It 
should be noted that aromatase inhibitors do not act as contraceptives 
when used as monotherapy.

Recommendations
Strong for: For women with endometriosis-related pain who do not 

respond to other medical or surgical treatments, aromatase inhibitors 
may be prescribed (off-label), as they reduce endometriosis-related pain. 
They may be used in combination with oral contraceptives, progestins, 
GnRH agonists, or GnRH antagonists. In premenopausal women, they 
should only be used in combination with an ovulation-inhibiting agent.

Note: No reimbursement is currently available for the indication of 
endometriosis.

Non-pharmacological treatment strategies for endometriosis- 
related pain

There is limited evidence regarding the effectiveness and potential 
risks of non-pharmacological treatments. Therefore, this is not the focus 
of this clinical guidance paper. The panel suggests that physicians may 
discuss non-pharmacological interventions with the patient. However, 
no specific recommendation can be made for any individual non- 
pharmacological intervention (such as Chinese medicine, nutrition, 
electrotherapy, acupuncture, physiotherapy, physical activity, and 
psychological interventions) for improving pain or quality of life, as the 
potential benefits or harms remain unclear.

C. Pharmacological prevention of recurrent endometriosis and 
related pain symptoms

Secondary prevention of endometriosis refers to the prevention of 
recurrence starting six months after surgery. This differs from immediate 
postoperative treatment (< 6 months), which focuses on improving 
short-term outcomes. Recurrence of endometriosis is not uniformly 
defined in the literature—most often as recurrence of endometriomas, 
and less frequently as recurrence of endometriosis-related pain symp
toms or as indicated by changes in therapy (e.g., reoperation).

Key risk factors include patient-related aspects (such as family his
tory of endometriosis and younger age) and surgery-related factors 
(such as adhesions and the degree of surgical radicality) [57,58].

Type of pharmacological prevention
Regarding disease recurrence in a broad context, there may be a 

reduced risk with the use of combined oral contraceptives (COC), pro
gestogens, GnRH agonists, and danazol. A systematic literature review 
by Zakhari et al. (2021) indicates that COCs are the most effective. The 

meta-analysis by Chen et al. (2020) shows that long-term use (13–24 
months) of COCs and GnRH agonists postoperatively does not provide a 
clear advantage in preventing pain recurrence compared to no post
operative medical treatment [58,59].

Combined hormonal contraceptives
A systematic literature review by Zakhari et al. (2020) demonstrated 

that long-term use of COCs, especially with continuous intake, reduces 
the chance of disease recurrence compared to no treatment (RR 0.32; 
95 % CI 0.23–0.44). Only one study examined cyclic use. Long-term use, 
whether continuous or cyclic (6–24 months), can reduce dysmenorrhea 
but may have no effect on NMPP or dyspareunia. The duration of 
treatment determines the duration of the protective effect [58–60].

Progestogens
LNG-IUD
In patients with moderate to severe dysmenorrhea, recurrence of 

dysmenorrhea is reduced with postoperative use of an LNG-IUD. Studies 
indicate that the LNG-IUD is as effective in pain reduction as COCs, 
GnRH agonists and danazol, with significantly higher patient satisfac
tion compared to COCs. However, compared to GnRH agonists more 
vaginal bleeding is reported after treatment with LNG-IUD [61–63]. No 
conclusions can be drawn regarding other types of pain complaints.

Oral Progestogens:
Gestrinone: A subgroup analysis by Zakhari et al. (2021) shows a non- 

significant reduction in recurrence with the use of gestrinone (2.5 mg 
twice a week) compared to no treatment [58].

Dydrogesterone: Dydrogesterone 10–20 mg/day from cycle day 5–25, 
for 3–6 months, can significantly improve NMPP, dysmenorrhea and 
dyspareunia. Reductions of 95 %, 87 % and 85 % in NMPP, dysmenor
rhea, and dyspareunia, respectively, are observed after 6 cycles [64].

Dienogest: Long-term postoperative use of dienogest (24–30 months) 
results in less recurrence of pain, endometriomas, and rectovaginal le
sions. However, the recurrence rate is higher compared to treatment 
with GnRH agonists [65,66].

To date, no studies have demonstrated a preference for a specific 
form of progestogen administration for the prevention of recurrence. A 
review by Liu et al. (2021) indicates that postoperative use of dienogest 
up to 12 months results in a reduction in the VAS score compared to 
LNG-IUD. However, these are retrospective studies with small sample 
sizes, indicating low evidence [67–69].

GnRH Agonists
GnRH agonists show a significant reduction in recurrence compared 

to no treatment (RR 0.33; 95 % CI 0.51–0.87), but their application is 
limited by their side effects [58].

Aromatase Inhibitors
Combining LNG-IUD with an aromatase inhibitor such as anastrozole 

(1 mg/day) yields better results in reducing dyspareunia, dysmenorrhea, 
and pain scores (VAS) than LNG-IUD alone. The effect is significant after 
one year of use. Less recurrence of endometriomas is also observed, 
though not significantly compared to LNG-IUD alone. No difference is 
noted in the number of reoperations [70].

Prevention by endometriosis subtype
Data on postoperative therapy are not always available by subtype 

and remain rather scarce.
Ovarian endometriomas
Veth et al. (2024) reported a postoperative recurrence rate of 

endometriomas of 27 % after 24 months in patients who did not receive 
hormonal therapy. Recurrence of endometriomas was less common in 
patients taking combined oral contraceptives (COCs) compared to those 
not taking them. Continuous intake of COCs appears to be more effective 
than cyclic intake [70–74]. (recommendation: xxxx; evidence: ++)

Two meta-analyses with similar objectives, conducted by Watta
nayingcharoenchai et al. (2020) and Chui-Ching et al. (2022), examined 
the effectiveness of various hormonal therapies (dienogest, LNG-IUD, and 
COCs), either as monotherapy or in combination with GnRH agonists, 
over a six-month period. A reduction in endometrioma recurrence was 
only observed with treatment durations longer than six months, 
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regardless of the type of therapy used. Despite similar research aims, the 
two studies reached different conclusions regarding which therapy is 
most effective in preventing postoperative recurrence of endometriomas, 
making it difficult to issue a more specific recommendation [69,75].

Deep Endometriosis
Although available data are limited, prolonged postoperative hor

mone therapy appears to prevent recurrence of endometriosis- 
associated symptoms. In women who became pregnant postoperative 
after shaving of deep endometriosis (DE) and used norethisterone ace
tate (5 mg once daily) postpartum, a lower recurrence rate of symptoms 
(2 % vs. 7 %) was observed compared to those who received no medi
cation [73,76]. (recommendation: xxx; evidence: +)

Conclusion
In general, hormonal therapy has a beneficial effect on the post

operative recurrence risk of endometriosis, although most of the evi
dence comes from studies on endometriomas. Currently, there is no clear 
evidence that any one hormonal therapy is superior for the secondary 
prevention of symptoms (particularly dysmenorrhea). Since COCs and 
progestins are considered first-line treatments, they can be readily pre
scribed for secondary prevention in patients without an active desire to 
conceive—taking into account the patient’s preferences, costs, avail
ability, risks, and side effects.

Recommendations:
Strong for: For the secondary prevention of endometriosis-related 

dysmenorrhea, the panel recommends prescribing a levonorgestrel- 
releasing intrauterine system (52 mg LNG-IUS) or combined hormonal 
contraceptives for at least 18–24 months postoperatively.

Weak: For the secondary prevention of endometriomas and post
operative symptom recurrence, long-term hormonal treatment should 
be offered to women who do not wish to become pregnant immediately.

Weak for: To prevent recurrence of deep endometriosis and associ
ated symptoms, long-term postoperative administration of hormonal 
therapy may be considered.

Quality Control
The quality control of this clinical guidance will be conducted 

through external review. The preliminary version of the clinical guid
ance will be available for 4 weeks to VVOG members, during which time 
they can submit amendments via the VVOG website.
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The other authors declare that they have no known competing financial interests or 
personal relationships that could have appeared to influence the work reported in this 
article. 
These conflicts of interest had no impact on the development of this clinical guidance.

Implementation
The final clinical guidance will be published in EJOG, Gunaïkeia, the 

official journal of the VVOG and on the VVOG website.
Suggestions for Future Scientific Research
Currently, there are few (very) long-term studies available for the 

various hormonal treatments, even though these are intended for pro
longed use—both for the symptomatic treatment and for prevention of 
recurrence after surgery.

There is also a clear need for comparative studies between the 
various products in terms of effectiveness and side effect profiles, 
particularly when comparing first-line treatments (e.g., dienogest) to 
second-line medications (e.g., relugolix with add-back therapy).

GnRH antagonists have only recently been introduced as a treatment 
option for endometriosis-related pain. Data on relugolix with add-back 
therapy up to 24 months are already available from the SPIRIT I and 
SPIRIT II studies, but studies on other GnRH antagonists are still 
ongoing. The methodology of the available GnRH antagonist studies 
(specifically the included population and comparison with placebo) 
positions these medications exclusively as second-line treatments. Other 
options could be explored. Long-term research, including comparative 
studies with other treatment options, remains necessary. Additionally, 
studies should be conducted regarding the potential role of GnRH an
tagonists in secondary prevention (of recurrence).

Long-term studies on recurrence prevention are needed, with a clear 
and consistent definition of recurrence in a broad population, as well as 
comparisons of different therapeutic options and routes of 
administration.

Given the low level of evidence regarding non-pharmacological 
treatments, these were not covered in the guidance. Concrete scientific 
research in this field is strongly recommended.

Limitations
One limitation of this clinical guidance paper is that patient groups 

were not involved in its development. However, the original ESHRE 
guideline did involve patient representatives.

Disclaimer
This clinical guidance has been compiled and maintained with the 

utmost care. Nevertheless, the VVOG accepts no liability for any inac
curacies, nor for any damage, inconvenience, or harm of any kind 
resulting from actions, omissions, or decisions based on this 
information.
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Review
The clinical guidance paper will be reviewed in 3 years by the VWAG 

working group, unless new high-grade evidence becomes available 
before then.

Declaration of Competing Interest

The authors declare the following financial interests/personal re
lationships which may be considered as potential competing interests:

Dr. Celine Bafort, gynecologist, UZ Leuven:

E. Remans et al.                                                                                                                                                                                                                                 European Journal of Obstetrics & Gynecology and Reproductive Biology: X 27 (2025) 100403 

6 



Received sponsorship by Gedeon Richter and Ferring Pharmaceuti
cals to travel and attend scientific meetings

Dr. Celine Blank:
Received sponsorship from Gedeon-Richter, Bridea, Erbe, Goodlife, 

Memidis Pharma B.v., Ferring Pharmaceuticals and Samsung healthcare
Dr. Brecht Geysenbergh 

- Member advisory board Gedeon-Richter
- Received sponsorship from Gedeon-Richter, Theramex, Merck, Fer

ring and Goodlife

Dr. Jasper Verguts, gynecologist, Jessa Hospital Hasselt: 

- Member national and international advisory board Gedeon Richter
- Received sponsorship form Theramex and Merck.

Prof. Dr. Carla Tomassetti, gynecologist, UZ Leuven: 

- Deputy director of JMIG (paid to institution, no private revenue)
- Received sponsoring by Merck SA for a clinical fellowship pro

gramme for reproductive endocrinology (paid to institution, no pri
vate revenue), consulting fees from Gedeon Richter and Merck SA 
(paid to institution, no private revenue), honoraria for lectures/ 
presentations by Gedeon Richter, Merck SA and Ferring Pharma
ceutical (paid to institution, no private revenue), sponsoring by 
Gedeon Richter, Merck SA and Ferring to travel and attend scientific 
meetings.

The other authors declare that they have no known competing 
financial interests or personal relationships that could have appeared to 
influence the work reported in this article.

These conflicts of interest had no impact on the development of this 
clinical guidance.

References

[1] Becker CM, Bokor A, Heikinheimo O, Horne A, Jansen F, Kiesel L, King K, 
Kvaskoff M, Nap A, Petersen K, Saridogan E, Tomassetti C, van Hanegem N, 
Vulliemoz N, Vermeulen N. ESHRE Endometriosis Guideline Group. ESHRE 
guideline: endometriosis. Hum Reprod Open 2022 Feb 26;2022(2).

[2] Zondervan KT, Becker CM, Missmer SA. Endometriosis. N Engl J Med 2020;382: 
1244–56.

[3] World Health Organization. (24th march 2023). WHO Fact sheet endometriosis 
[Fact sheet]. Retrieved from 〈https://www.who.int/news-room/fact-sheets/det 
ail/endometriosis〉.

[4] International Working Group of AAGL, ESGE, ESHRE, WES, Tomassetti C, 
Johnson NP, Petrozza J, Abrao MS, Einarsson JI, Horne AW, Lee TTM, Missmer S, 
Vermeulen N, Zondervan KT, Grimbizis G, De Wilde RL. An international termi
nology for endometriosis. Hum Reprod Open 2021;2021(4).

[5] Moradi Y, Shams-Beyranvand M, Khateri S, Gharahjeh S, Tehrani S, Varse F, 
Tiyuri A, Najmi Z. A systematic review on the prevalence of endometriosis in 
women. Indian J Med Res 2021 Mar;154(3):446–54. https://doi.org/10.4103/ 
ijmr.IJMR_817_18. PMID: 35345070; PMCID: PMC9131783.

[6] Harada T, Momoeda M. Efficacy of cyclic and extended regimens of ethinylestra
diol 0.02 mg -levonorgestrel 0.09 mg for dysmenorrhea: A placebo-controlled, 
double-blind, randomized trial. Reprod Med Biol 2021 Feb 27;20(2):215–23. 
https://doi.org/10.1002/rmb2.12373. PMID: 33850455; PMCID: PMC8022088.

[7] Brown J, Crawford TJ, Allen C, Hopewell S, Prentice A. Nonsteroidal anti- 
inflammatory drugs for pain in women with endometriosis. Cochrane Database 
Syst Rev 2017;1:Cd004753.

[8] Kauppila A, Ronnberg L. Naproxen sodium in dysmenorrhea secondary to endo
metriosis. Obstet Gynecol 1985;65:379–83.

[9] Horne AW, Vincent K, Hewitt CA, Middleton LJ, Koscielniak M, Szubert W, 
Doust AM, Daniels JP. Gabapentin for chronic pelvic pain in women (GaPP2): a 
multicentre, randomised, double-blind, placebo-controlled trial. Lancet 2020;396: 
909–17.

[10] Andrade MA, Soares LC, Oliveira MAP. de. The Effect of Neuromodulatory Drugs 
on the Intensity of Chronic Pelvic Pain in Women: A Systematic Review. Rev Bras 
Ginecol e Obstet Rev da Fed Bras Das Soc Ginecol e Obstet 2022;44(9):891–8. 
https://doi.org/10.1055/s-0042-1755459.

[11] National Institute for Health and Care Excellence. Endometriosis: diagnosis and 
management: NICE guideline NG73. 〈https://wwwniceorguk/guidance/ng73/e 
vidence〉 2017;September 2017: 191-208.

[12] Brown J, Crawford TJ, Datta S, Prentice A. Oral contraceptives for pain associated 
with endometriosis. Cochrane Database Syst Rev 2018;5:Cd001019.

[13] Grandi G, Barra F, Ferrero S, Sileo FG, Bertucci E, Napolitano A, Facchinetti F. 
Hormonal contraception in women with endometriosis: a systematic review. Eur J 
Contracept Reprod Health Care 2019;24:61–70.

[14] Jensen JT, Schlaff W, Gordon K. Use of combined hormonal contraceptives for the 
treatment of endometriosis-related pain: a systematic review of the evidence. Fertil 
Steril 2018;110:137–52. e131.

[15] Vercellini P, Frontino G, De Giorgi O, Pietropaolo G, Pasin R, Crosignani PG. 
Continuous use of an oral contraceptive for endometriosis-associated recurrent 
dysmenorrhea that does not respond to a cyclic pill regimen. Fertil Steril 2003;80: 
560–3.

[16] Muzii L, Di Tucci C, Achilli C, Di Donato V, Musella A, Palaia I, Panici PB. 
Continuous versus cyclic oral contraceptives after laparoscopic excision of ovarian 
endometriomas: a systematic review and metaanalysis. Am J Obstet Gynecol 2016; 
214:203–11.

[17] Hee L, Kettner LO, Vejtorp M. Continuous use of oral contraceptives: an overview 
of effects and side-effects. Acta Obstet Gynecol Scand 2013;92:125–36.

[18] Vercellini P, Eskenazi B, Consonni D, Somigliana E, Parazzini F, Abbiati A, 
Fedele L. Oral contraceptives and risk of endometriosis: a systematic review and 
meta-analysis. Hum Reprod Update 2011;17(2):159–70. https://doi.org/10.1093/ 
humupd/dmq042. Epub 2010 Sep 10. PMID: 20833638.

[19] Leone Roberti Maggiore U, Remorgida V, Scala C, Tafi E, Venturini PL, Ferrero S. 
Desogestrel-only contraceptive pill versus sequential contraceptive vaginal ring in 
the treatment of rectovaginal endometriosis infiltrating the rectum: a prospective 
open-label comparative study. Acta Obstet Gynecol Scand 2014;93(3):239–47. 
https://doi.org/10.1111/aogs.12326. PMID: 24372517.

[20] Brown J, Kives S, Akhtar M. Progestagens and anti-progestagens for pain associated 
with endometriosis. Cochrane Database Syst Rev 2012.

[21] Schindler AE. Dienogest in long-term treatment of endometriosis. Int J Women’s 
Health 2011;3:175–84.

[22] El Taha L, Abu Musa A, Khalifeh D, Khalil A, Abbasi S, Nassif J. Efficacy of 
dienogest vs combined oral contraceptive on pain associated with endometriosis: 
Randomized clinical trial. Eur J Obstet Gynecol Reprod Biol 2021;267:205–12. 
https://doi.org/10.1016/j.ejogrb.2021.10.029.

[23] Niakan G, Rokhgireh S, Ebrahimpour M, Kashi AM. Comparing the effect of 
dienogest and OCPS on pain and quality of life in women with endometriosis: A 
randomized, double-blind, placebo-controlled trial. Arch Iran Med 2021;24(9): 
670–7. https://doi.org/10.34172/aim.2021.96.

[24] Caruso S, Cianci A, Iraci Sareri M, Panella M, Caruso G, Cianci S. Randomized 
study on the effectiveness of nomegestrol acetate plus 17β-estradiol oral contra
ceptive versus dienogest oral pill in women with suspected endome
triosis‑associated chronic pelvic pain. BMC Women’s Health 2022;22(1):146. 
https://doi.org/10.1186/s12905-022-01737-7.

[25] Piacenti I, Viscardi MF, Masciullo L, et al. Dienogest versus continuous oral levo
norgestrel/EE in patients with endometriosis: what’s the best choice? Gynecol 
Endocrinol Off J Int Soc. Gynecol Endocrinol 2021;37(5):471–5. https://doi.org/ 
10.1080/09513590.2021.1892632.

[26] Strowitzki T, Faustmann T, Gerlinger C, Schumacher U, Ahlers C, Seitz C. Safety 
and tolerability of dienogest in endometriosis: pooled analysis from the European 
clinical study program. Int J Women’s Health 2015;7:393–401.

[27] Romer T. Long-term treatment of endometriosis with dienogest: retrospective 
analysis of efficacy and safety in clinical practice. Arch Gynecol Obstet 2018;298 
(4):747–53.

[28] Wang J, Deng K, Li L, Dai Y, Sun X. Levonorgestrel-releasing intrauterine system vs. 
systemic medication or blank control for women with dysmenorrhea: Systematic 
review and meta-analysis of randomized controlled trials. Front Glob Women’S 
Heal 2022;3:1013921. https://doi.org/10.3389/fgwh.2022.1013921.

[29] Andres Mde P, Lopes LA, Baracat EC, Podgaec S. Dienogest in the treatment of 
endometriosis: systematic review. Arch Gynecol Obstet 2015;292:523–9.

[30] Seo JW, Lee DY, Yoon BK, Choi D. Effects of long-term postoperative dienogest use 
for treatment of endometriosis on bone mineral density. Eur J Obstet Gynecol 
Reprod Biol 2017 May;212:9–12.

[31] Margatho D, Carvalho NM, Bahamondes L. Endometriosis-associated pain scores 
and biomarkers in users of the etonogestrelreleasing subdermal implant or the 52- 
mg levonorgestrel-releasing intrauterine system for up to 24 months. Eur J Con
tracept Reprod Health Care 2020;25:133–40.

[32] Mitchell J-B, Chetty S, Kathrada F. Progestins in the symptomatic management of 
endometriosis: a meta-analysis on their effectiveness and safety. BMC Women’s 
Health 2022;22(1):526. https://doi.org/10.1186/s12905-022-02122-0.

[33] Ambacher K, Secter M, Sanders AP. The use of progestin subdermal implants in the 
management of endometriosis-related pain symptoms and quality of life: a sys
tematic review. Curr Med Res Opin 2022;38(3):479–86. https://doi.org/10.1080/ 
03007995.2022.2031144.

[34] Veth VB, van de Kar MM, Duffy JM, van Wely M, Mijatovic V, Maas JW. Gonad
otropin-releasing hormone analogues for endometriosis. Cochrane Database Syst 
Rev 2023;6(6):CD014788. https://doi.org/10.1002/14651858.CD014788.pub2.

[35] Brown J, Pan A, Hart RJ. Gonadotrophin-releasing hormone analogues for pain 
associated with endometriosis. Cochrane Database Syst Rev 2010:Cd008475.

[36] Tang H, Wu R, Li X, Zhou Y, Liu Z, Wang C, Chen Y, Zhang F. Curative effect of 
1.88-mg and 3.75-mg gonadotrophin-releasing hormone agonist on stage III-IV 
endometriosis: Randomized controlled study. J Obstet Gynaecol Res 2017;43: 
1550–4.

[37] Sauerbrun-Cutler MT, Alvero R. Short- and long-term impact of gonadotropin- 
releasing hormone analogue treatment on bone loss and fracture. Fertil Steril 2019 
Nov;112(5):799–803. https://doi.org/10.1016/j.fertnstert.2019.09.037. PMID: 
31731934.

E. Remans et al.                                                                                                                                                                                                                                 European Journal of Obstetrics & Gynecology and Reproductive Biology: X 27 (2025) 100403 

7 



[38] Wu D, Hu M, Hong L, Hong S, Ding W, Min J, Fang G, Guo W. Clinical efficacy of 
add-back therapy in treatment of endometriosis: a meta-analysis. Arch Gynecol 
Obstet 2014;290:513–23.

[39] Belgisch Centrum voor Farmacotherapeutische Informatie. (2022). Ter
ugbetalingscriteria., 〈https://www.bcfi.be/nl/recente-informatie-mei-2022 
-nieuwigheden-schrappingen-andere-wijzigingen/#:~:text=Voor%20de%20eva 
luatie%20van%20de,behandeling%2C%20zie%20Folia%20oktober%202020.& 
text=Gosereline%20(Zoladex®%2C%20hoofdstuk%205.3,toelating%20van%20de 
%20adviserend%20arts〉. Geraadpleegd op 05-03-2025.

[40] Taylor HS, Giudice LC, Lessey BA, Abrao MS, Kotarski J, Archer DF, Diamond MP, 
Surrey E, Johnson NP, Watts NB, et al. Treatment of Endometriosis-Associated Pain 
with Elagolix, an Oral GnRH Antagonist. N Engl J Med 2017;377:28–40.

[41] Xin L, Ma Y, Ye M, Chen L, Liu F, Hou Q. Efficacy and safety of oral gonadotropin- 
releasing hormone antagonists in moderate-to-severe endometriosis-associated 
pain: a systematic review and network meta-analysis. Arch Gynecol Obstet 2023; 
308(4):1047–56. https://doi.org/10.1007/s00404-022-06862-0.

[42] Simon JA, Kim JH, Thomas JW, Ng J, Miller PB, Chan A, Snabes MC. LONG-TERM 
THERAPY OF ELAGOLIX +ADD-BACK THERAPY IN WOMEN WITH 
ENDOMETRIOSIS-ASSOCIATED PAIN FOR 48 MONTHS: A SAFETY UPDATE ON 
BONE MINERAL DENSITY DATA OF A PHASE 3 STUDY. –e62 Fertil Steril 2023; 
120(4):e62. https://doi.org/10.1016/j.fertnstert.2023.08.206.

[43] Donnez J, Taylor HS, Taylor RN, Akin MD, Tatarchuk TF, Wilk K, Gotteland JP, 
Lecomte V, Bestel E. Treatment of endometriosisassociated pain with linzagolix, an 
oral gonadotropin-releasing hormone-antagonist: a randomized clinical trial. Fertil 
Steril 2020;114:44–55.

[44] Dolmans MM, Becker CM, Petraglia F, Donnez J, Boolell M, Bestel E. Efficacy re
sults from a phase 3, randomized, placebocontrolled trial testing two doses of 
linzagolix in women with endometriosis-associated pain. Hum Reprod 2023;38: 
i14–5. https://doi.org/10.1093/humrep/dead093.027. Trial Registration number: 
NCT03992846.

[45] Donnez J, Taylor HS, Stewart EA, Bradley L, Marsh E, Archer D, Al-Hendy A, 
Petraglia F, Watts N, Gotteland JP, Bestel E, Terrill P, Loumaye E, Humberstone A, 
Garner E. Linzagolix with and without hormonal add-back therapy for the treat
ment of symptomatic uterine fibroids: two randomised, placebo-controlled, phase 3 
trials. Lancet (Br Ed) 2022;400(10356):896–907. https://doi.org/10.1016/S0140- 
6736(22)01475-1.

[46] Osuga Y, Seki Y, Tanimoto M, Kusumoto T, Kudou K, Terakawa N. Relugolix, an 
oral gonadotropin-releasing hormone receptor antagonist, reduces endometriosis- 
associated pain in a dose-response manner: a randomized, double-blind, placebo- 
controlled study. Fertil Steril 2021;115(2):397–405. https://doi.org/10.1016/j. 
fertnstert.2020.07.055.

[47] Osuga Y, Seki Y, Tanimoto M, Kusumoto T, Kudou K, Terakawa N. Relugolix, an 
oral gonadotropin-releasing hormone receptor antagonist, reduces endometriosis- 
associated pain in a dose-response manner: a randomized, double-blind, placebo
controlled study. Fertil Steril 2020.

[48] Harada T, Osuga Y, Suzuki Y, Fujisawa M, Fukui M, Kitawaki J. Relugolix, an oral 
gonadotropin-releasing hormone receptor antagonist, reduces endometriosis- 
associated pain compared with leuprorelin in Japanese women: a phase 3, ran
domized, double-blind, noninferiority study. Fertil Steril 2022;117(3):583–92. 
https://doi.org/10.1016/j.fertnstert.2021.11.013.

[49] Giudice LC, As-Sanie S, Arjona Ferreira JC, et al. Once daily oral relugolix com
bination therapy versus placebo in patients with endometriosis-associated pain: 
two replicate phase 3, randomised, double-blind, studies (SPIRIT 1 and 2). Lancet 
(Lond, Engl) 2022;399(10343):2267–79. https://doi.org/10.1016/S0140-6736 
(22)00622-5.

[50] As-Sanie S, Mathur V, Mehedintu C, et al. RELUGOLIX COMBINATION THERAPY 
IMPROVES MULTIPLE DIMENSIONS OF QUALITY OF LIFE IN WOMEN WITH 
ENDOMETRIOSIS-ASSOCIATED PAIN: RESULTS FROM THE SPIRIT PROGRAM. 
Fertil Steril 2021;116(3):e51. https://doi.org/10.1016/j.fertnstert.2021.07.146.

[51] As-Sanie S, Giudice LC, Abrao M, et al. Sustained Efficacy and Safety of Relugolix 
Combination Therapy in Women with Endometriosis-Associated Pain: spirit 52- 
Week Data. J Minim Invasive Gynecol 2021;28(11):S10–1. https://doi.org/ 
10.1016/j.jmig.2021.09.03.

[52] Venturella R, As-Sanie S, Kotarski J, et al. 70 Effects of relugolix combination 
therapy on endometriosis-associated pain and analgesic use in spirit studies: 
overall study and european populations. Eur J Obstet Gynecol Reprod Biol 2022; 
270:e32–3. https://doi.org/10.1016/j.ejogrb.2021.11.131.

[53] Becker CM, Johnson NP, As-Sanie S, Arjona Ferreira JC, Abrao MS, Wilk K, Imm SJ, 
Mathur V, Perry JS, Wagman RB, Giudice LC. Two-year efficacy and safety of 
relugolix combination therapy in women with endometriosis-associated pain: 
SPIRIT open-label extension study. Hum Reprod 2024. https://doi.org/10.1093/ 
humrep/dead263. Epub ahead of print. PMID: 38243752.

[54] Belgisch Centrum voor Farmacotherapeutische Informatie. Terugbetaling RYEQO 
40/0.5/1 Filmomhl. Tabl. 3x28. 〈https://www.bcfi.be/nl/ampps/185025?cat=b〉. 
Geraadpleegd op 25-02-2024.
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