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Endométriose

• L’endométriose touche 10 % des femmes en âge de 
procréer

• Maladie chronique et récidivante, nécessitant une prise en 
charge au long cours

• Symptômes polymorphes, allant d’une absence de signes à 
des douleurs invalidantes
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Q2. At what age did you first experience the symptoms of endometriosis? 

Endometriose : age aux premiers symptomes
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Q1. What are all the symptoms you experienced when you started suffering from your endometriosis?
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Traitement médical de l’endométriose
Les questions qu’il faut se poser?

Endométriose : toute la vie  
Enjeux différents selon l’âge: Adolescence / Adulte 
• Symptomatologie douloureuse ?
• Adénomyose associée :  Saignements anormaux associés ? 
• Le besoin contraceptif ?
• Désir de grossesse ?



Les options thérapeutiques 

• Traitements médicaux
Traitements hormonaux : 

Contraceptifs oraux combinés (COC) 
Progestatifs seuls (ex : désogestrel, diénogest, 
drospirénone)
Dispositif intra-utérin au lévonorgestrel (DIU-LNG)
Agoniste GnRH
Antagoniste GnRH 

Traitements non hormonaux : 
AINS
Antalgiques
Neuromodulateurs 

Endométriose douloureuse 
• Traitement chirurgical  

• Approche multidisciplinaire
Physiothérapie, relaxation, yoga 
Accompagnement psychologique
Sexothérapie en cas de dyspareunie
Nutrition, …



Les options thérapeutiques 

• Traitements Hormonaux 
Contraceptifs oraux combinés (COC) 
Progestatifs seuls (ex : désogestrel, dienogest, drospirénone) 
Dispositif intra-utérin au lévonorgestrel (DIU-LNG)
Agoniste GnRH
Antagoniste GnRH 

Endométriose douloureuse 

Becker et al., Hum Reprod Open(2022)



Les traitements hormonaux 
Mécanismes d’ actions 

Suppression du reflux menstruel

Adapté de Giudice et al, NEJM 2010

Ø Effet suspensif  sur les 
symptômes 
douloureux 

Ø Pas d’effet curatif de la 
maladie 
endométriosique

Ø Non adapté en cas de 
désir de grossesse

Inhibition de l’axe gonadotrope :
o Aménorrhée
o Diminution la sensibilité aux 

œstrogènes

X

Diminution de l’inflammation

X

X

X

Diminution de la prolifération 
cellulaire
Augmentation de l’apoptose

Diminution du stress oxydant

Diminution de la neuro 
angiogenèse

X
X

Restauration de la sensibilité à la 
progestérone

X
X X



Les options thérapeutiques 

• Traitements Hormonaux 
Contraceptifs oraux combinés (COC) 
Progestatifs seuls (ex : désogestrel, diénogest, drospirénone)
Dispositif intra-utérin au lévonorgestrel (DIU-LNG)
Agoniste GnRH
Antagoniste GnRH 

Endométriose douloureuse 

Becker et al., Hum Reprod Open(2022)



Endometriosis: Combined oral contraceptives

combinations of low-dose OCPs as a treatment choice for pri-
mary dysmenorrhea (9, 10).

Endometriosis is often manifested by pain symptoms, such
as dysmenorrhea, pelvic pain, and dyspareunia. Current ther-
apeutic options include conservative surgery and medical
management with GnRH agonist, danazol, and progestins.
Medical treatment of endometriosis-associated pain is gener-
ally effective, with little difference in efficacy observed
among the different types of agents used; however, the ad-
verse-event profiles of the various drug regimens can differ
markedly. GnRH agonists are the most frequently used cur-
rent medical treatment for endometriosis. Although the effec-
tiveness of GnRH agonists is well established, the side effects
include hot flushes, vaginal dryness, emotional lability, and
loss of libido. Administration of GnRH agonist also results
in a 3% to 5% loss in bone mineral density, and this decrease
may not be reversed until a few years after completion of
treatments (1, 2). The OCP is the most widely used hormonal
drug in the world. Although some minor adverse events have
been reported, all symptoms are well tolerated and much
safer than other hormonal agents.

Vercellini et al. (8) evaluated the use of a combination OCP
(ethinylestradiol and desogestrel) compared with monthly
subcutaneous injections of GnRH agonist in reducing dys-
menorrhea, dyspareunia, and nonmenstrual pain in the
presence of a laparoscopically confirmed diagnosis of endo-
metriosis. Of the 57 patients evaluated, no significant differ-
ences between the two treatments for any of the three
symptoms evaluated were found at the end of the 6-month
follow-up. Another small, prospective, randomized study
reported on the postoperative administration of 6 months of
cyclic low-dose OCP containing ethinylestradiol and gesto-
dene compared with no treatment. The results indicated that
OCP therapy after operative laparoscopy did not significantly
influence long-term recurrence rates for symptoms or endo-

metrioma, although it showed a significant trend toward a de-
lay in disease recurrence (11). Recently, Zupi et al. (12)
conducted a controlled study to assess whether GnRH agonist
plus add-back therapy allows longer treatment and is associ-
ated with better pain control and quality of life than GnRH an-
alogue alone or OCP. The results showed that 12 months of
GnRH agonist plus add-back, GnRH analogue alone, and
OCP significantly reduced pelvic pain, dysmenorrhea, and
the dyspareunia score. They concluded that add-back therapy
allows for safe and comfortable treatment over a long period
for women with relapsed endometriosis-associated pain.

A major challenge in managing endometriosis is that of
chronic or recurrent symptoms that require long-term or
repeated courses of medication. Treatment with GnRH ana-
logues, such as leuprolide, is limited to only 6 months because
these agents induce a hypoestrogenic state that substantially
decreases bone mineral density. The OCP as a first choice is
a simple and effective way to manage endometriosis. Vercellini
et al. (13) reported that avoidance or delaying of menstruation
by continuous OCP administration for 2 years significantly
reduced the severity of dysmenorrhea in women who experi-
enced recurrent dysmenorrhea despite cyclic OCP use.

By preventing ovulation, OCPs suppress the progesterone-
driven proliferation of the secretory endometrium during the
luteal phase, thus resulting in a decrease in prostaglandin syn-
thesis and the volume of menstrual fluid (2). The most widely
accepted theory of the pathogenesis of endometriosis pro-
poses that endometrial tissue reaches the pelvic cavity
through retrograde menstruation. Epidemiologic data suggest
that potential risk factors for developing endometriosis in-
clude shorter menstrual cycles, longer duration of menstrual
flow, outflow obstruction, and younger age at menarche (14,
15). Collectively, OCPs that decrease menstrual flow may in-
fluence the development of endometriosis. Although the
literature is in conflict as to how OCPs affect the risk of
endometriosis (16), the currently used low-dose OCPs,
although not curative, appear beneficial because they may
suppress endometriosis. Recent experimental data show
that OCPs also down-regulate cell proliferation and increase
apoptosis in the eutopic endometrium of women with endo-
metriosis (3).

In conclusion, the present study demonstrated that low-
dose OCPs are an effective treatment with few adverse effects
for dysmenorrhea associated with endometriosis.
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FIGURE 2

Changes in mean dysmenorrhea score during the
trial. OCP: oral contraceptive pill.

Harada. OCP for dysmenorrhea with endometriosis. Fertil Steril 2008.

Fertility and Sterility! 1587

Harada et al., Fertil Steril (2008)

Phase 3, randomized, double-blinded, 
placebo-controlled, multicenter study

Monophasic OCP (ethinyl-estradiol 0.035 mg 
plus norethisterone 1 mg) versus placebo

This study clearly demonstrate that OCPs could be used to effectively and 
safely treat pain associated with endometriosis. 

Harada et al., Fertil Steril (2017)

Ethinylestradiol 20 ug/drospirenone 3 mg in a flexible extended
regimen (FlexibleMIB) compared with placebo 

FlexibleMIB group and two patients (1.6%) in the placebo
group reported TEAEs that resulted in discontinuation of
treatment. The most frequently reported TEAEs were naso-
pharyngitis, genital hemorrhage, and headache
(Supplemental Table 2). One patient in the FlexibleMIB group
reported a treatment-emergent serious AE (deep vein throm-
bosis and pulmonary embolism), which was judged by the in-
vestigators to be study drug–related. No deaths were reported.
There were no clinically relevant abnormalities observed in
vital signs, physical findings, or other safety variables,
including urinalysis and gynecologic examinations
(Supplemental Table 3).

Open-label extension phase. Overall rates of TEAEs were
almost identical in both groups after patients receiving pla-
cebo were changed to FlexibleMIB (119 of 130 [91.5%] and
117 of 128 [91.4%] in patients originally randomized to

FlexibleMIB and placebo, respectively), as were the rates of
study drug–related TEAEs (66.2% and 60.9%, respectively)
and TEAEs resulting in discontinuation of the study drug
(13.8% and 10.2%, respectively). The majority of TEAEs
were mild (80.0% and 74.2% in FlexibleMIB vs. placebo
changed to FlexibleMIB groups, respectively). Three patients
who changed to FlexibleMIB reported treatment-emergent
serious AEs: pneumothorax (n ¼ 1) and hemorrhagic ovarian
cyst (chocolate cyst; n ¼ 1), which were judged unrelated to
the study drug, and deep vein thrombosis (n ¼ 1), judged as
drug-related. There were no deaths.

Bleeding pattern. During the first reference period (days 1–
90), the numbers of bleeding or spotting days were 27.4 "
14.7 days in the FlexibleMIB group, 25.1" 8.2 days in the pla-
cebo group, and 43.4" 21.3 days in the dienogest group. Dur-
ing the second reference period (days 91–180), the numbers of

TABLE 1

Change in VAS score for most severe EAPP as recorded daily by patients.

Variable

FlexibleMIB Placebo Dienogest

n mean ± SD (mm) n mean ± SD (mm) n mean ± SD (mm)

Severest EAPP
Baseline 130 77.2 " 16.5 128 77.7 " 15.6 53 76.3 " 16.5
Week 24 114 40.5 " 25.1 117 66.4 " 21.8 50 25.9 " 23.5
Change from

baseline (95% CI)
114 #36.6 " 23.9 (#41.1, #32.2) 117 #10.7 " 18.0 (#14.0, #7.4) 50 #50.0 " 25.0 (#57.2, #42.9)

Least square mean
change (SE)

#32.4 (2.20) #6.2 (2.22)

Least square mean
difference (95% CI)

#26.3 (#31.6, #20.9); P< .0001

Note: CI ¼ confidence interval.

Harada. FlexibleMIB for endometriosis pain. Fertil Steril 2017.

FIGURE 2

(A) Reduction from baseline to week 24 in pain measures associated with endometriosis; (B) gynecologic endpoints.
Harada. FlexibleMIB for endometriosis pain. Fertil Steril 2017.
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parallel-group study



Endometriosis and OCPs: continuous versus cyclic ?

bloating in 2; breast tension in 1; headache in 1; and de-
creased libido in 1); however, 4 of them preferred to con-
tinue on the study schedule, as they considered the benefits
of uninterrupted OC use to outweigh the drawbacks. Fur-
thermore, 6 patients who, before the study, had migraines
during the pill-free interval no longer had to suffer this
symptom with continuous OC use.
Six women had a small, unilateral, unilocular, ovarian

cyst, presumably of endometriotic nature, with a mean! SD
diameter of 19 ! 4 mm at baseline ultrasonography. No

increase in mean cyst diameter or appearance of a new
endometriotic cyst during treatment was observed.

At the final follow-up evaluation, 13 (26%) women were
very satisfied, 27 (54%) were satisfied, 1 (2%) was uncertain,
8 (16%) were dissatisfied, and 1 (2%) was very dissatisfied
with continuous OC use instead of the standard 21-day
regimen.

DISCUSSION
In our study, avoidance or delay of menstruation by

continuous OC administration statistically significantly re-
duced the frequency and severity of dysmenorrhea. Only
women with a surgical diagnosis of endometriosis were
recruited; one symptom, that is, dysmenorrhea, was specif-
ically assessed, and the treatment effect was evaluated ob-
jectively using validated pain scales. Eighty percent of the
subjects studied were satisfied with continuous OC admin-
istration, and 12% reported relief from menstrual migraines
as an additional benefit of the above treatment modality.

The self-controlled study design may appear suboptimal.
However, this was dictated by selection of a specific group
of nonresponders to the standard 21-day schedule. In other
words, our aim was not to compare continuous vs. cyclic pill
administration for postsurgical recurrence of dysmenorrhea
in a parallel-group, randomized, controlled trial but rather to
assess sequentially the effect of uninterrupted OC used as a
second-line treatment modality. In this setting, subjects con-
stituted their own controls. Furthermore, the intention-to-
treat analysis adopted to evaluate patient satisfaction should
have avoided overoptimistic results.

However, it cannot be excluded that in a self-controlled
study such as the present one, part of the observed treatment
effect may be due to the phenomenon of “regression toward
the mean.” That is, when an extreme value is remeasured, it
tends to be closer to the mean of the original population from
which the study subjects were drawn, because the original
value was likely to have been unduly influenced by random
variation. In other words, if patients are enrolled in a self-
controlled study of some new regimen when standard treat-
ments appear to be losing efficacy (that is, when the patients’
conditions are worse than average), some general improve-
ment may occur that has nothing to do with improved
therapy (3).

This bias can be overcome only by performance of a
formal comparative study, as the use of a randomized control
group constitutes the best modality for separating any gen-
uine reductions in pain symptoms scores due to treatment
from the effect of regression towards the mean. However, the
effect of the above phenomenon should have been limited, as
we recruited patients suffering from chronic dysmenorrhea,
and this symptom was assessed on more than one occasion
during the 6 months before enrollment (3).

F I G U R E 1

Variations of intensity of dysmenorrhea after switch from
cyclic to continuous oral contraceptive use. (A), Visual analog
scale scores. (B), Verbal rating scale scores. Values are mean
! SD. *P".001 compared with corresponding baseline value,
paired t test.

Vercellini. Continuous OC use for recurrent endometriosis. Fertil Steril 2003.

562 Vercellini et al. Continuous OC use for recurrent endometriosis Vol. 80, No. 3, September 2003

*: p < 0.001

Vercellini et al., Fertil Steril (2003)

Variations of intensity of DM VAS scores 
after switch from cyclic to continuous OCPs use

ESHRE guideline: endometriosis†

The members of the Endometriosis Guideline Core Group,
Christian M. Becker 1,*, Attila Bokor2, Oskari Heikinheimo 3,
Andrew Horne 4, Femke Jansen5, Ludwig Kiesel6, Kathleen King7,
Marina Kvaskoff 8, Annemiek Nap9, Katrine Petersen10,
Ertan Saridogan11,12, Carla Tomassetti13,14,
Nehalennia van Hanegem15, Nicolas Vulliemoz16, and
Nathalie Vermeulen 17; on behalf of the ESHRE Endometriosis
Guideline Group‡

1Nuffield Department of Women’s and Reproductive Health, Endometriosis CaRe Centre, University of Oxford, Oxford, UK
2Department of Obstetrics and Gynecology, Semmelweis University, Budapest, Hungary 3Department of Obstetrics & Gynecology,
University of Helsinki and Helsinki University Hospital, Helsinki, Finland 4EXPPECT Centre for Endometriosis and Pelvic Pain, MRC
Centre for Reproductive Health, University of Edinburgh, Edinburgh, UK 5EndoHome—Endometriosis Association Belgium, Belgium
6Department of Gynecology and Obstetrics, University Hospital Muenster, Muenster, Germany 7Individual Endometriosis Advocate,
Ireland 8Paris-Saclay University, UVSQ, Univ. Paris-Sud, Inserm, Gustave Roussy, “Exposome and Heredity” Team, CESP, Villejuif, France
9Department of Gynaecology and Obstetrics, Radboudumc, Nijmegen, The Netherlands 10Pain Management Centre, UCLH, London, UK
11Department of Obstetrics and Gynaecology, University College London Hospital, London, UK 12Elizabeth Garrett Anderson Institute
for Women’s Health, University College London, London, UK 13Department of Obstetrics and Gynaecology, Leuven University Fertility
Center, University Hospitals Leuven, Leuven, Belgium 14Faculty of Medicine, Department of Development and Regeneration, LEERM (Lab
of Endometrium, Endometriosis and Reproductive Medicine), KU Leuven, Leuven, Belgium 15Department of Reproductive Medicine and
Gynecology, University Medical Center Utrecht, Utrecht, The Netherlands 16Department of Woman Mother Child, Fertility Medicine
and Gynaecological Endocrinology, Lausanne University Hospital, Lausanne, Switzerland 17European Society of Human Reproduction and
Embryology, Strombeek-Bever, Belgium

*Correspondence address. Nuffield Department of Women’s and Reproductive Health, Endometriosis CaRe Centre, John Radcliffe
Hospital, University of Oxford, Level 3, Women’s Centre, Oxford OX3 9DU, UK. E-mail: christian.becker@wrh.ox.ac.uk; guidelines@e-
shre.eu https://orcid.org/0000-0002-9870-9581

Submitted on February 10, 2022; editorial decision on February 25, 2022

STUDY QUESTION: How should endometriosis be diagnosed and managed based on the best available evidence from published
literature?

SUMMARY ANSWER: The current guideline provides 109 recommendations on diagnosis, treatments for pain and infertility, manage-
ment of disease recurrence, asymptomatic or extrapelvic disease, endometriosis in adolescents and postmenopausal women, prevention
and the association with cancer.

WHAT IS KNOWN ALREADY: Endometriosis is a chronic condition with a plethora of presentations in terms of not only the occur-
rence of lesions, but also the presence of signs and symptoms. The most important symptoms include pain and infertility.

STUDY DESIGN, SIZE, DURATION: The guideline was developed according to the structured methodology for development of
ESHRE guidelines. After formulation of key questions by a group of experts, literature searches and assessments were performed. Papers
published up to 1 December 2020 and written in English were included in the literature review.

PARTICIPANTS/MATERIALS, SETTING, METHODS: Based on the collected evidence, recommendations were formulated and dis-
cussed within specialist subgroups and then presented to the core guideline development group (GDG) until consensus was reached. A stake-
holder review was organized after finalization of the draft. The final version was approved by the GDG and the ESHRE Executive Committee.

MAIN RESULTS AND THE ROLE OF CHANCE: This guideline aims to help clinicians to apply best care for women with endometriosis.
Although studies mostly focus on women of reproductive age, the guideline also addresses endometriosis in adolescents and postmenopausal
women. The guideline outlines the diagnostic process for endometriosis, which challenges laparoscopy and histology as gold standard
diagnostic tests. The options for treatment of endometriosis-associated pain symptoms include analgesics, medical treatments and surgery.
Non-pharmacological treatments are also discussed. For management of endometriosis-associated infertility, surgical treatment and/or medi-
cally assisted reproduction are feasible. While most of the more recent studies confirm previous ESHRE recommendations, there are five

†ESHRE Pages content is not externally peer reviewed. The manuscript has been approved by the Executive Committee of ESHRE.
‡The members of the ESHRE Endometriosis Guideline Group are given in the Appendix.
VC The Author(s) 2022. Published by Oxford University Press on behalf of European Society of Human Reproduction and Embryology.
This is an Open Access article distributed under the terms of the Creative Commons Attribution-NonCommercial License (https://creativecommons.org/licenses/by-nc/4.0/), which per-
mits non-commercial re-use, distribution, and reproduction in any medium, provided the original work is properly cited. For commercial re-use, please contact journals.permissions@oup.com
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Becker et al., Hum Reprod Open(2022)

50 women who underwent surgery for endometriosis in the 
previous year and experienced recurrent dysmenorrhea despite
cyclic OC use. 



Les options thérapeutiques 

• Traitements Hormonaux 
Contraceptifs oraux combinés (COC) 
Progestatifs seuls (ex : désogestrel, diénogest, drospirénone)
Dispositif intra-utérin au lévonorgestrel (DIU-LNG)
Agoniste GnRH
Antagoniste GnRH 

Endométriose douloureuse 

Becker et al., Hum Reprod Open(2022)



Traitement médical de l’endométriose douloureuse : 
les micropogestatifs
Essai randomisé 40 femmes endométriose modérée (Stade I ou 

II) suivi  6 mois comparant 75μg/j de désogestrel versus COP

Ø Amélioration significative des douleurs pelviennes 
et des dysménorrhées dans les 2 groupes (p<0.001)

Score VAS individuel avant et après 6 mois de traitement 

Razzi et al. Eur J Obstet Gynecol Reprod Biol 2007

Essai randomisé 41 femmes è suivi  1 an 
Implant étonogestrel versus DMPA IM 150 mg / 3 

mois 

Walch et al. Contraception 2009

Ø Efficacité identique sur symptômes d’endométriose 



Dienogest et Endométriose  

Ø Dienogest efficace sur les dysménorrhées, dyspareunies, douleurs pelviennes et dyschésies
Ø Pas d’ effet sur le volume des nodules de DIE

Lenoardo-Pinto et al, EJOG 2017



Ø Le DNG est efficace sur les symptômes douloureux ET sur la diminution du volume des 
endométriomes

Ø Le DNG a permis une diminution du volume moyen des endométriomes -66,7% après 
6 mois et 76,2 % après 12 mois

Uludag SZ, J Obstet Gynaecol. 2021 Nov;41(8):1246-1251

-66,7%

-76,2%

Efficacité du DNG sur la réduction du volume des 
endométriomes



ØEffet comparable sur la symptomatologie
ØLe volume des endométriomes a été plus réduit avec le DNG 2 mg en monothérapie
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Angioni S,y. Gynecol Endocrinol. 2020 Jan;36(1):84-86.

Efficacité du DNG vs EE/DNG sur la réduction du 
volume des endométriomes



Efficacité du Dienogest sur les douleurs : 
Résultats au long cours

Ø L’utilisation du Dienogest au long cours (60 mois) :
o diminue les douleurs pelviennes en pré-opératoire
o prévient la récidive de la douleur en post opératoire



Adolescent endometriosis: Dienogest

Ebert et al., J Pediatr Adolesc Gynecol (2017)

Pain assessment
by mean VAS score

64.3± 19.1

12.1± 13.9Efficiency: more than 80% of the patients

- A 52-week, open-label, single-arm study in 21 study centers, in 6 European countries.
- 120 Adolescents aged 12 to younger than 18 years with clinically suspected or laparoscopically confirmed
endometriosis. 
- Dienogest 2 mg once daily. 



DIU au Levonorgestrel

- Revue systématique de 5 essais randomisés (RCTs)
- 255 femmes atteintes d’endométriose
- Comparer l’efficacité du dispositif intra-utérin au 
lévonorgestrel (LNG-IUS) à celle des agonistes de la 
GnRH
Résultats :
- Le LNG-IUS réduit les douleurs pelviennes (scores EVA) 
de façon similaire aux agonistes de la GnRH
- Meilleure tolérance : moins de symptômes 
vasomoteurs
Autres bénéfices observés : amélioration de la qualité de 
vie (HRQoL), réduction du cholestérol LDL-C et du 
cholestérol total
Effets indésirables fréquents avec le LNG-IUS : 
saignements irréguliers, douleurs unilatérales, kystes 
ovariens



DIU au Levonorgestrel & implant 
Etonogestrel 

•Essai clinique randomisé (RCT)
•103 femmes souffrant de douleurs pelviennes 
chroniques ou de dysménorrhées liées à 
l’endométriose
•Interventions comparées :
•Implant sous-cutané à l’étonogestrel (ENG)
•LNG-IUS 52 mg

•Les deux traitements ont significativement 
réduit la douleur liée à l’endométriose
•Amélioration des douleurs pelviennes 
chroniques et de la dysménorrhée dans les deux 
groupes
•Taux d’abandon élevé à 24 mois : 65 % pour 
l’ENG, 63 % pour le LNG-IUS

Margatho et al., 2020



Traitement de l’adénomyose: DIU au 
Levonorgestrel versus Hystérectomie

Ozdegirmenci O et al, Fertil Steril 2011

Ø Efficacité identique des 2 thérapeutiques sur le taux d’Hb à 1an
Ø Evaluation de la qualité de vie (retentissement psychologique et social) en faveur du DIU au Levonorgestrel



Comparaison de l’efficacité de différentes pilules 
combinées sur la douleur pelvienne liée à 
l’endométriose

Caruso et al 2024

Étude observationnelle en vie réelle 
comparant l’efficacité de cinq contraceptifs 
oraux combinés sur la douleur pelvienne liée à 
l’endométriose.
Après 6 mois de traitement, les meilleures 
réductions de douleur (EVA) ont été observées 
avec :
Diénogest 2 mg seul : –64,2 %
Estétrol 14,2 mg / Drospirénone 3 mg 
(E4/DRSP) : –63,4 %



Les options thérapeutiques 

• Traitements Hormonaux 
Progestatifs seuls (ex : désogestrel, diénogest, drospirénone, 
DIU Levonorgestrel, Implant Etonorgestrel)

Endométriose douloureuse 



Patiente non opérée 
Endométriose douloureuse (hors contexte d’infertilité)

Les contre-indications, les effets indésirables potentiels et les traitements antérieurs doivent 
guider le choix de la molécule (accords professionnels).

Compte tenu des données d’efficacité et des effets indésirables potentiels:   
ü1ère intention :  contraception orale par estroprogestatifs ou SIU au LNG 52 mg (Grade 
B)
üCOP de 2ème génération en première intention (risque thrombotique).

ü2ème intention :  contraception microprogestative orale au désogestrel, implant à 
l’étonogestrel, les agonistes de la GnRH en association à une add-back thérapie ou le 
diénogest (grade C).

üMacroprogestatifs  : données insuffisantes pour définir leur place.

üNon Recommandés : Danazol et le DMPA (effets indésirables)

Sauvan M, Chabbert-Buffet N, Canis M, Collinet P, Fritel X, Geoffron S, Legendre G, Wattier JM, Fernandez H. Traitement médical de l’endométriose douloureuse sans infertilité, RPC Endométriose CNGOF-HAS [Medical
treatment for the management of painful endometriosis without infertility: CNGOF-HAS Endometriosis Guidelines]. Gynecol Obstet Fertil Senol. 2018 Mar;46(3):267-272.



Impact du traitement médical sur le risque de récidive 
post-opératoire

Capezzuoli et al, RBMO 2021

Ø Moindre proportion de patientes réopérées en cas de traitement  médical pré- et post-
opératoire



Il est recommandé de prescrire un traitement hormonal postopératoire afin de réduire le 
risque de récidive douloureuse de l’endométriose (grade B) et d’améliorer la qualité de vie des 
patientes (grade B), en l’absence de désir de grossesse.

La COP ou le SIU au LNG 52 mg sont recommandés en première intention en postopératoire 
d’une chirurgie de l’endométriose (Grade B).

En cas de prescription d’une COP en post opératoire, il est recommandé de privilégier une 
administration continue en cas de dysménorrhée (grade A).

Patiente opérée
Prise en charge de la douleur

Sauvan M, Chabbert-Buffet N, Canis M, Collinet P, Fritel X, Geoffron S, Legendre G, Wattier JM, Fernandez H. Traitement médical de l’endométriose douloureuse sans infertilité, RPC Endométriose CNGOF-HAS [Medical
treatment for the management of painful endometriosis without infertility: CNGOF-HAS Endometriosis Guidelines]. Gynecol Obstet Fertil Senol. 2018 Mar;46(3):267-272.



En l’absence de contre-indication ou de désir de grossesse :
Il est recommandé de prescrire un COP en post-opératoire pour prévenir le risque 
de récidive des endométriomes opérés (grade B). 

Il est recommandé de poursuivre la COP tant que la tolérance du traitement est 
bonne et qu’il n’y a pas de désir de grossesse (Grade A).

Il est recommandé de privilégier une administration continue en cas de 
dysménorrhée (Grade B) 

Les agonistes de la GnRH ne sont pas recommandés en post-opératoire dans le seul but de 
prévenir la récidive d’endométriome (Grade B).

Patiente opérée
Prévention des récidives des endométriomes

Sauvan M, Chabbert-Buffet N, Canis M, Collinet P, Fritel X, Geoffron S, Legendre G, Wattier JM, Fernandez H. Traitement médical de l’endométriose douloureuse sans infertilité, RPC Endométriose CNGOF-HAS [Medical
treatment for the management of painful endometriosis without infertility: CNGOF-HAS Endometriosis Guidelines]. Gynecol Obstet Fertil Senol. 2018 Mar;46(3):267-272.



Les options thérapeutiques 

• Traitements Hormonaux 
Contraceptifs oraux combinés (COC) 
Progestatifs seuls (ex : désogestrel, diénogest, drospirénone)
Dispositif intra-utérin au lévonorgestrel (DIU-LNG)
Agoniste GnRH
Antagoniste GnRH 

Endométriose douloureuse 

Becker et al., Hum Reprod Open(2022)



Analogues de la GnRH et endométriose

Endométriose non opérée :

ü GnRHa + efficace que placebo ou abstention sur le contrôle des douleurs
ü GnRHa + efficaces que COP cyclique sur le contrôle des dysménorrhées et des dyspareunies
ü Pas de différence entre GnRHa et progestatifs (Danazol, SIU au LNG) dans la prise en charge des douleurs

En post-opératoire : 

ü Efficacité identique à la COP dans la prévention des rechutes douloureuses
ü Pas recommandé dans le seul but de prévenir la récidive d’endométriome

Tolérance :
ü sécheresse vaginale, bouffées de chaleur, céphalées, prise de poids, baisse de libido.
ü La perte de densité minérale osseuse (DMO) est significative, surtout à forte dose (5,6 % vs 1,2 % à 20 semaines).

Brown J et al, 2010



Effets secondaires de l’hypo-estrogénie

SNC :
- Bouffées de chaleur, 

troubles du sommeil, de 
l’humeur

SGUM :
- Sècheresse vaginale,  
troubles des fonctions 
urinaires et sexuelle

Os :
- Perte osseuse
- Augmentation du risque de 
fracture

Métabolique et CV :
- Augmentation de l’adiposité viscérale
- Résistance à l’insuline
- Dyslipidémie athérogène
- Développement de l’athérosclérose

à Ajouter une add back thérapie 



Traitement médical de l’endométriose douloureuse chez 
l’adolescente: les analogues de la GnRH 

ØPeut être utilisé à visée thérapeutique
ØPeut être utile comme test diagnostique



Analogues de la GnRH et endométriose

Becker et al., Hum Reprod Open(2022)



En cas de prescription d’un agoniste de la GnRH dans un contexte d’endométriose :

Il est recommandé de prescrire une add-back thérapie (grade B)

L’add-back thérapie peut être prescrite avant le 3e mois pour limiter les effets 
secondaires (accord d’expert).

L’add-back thérapie doit comporter un estrogène afin de prévenir la baisse de 
densité minérale osseuse et d’améliorer la qualité de vie des patientes (grade B).
L’AMM recommande d’y adjoindre un progestatif

Patiente non opérée 
Endométriose douloureuse (hors contexte d’infertilité)

Sauvan M, Chabbert-Buffet N, Canis M, Collinet P, Fritel X, Geoffron S, Legendre G, Wattier JM, Fernandez H. Traitement médical de l’endométriose douloureuse sans infertilité, RPC Endométriose CNGOF-HAS [Medical
treatment for the management of painful endometriosis without infertility: CNGOF-HAS Endometriosis Guidelines]. Gynecol Obstet Fertil Senol. 2018 Mar;46(3):267-272.



Antagonistes de la GnRH 

X

X X

XX

A la différence de l’action des agonistes de la GnRH 
qui induisent une désensibilisation des récepteurs de la 
GnRH, 
les antagonistes de la GnRH entrent directement en 
compétition 
avec la GnRH en bloquant ses récepteurs à sa surface 
membranaire. 

Il en résulte une action antigonadotrope immédiate  sans 
effet flare up.



Mode d’action agoniste vs antagoniste de la GnRH

Estradiol et 
Progestérone

Agoniste :
Effet retardé (= effet 
flare-up) et prolongé

Estradiol et Progestérone

Antagoniste:
Effet immédiat, sans 
effet flare-up et 
réversibilité rapide

Rzewuska AM, Żybowska M, Sajkiewicz I, Spiechowicz I, Żak K, Abramiuk M, Kułak K, Tarkowski R. Gonadotropin-Releasing Hormone Antagonists-A New Hope in 
Endometriosis Treatment? J Clin Med. 2023 Jan 28;12(3):1008.



Antagoniste GnRH – voie Orale 

Cetrorelix : décapeptide (voie injectable)
Masse mol. : 1431 g/mol 

Rélugolix = antagoniste non peptidique des récepteurs de la GnRH

Relugolix : non peptidique (voie orale)
Masse mol. : 623 g/mol (petite molécule)

≠

Rzewuska AM, Żybowska M, Sajkiewicz I, Spiechowicz I, Żak K, Abramiuk M, Kułak K, Tarkowski R. Gonadotropin-Releasing Hormone Antagonists-A New Hope in Endometriosis Treatment? J Clin Med. 2023 Jan 
28;12(3):1008.



Antagonistes de la GnRH 

Giudice L et al, Lancet 2022

Women received (1:1:1) 

ü once-daily oral placebo, 

ü relugolix combination therapy (relugolix 40 mg, estradiol 1 mg, norethisterone acetate 0·5 mg), 

ü or delayed relugolix combination therapy (relugolix 40 mg monotherapy
followed by relugolix combination therapy, each for 12 weeks) for 24 weeks. 



Femmes atteintes
d’endométriose

douloureuse

Randomisation
1:1:1 

N = 638 SPIRIT 1b

N = 623 SPIRIT 2b 

Relugolix TC* QD

Traitement en double-aveugle

Rélugolix seul
12 sem

Rélugolix TC* QD 
12 sem

SEM 24

Critère
principal
N = 1044

SEM 104

Etude
d’extension N = 802

Placebo

*Relugolix Thérapie combinée (TC) = rélugolix 40 mg + estradiol 1 mg et norethisterone acetate 0,5 mg

Etudes SPIRIT : Design et critère principal

• Co-critères de jugements principaux à 6 mois évalués par une échelle numérique : 

- Proportion d’amélioration des dysménorrhées

- Proportion d’amélioration des douleurs pelviennes non menstruelles

Définition de la bonne réponse clinique : 
Réduction de score > 2,8 pts en cas de dysménorrhées et/ou > 2,1 pts en cas de douleurs non 
menstruelles ET sans augmentation d’utilisation d’analgésiques



Réduction des dysménorhées et des douleurs non cycliques

SPIRIT 1
Dysménorrhée DPNM

0

20

40

60

80

100

Pr
op

or
tio

n 
de

 p
at

ie
nt

es
ré

po
nd

eu
se

s
%

27%

75% 72%

40%

59% 58%

Placebo Relugolix
TC

Placebo Relugolix
TC

Relugolix TC
décalé

SPIRIT 2
Dysménorrhée DPNM

0

20

40

60

80

100

30%

75% 73%

43%

66%

53%

Placebo Relugolix
TC

Relugolix
TC décalé

Placebo Relugolix
TC

Relugolix TC
décalé

Pr
op

or
tio

n 
of

 
Re

sp
on

di
ng

 P
at

ie
nt

s,
 %

Relugolix
TC décalé

Giudice LC et al. Once daily oral relugolix combination therapy versus placebo in patients with endometriosis-associated pain: two replicate phase 3, randomised, double-blind, studies (SPIRIT 1 and 2). Lancet. 2022 Jun 18;399(10343):2267-2279. 

%  de patientes avec une réduction moyenne du score NRS ≥ 2,8  pour la dysménorrhée et > 2,1 pts pour les douleurs pelviennes
non menstruelles (DPNM) sans augmentation de l'utilisation d'analgésiques



Maintien de la diminution des dysménorhées à 104 semaines

Giudice LC, et al. Lancet. 2022;399; ; Becker et al. Hum Reprod. 2024 Mar 1;39(3):526-537
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% d’événements indésirables reportés à 24 semaines

Giudice LC, et al. Lancet. 2022;399.

SPIRIT 1 SPIRIT 2

Placebo
N = 212

Relugolix TC
N = 212

Delayed 
Relugolix TC

N = 211

Placebo
N = 204

Relugolix TC
N = 206

Delayed 
Relugolix TC

N = 206

EIs reportés chez > 5% des patientes dans n’importe quel groupe

Céphalée 46 (22%) 57 (27%) 67 (32%) 64 (31%) 81 (39%) 79 (38%)

Rhinopharyngite 12 (6%) 13 (6%) 10 (5%) 17 (8%) 29 (14%) 14 (7%)

Bouffées de chaleur 21 (10%) 22 (10%) 71 (34%) 7 (3%) 28 (14%) 72 (35%)

Maux de dents 3 (1%) 5 (2%) 3 (1%) 7 (3%) 18 (9%) 7 (3%)

Mal au dos 5 (2%) 8 (4%) 7 (3%) 7 (3%) 12 (6%) 12 (6%)

Nausée 11 (5%) 13 (6%) 9 (4%) 6 (3%) 12 (6%) 9 (4%)

Arthralgie 2 (1%) 4 (2%) 9 (4%) 7 (3%) 11 (5%) 10 (5%)

Diminution de la densité osseuse 4 (2%) 5 (2%) 8 (4%) 5 (2%) 11 (5%) 13 (6%)

Diminution de la libido 1 (< 1%) 5 (2%) 7 (3%) 4 (2%) 11 (5%) 8 (4%)

Infection urinaire 6 (3%) 4 (2%) 9 (4%) 5 (2%) 11 (5%) 10 (5%)

Acnée 13 (6%) 2 (1%) 1 (< 1%) 11 (5%) 7 (3%) 7 (3%)

Diminution de la vitamine D 15 (7%) 4 (2%) 8 (4%) 3 (1%) 1 (1%) 0

L’incidence des événements indésirables avec Relugolix CT 
était similaire à celle observée avec le placebo



Relugolix TC a permis le maintien de la densité minérale 
osseuse (DMO) au niveau du rachis lombaire

Giudice LC, et al. Lancet. 2022;399; Becker et al. Hum Reprod. 2024 Mar 1;39(3):526-537
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Catherino et al. Fertil Steril 2025 

Reduction du 
volume 
utérin 

traitement combiné : 
40 mg de relugolix, 1 
mg d’estradiol et 0,5 
mg d’acétate de 
noréthindrone

Relugolix seul 12Sem 
puis combiné 12 sem. 

Adénomyose et antagonistes oraux 



1ère intention

• Traitement hormonal: Pilule estro-
progestative, progestatifs (DIU-LNG, 
implant, POP, Diénogest)

2nde intention

• Agonistes de la GnRH
• Antagonistes de la GnRH 

Guideline on the management of women with endometriosis 2022

Recos ESHRE février 2022



Limites des traitements médicaux de 
l’endométriose
• Permet de soulager les symptômes, mais traitement non curatif

• Impact variable selon les patientes : réponse partielle ou inefficace ou évolutive 

• Effets indésirables : troubles de l’humeur, saignements irréguliers, douleurs 
persistantes

• Attention : Risque thromboembolique veineux avec les pilules combinées contenant 
des œstrogènes 

• Traitement bloquant l’ ovulation : pas de grossesse spontanée possible Mais possible 
de les associer aux traitements d’ AMP 



Stratégies à long terme en cas d’endométriose 
douloureuse

• Adapter le traitement au profil et aux souhaits de la patiente : âge, 
désir de grossesse, réponse au traitement

• Rotation thérapeutique en cas d’échec ou d’effets indésirables ?

• Traitement post-opératoire pour prévenir les récidives après chirurgie

• Suivi régulier et réévaluation des options thérapeutiques : Approche 
multidisciplinaire essentielle



Gynecology, Surgical unit: C Chapron, B Borghese, L Marcellin, P Santulli, A 
Bourret, G Pierre, P Marzouk, F Decuypere, L Campin, A Gaudet Chardonnet

Gynecology, Medical unit: G Plu-Bureau, L Maitrot Mantelet, S Perol

Gynecology, Reproductive ART and Infertility unit : P Santulli, M Bourdon,      
C  Maignien, F Kefelian, S koutchinsky,  V Gayet, S Douard, A Fubini, V Blanchet, J 
Gonnot, C Cervantes, E Laviron, A Houliat, E Serve

Psychological team : V Antoine , N Grundler, M Reynaud, D Fucks  

Intestinal surgery: S Gaujoux, M Leconte

Radiology:C Bordonne, L Maitrot Mantelet, AE Millischer

Laboratory: Genetics :D Vaiman, S Barbaux

Laboratory: Imunulogy: F Batteux, S Chouzenoux, L Doridot, M Jeljeli

Laboratory: Reproductive biology: C Patrat, JP Wolf, K Pocate, V Lange,          
C Chalas, A Chargui, C Jean,  A, Chargui, L Ferreux, V Douineaud, 

Statistical unit: F Goffinet, PY Ancel
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