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Quel traitement hormonal en
premiere lighe en 2025 7



DIFFERENTES RECOMMANDATIONS
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DIENOGEST
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* Plusieurs études randomisees => effet comparables COP ou
agoniste GnRH

 Remboursé depuis 2020 :80 000 femmes ce jour vs 800 avant
remboursement)
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Intérét particulier dans la réduction de taille des

endomeétriomes

Volume reduction after 6 months by treatment type

Treatment Groups

Relugolix

Leuprolide acetate

Combined hormonal contraceptive
Other oral progestin

Subdermal progestin

= el LA e e WO

124

Percent reduction

—349to0 —73.6
—29.2 to —-71.7

49 to —103.1

149.5 to —209.1

11.0to —138

Cl = confidence interval; N/A = non avadlable: NRE = XX.

Peter S. Thiel, The Effect of Hormonal Treatment on Ovarian Endometriomas: A Systematic Review and Meta-Analysis,
Journal of Minimally Invasive Gynecology, 2024
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Une meilleure efficacité des COP aux
oestrogenes "naturels” ?

10 WEE30pg/DNG2mg ® EE20pgDRSP2mg WE2NOMAC ®E2V/DNG HE4 142mg/DRSP3mg ®DNG 2mg

9 p<0.001

% 5

Caruso S, Cianci S, Caruso G, Iraci Sareri M, Gulino FA, Palumbo M.

0 I ' . . .
Baseline 3rd month 6th month Baseline 3rd mont 6th month Cpm parat'Ye study on _the effects o.f Cc_)mbmed_oral contra_ceptlvgs and
Dv h Dvspareuni dienogest in women with endometriosis-associated chronic pelvic
EEETARESER PR pain. Eur J Obstet Gynecol Reprod Biol. 2025
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Douleur
pelvienne
chronique

% of reduction

6th month follow-up!

2

3~

S EE 30ug’/ DNG 2mg ® EE 20ug’ DRSP 2mg : : 2 )
¥ 178-E2 | Smg/NomAc 2.5mg ® E2V/DNG ) p<0.02 =0 151
p<0.01

WE4 142 mg/ DRSP 3mg # DNG 2mg
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CNGOF 2018

Les traitements hormonaux en premiére intention dans la prise en charge de I'endométriose douloureuse sont :
* |la contraception par cestroprogestatifs ;
* |le SIU au LNG a 52 mg.

0

0

0

0

I Le choix de ce traitement doit étre guidé par les contre-indications, les effets indésirables potentiels, les traitements
: antérieurs et I'avis de la patiente. Les traitements hormonaux de deuxiéme intention sont :
0

0

0

0

0

* |la contraception microprogestative orale au desogestrel ;
* l'implant a I'étonogestrel ;

» les GnRHa en association a une add-back thérapie ;

* le diénogest.
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CONSENSUS D'EXPERTS
CNGOF/CONVERGENCE PP 06/2025
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36) Pour la prise en charge des douleurs associées a I'endométriose, les traitements hormonaux proposés en premiere intention sont les
contraceptions combinées éthinylestradiol-lévonorgestrel ou éthinylestradiol-norgestimate, les contraceptions combinées a base d'estradiol, de
valérate d'estradiol, ou d’estétrol, les microprogestatifs (per os, implant ou SIU), ou le diénogest.
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ESHRE 2022

Apply shared decision-making

v
i 1 ere Iigne : NSAIDs / HORMONE SURGERY

£
ANALGESICS " N TREATMENT | |

n
f— > d I e n O g est Offer as an option Offer as an option Offer as an option

Take individual preferences, side effects, individual efficacy,
costs and availability into consideration

Options hormonetreatment Co

Combined hormonal contraceptives

Progestogens

GnRH agonists

GnRH antagonists

Aromatase inhibitors
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NOUVEAU TRAITEMENT

Ryeqo



Elagolix Linzagolix Relugolix B
0 L/
Half-life 4=6h 15h 25h
Dosage 150 mg once daily 75 mg once daily 40 mg once daily+ABT*
(] evaluated in 200 mg twice daily 200 mg once daily+ABT*
Antagonist GnRH
studies
ABT" included No No Yes

in the same

pill

ABT used in None

phase 3

studies

Development ELARIS 1 and 2
program in 6 months
endometriosis

Long term 6-month extension for
safety data total treatment
(extension duration of up to 12
studies) months

Publication Taylor et al. 2017[46]
phase 3

E2 1 mg [ NETA 0.5 mg++

EDELWEISS 1 and 2+

24 weeks

Ongoing: 24 weeks
extension for total
treatment duration of up

to 52 weeks

Donnez et al. 2023[49]

E2 1 mg | NETA 0.5 mg+

SPIRIT 1 and 2

24 weeks

Ongoing: 48 weeks
extension for total
treatment duration of up

to 104 weeks

Giudice et al. 2022[56]

Approved
EU(pas dAMM

Approved USA

an Er\

Approved Fr
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Relugolix

2 * Baisse DMO + BDC

40 mg once daily+ABT*

Yes

E2 1 mg [ NETA 0.5 mg=*

« => assure 20-50 pg d’estradiol/ ml

SPIRIT 1 and 2

24 weeks

Ongoing: 48 weeks
extension for total
treatment duration of up

to 104 weeks

Giudice et al. 2022[56]

Saint-Joseph
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Etude SPIRIT | et I

* Multicentre, randomise, double aveugle, contre placebo.

 Phase 3 : 219 centres

* N= patientes endomeétriose prouve et dysmenorrhéees modérees
a severe, et douleur pelvienne chronique.
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. 3 B ' : eligible to continue in the open-label
> Women with endometriosis-associated pain extension for an additional 80 wks
assessed for eligibility (n = 1369 and 1281)

> Pts who completed the SPIRIT trials were r

Co-primary endpoints assessed at the same

’ Following a 35-day run-in period, eligible pts (n = 638 and P time in REL CT versus placebo recipients ove
‘ 623) received 1 of 3 randomized treatments for 24 wks the last 35 days of the 24-wk treatment perioc
Screening Randomized double-blind phase Open-label extension

RELCT 24 wks (n=212)

SPIRIT 1 REL monotherapy 12 wks + REL CT 12 wks (n = 213)

Placebo 24 wks (n = 213) REL CT 80 wks

(n 174

REL CT 24 wks (n = 208)

SPIRIT 2 REL monotherapy 12 wks + REL CT 12 wks (n = 207)

Placebo 24 wks (n = 163)
% of responders based on dysmenorrhoea NRS score
% of responders based on non-menstrual pelvic pain NRS score
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Etude SPIRIT | et Il

S24 : resultats significatif :
SPIRIT 1 :réduction DYS : 75%
vs 24% (p<0,0001)

réduction DPC : 59% vs 40 %
(p<0,0001)

SPIRIT 2 : réduction DYS : 75%
vs 30% (p<0,0001)

réduction DPC : 66% vs 43%
(p<0,0001)

A SPIRIT1

100 Dysmenorrhoea Non-menstrual pelvic pain
> ¥
€ 80+ 2 72%
. i I
g Il I 59% 58%
£< 60+ 1 I
£ 40% 1 1
S E
%S T
2 5 404 o
5§ i3
£ 1
g 20+
«
0 T T 1 T T 1
Placebo Relugolix Delayed Placebo Relugolix Delayed
combination  relugolix combination  relugolix
therapy  combination therapy  combination
therapy therapy
N 212 212 211 212 212 211
Difference vs placebo . 47-6% 447% 18-9% 18-2%
95% CI (39:3-56:0) (36-2-53-2) (9-5-282)  (8-8-27-6)
p value <0.0001 <0.0001 <0.0001 <0.0001
B SPIRIT2
100~ Dysmenorrhoea Non-menstrual pelvic pain
g 75% 73%
s —
5 & I T 66%
o g 1 I 53%
£< 60 s 2
£5 43% [
BE g 30% I
E_ 20
£
0 T T 1 T T ]
Placebo Relugolix Delayed Placebo Relugolix Delayed
combination  relugolix combination  relugolix
therapy  combination therapy  combination
therapy therapy
N 204 206 206 204 206 206
Difference vs placebo - 44-9% 42-4% 23-4% 10-3%
95% Cl (36-2-53:5)  (337-512) (14-.0-32:8)  (0-7-19-9)

p value

<0.0001 <0.0001

<0.0001 0.0285



TOLERANCE / CI

*« W24 : 75 % peu ou pas de saignement
» Pas d’effet significatif sur la DMO

. Oestro%éne PO donc méme contre indication que
les CO
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relugolix/estradiol/norethisterone

« RYEQO approved in July 2021 in Europe for
treatment of modérate to severe symptoms of
uterine fibroide.
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