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ESTETROL: E4

ESTROGENES NATURELS HUMAINS

17B- Estradiol (E2)

Half-life: 20110 hours*/

Estetrol (E4)
Half-life: 240132 hours* Hr:,,_

*Extensive variable data / depending on particle size Visser M et al. Climacteric 2008 | Data on file Mithra Pharmaceuticals




* Produit par le foie foetal humain®?

 Détecté des la 9eme semaine de grossesse dans 'urine
maternelle3

* Taux plasmatiques foetaux 12 fois supérieurs aux taux maternels®
* Longue demi-vie (247132 heures)>®

* Concu par la nature, synthétisé a partir d'une source végétale
(soja)®

* Estrogene Natif ayant une activité tissulaire selective (NEST,
Native Estrogen with Selective Tissue action)’8

ICantineauR et al. ) Steroid Biochem 1985 | 2Hagen AA et al. Acta Endocrinol 1965 | 3Heikkila J. et al. J. Steroid

Biochem 1971 “Holinka CF et al. J. Steroid Biochem Mol Biol 2008 | >Visser M et al. Climateric 2008 | ®Data on file Mithra
Pharmaceuticals “Foidart JM et al. 2019 In: Brinton RD et al. (eds.) 2019. Sex Steroids’ Effects on Brain, Heart and i 7
Vessels. ISGE Series | 8Arnal JF et al. Physiol Rev 2017 4500 = 14:000-pomC 400-.1.200 pg/mi
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E4 EST UN 'ATIVE STROGEN WITH ELECTIVE ISSUE ACTION
YACTION UNIQUE

REPOSANT SUR UN MECANISMI

E4 agit différemment selon le type de tissu:

H ’ H The membrane ER-OL forms a signaling platform at the surface of the cell.
Antago n |Ste sur I E Ra mem b ranaire Its activation stimulates cell proliferation and/or migration.

0 E4 blogue le membrane estrogen receptor!-3

[0 E4 : effet neutre sur le foie contrairement aux autres
estrogénes 13

0 E4:faible impact sur le sein normal ou cancéreux*’

Agoniste sur le nuclear ERa

0 E4 active le nuclear estrogen receptor!-3

0 E4:importante activité estrogénique sur le vagin,
I'endomeétre, 'os, et le systeme cardio-vasculaire, entrainant
des effets bénéfiques!-3

Palmitoylation
DHHC 7/21

1 Abot et al. EMBO Mol Med 2014 | 2Foidart JM et al. In: Brinton RD et al.
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3Arnal JF et al. Physiol Rev 2017 | “Giretti et al. Front Endocrinol
(Lausanne) 2014 | >Gérard et al. ) Endocrinol 2015 | ¢Singer CF et al.
Carcinogenesis 2014 | 7Visser M et al. Horm Mol Biol Clin Invest 2012




| es autres traitements

Et les androgénes?
DHEA, Testosterone?

DHEAS T7%
reduction
TESTOSTERONE

AGE — Normal Women

Les traitements non hormonaux:
Les phytoestrogénes?,les plantes?Le pollen; ’homéopathie
Fezolinetan(VEOZA) 45mg ;

Non-hormonal selective neurokinin(NK3) receptor antagonist (Laboratoires Astellas)
réduction significative des bouffées de chaleur

Essais : Diarrhée, Insomnie,
Augmentation Alanine aminotransferrase(ALT) et
Aspartate aminotransferrase(AST)

* Acupuncture, hypnose, Yoga...

* Mesures hygieno-diétetiques.



Management of perimenopausal and menopausal
symptoms

Erin R Duralde,™* Talia H Sobel,” JoAnn E Manson**
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W) Check for updates Abstract 3
fDivision o Womens Fealth Most'\z\-romen worldwide experience menopausal symptoms during the menopause g
gepﬁrtmentdo\;{nﬂedicini | transition or postmenopause. Vasomotor symptoms are most pronounced during the g

righam and Women’s Hospital, . . . .

Boston, MA, USA first four to seven years but can persist for more than a decade, and genitourinary S
?Harvard Medical School, i Q
A o Symptoms tend' to be progressive. Althc-)ugh' the hqllmark symptoms are hot flashes, N
3Division of Women's Health night sweats, disrupted sleep, and genitourinary discomfort, other common 5
e o e | symptoms and conditions are mood fluctuations, cognitive changes, low sexual 2
“Division of Preventive desire, bone loss, increase in abdominal fat, and adverse changes in metabolic 9
Medicine, Department of . . . . ©
Medicine, Brigham and health. These symptoms and signs can occur in any combination or sequence, >
N5, Hospital, Boston, and the link to menopause may even be elusive. Estrogen based hormonal &
Correspondence to: ER Duralde | therapies are the most effective treatments for many of the symptoms and, in the =
ceurlieomebory b f contraindications to treatment, h lly favorable benefit:risk S
Cethisas. BV 2023332007261, | @DS€NCe of contraindications to treatment, have a generally favorable benefit:ris R
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