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Average age 
= 51 Years



➢ 1.5 Million women

aged 45-60 yrs
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• Perimenopause
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Case 1

Perimenopausal woman 

• Mrs A : 47 years

• G3 P2 A1 no particular history

• Symptoms: irregular menses, Menorrhagia , 
Mastodynia,

• FSH 50 UI/ L , E2 300 Pg/ml



Case 

Perimenopausal woman 

• Mrs B : 49 years 

• G3 P2 A1 no particular history

• Symptoms: irregular menses, Mood swings, 
Insomnia, Hot flushes 

• FSH 50 UI/ L , E2 30 Pg/ml



Case 

Perimenopausal woman 

• Mrs C : 50 years 

• G3 P2 A1 no particular history

• Symptoms: amenorrhea 6 months, Insomnia, 
Hot flushes , Arthralgia, Vaginal dryness

• FSH 80 UI/ L , E2 <30 Pg/ml 
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FIG. 1. Schematic representation of the number of primordial follicles present in the ovaries and the 
chromosomal quality of oocytes in relation to female age and corresponding reproductive events



Menopausal transition (perimenopause)

• + 4 years (47 years) before the LMP
• Irregular menstrual cycles & marked hormonal 

fluctuations,
• HF, sleep disturbances, and mood symptoms
• Lipid changes and bone loss .
• "perimenopause" includes the menopausal transition 

years as well as the first year after the LMP.



Copyright ©2009 The Endocrine Society

Broekmans, F. J. et al. Endocr Rev 2009;30:465-493

FIG. 1. Schematic representation of the number of primordial follicles present in the ovaries and the 
chromosomal quality of oocytes in relation to female age and corresponding reproductive events





How would you treat her ? 



Copyrights apply



How would you treat her ? 

• Exclude pathology first Polype, 
myoma,adenomyosis...
o US & PAP to Exclude endometrial, myometrial 

cervical pathology)

• Progesteron 14d/ month 

• IUD LNG

• OC

• Prog Contraception

• Tranexamic acid (Exacyl) 



Pregnancy risk

• Ages 45 - 49 years, not using contraception= 2 – 3%
• After 50: <1%

• 50-51 : discuss stopping the pill or MHT if necessary



Use of oral contraceptives during the menopausal 
transition

• Low-estrogen oral contraceptive (OC) : relief of menopausal 
symptoms, need contraception, and control of bleeding.

• OC containing 20 mcg EE / VE2/ Estetrol.
• OCs should be avoided in perimenopausal women with high 

thrombotic risk (obesity, smoking, hypertension, and migraine 
headaches.



Case 

Perimenopausal woman 

• Mrs C : 50 years 

• G3 P2 A1 no particular history

• Symptoms: amenorrhea 6 months, Insomnia, 
Hot flushes , Arthralgia, Vaginal dryness

• FSH 80 UI/ L , E2 <30 Pg/ml 



Women in late menopausal transition or early 
postmenopause

• Sequential continuous 17-beta E2 (transdermal or 
oral, + progesterone 200 mg or Didrogesterone 10 
mg for 12-14days)

• Moderate symptoms: start with low dose E2
• 80-90% : monthly withdrawal bleeding

• Most women want to switch to continuous combined 
regimens to avoid bleeding.







KNDy neurons and thermoregulation

25

The thermoregulatory center is 
innervated by KNDy neurons 
that coordinate various 
functions, including 
thermoregulation1,2

KNDy, kisspeptin-neurokinin B-dynorphin.
1. Rance NE et al. Front Neuroendocrinol 2013;34:211–227. 2. Mittelman-
Smith MA et al. Proc Natl Acad Sci U S A 2012;109(48):19846–19851.



Neurokinin 3 receptor antagonism for menopausal hot flashes

Comninos AN, Dhillo WS. Cell. 2023 Aug 3;186(16):3332-3332.e1. doi: 10.1016/j.cell.2023.07.011. PMID: 37541194.



Overstimulation of the thermoregulatory center

27

During menopause, estrogen levels 
decline and signaling from NKB 
increases1–4

• No longer counterbalanced by estrogen, 

the increased NKB signaling overstimulates 

KNDy neurons to increase activity on the 

thermoregulatory center (median preoptic 

nucleus)

• The thermoregulatory center becomes 

hypersensitive to heat-sensitive peripheral 

sensors, activating heat dissipation 

effectors, including sweating and 

vasodilation, experienced as hot flashes

KNDy, kisspeptin-neurokinin B-dynorphin; NKB, neurokinin 
B.
1. Rance NE et al. Front Neuroendocrinol 2013;34:211–
227. 2. Mittelman-Smith MA et al. Proc Natl Acad Sci U S A 
2012;109(48):19846–19851. 3. Padilla SL et al. Cell Rep 
2018;24(2):271–277. 4. Jayasena CN et al. Sci Rep 
2015;5:8466.







Conclusions

• Perimenopause is a challenging period

• Changes in hormones resulting in different symptoms

• Going from high E and low P 

o Mastodynia Heavy bleeding

o Prog/ LNG IUD/ OC / ...

• To low E and low P

o HF and Insomnia, VVA

o MHT

• Treatment need to be adapted to patient and 
symptomatology
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