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What are the issues ?

• Symptoms may vary

• Hormonal status varies : E2 may be normal, 
low or even very high !



So how do you treat 

perimenopausal patients ?

• Abstinence ?

• Contraception ?

• Progestins ?

• Menopause Hormone Therapy (E-P-T) ?

• Others ? (NK-Antagonists) ?



MHT : RCT in perimenopause?

• Very few !



Long-term hormone therapy for perimenopausal
and postmenopausal women

Included 22 studies n= 43,637 women. 

Nearly 70% of the data from (HERS 1998; WHI 
1998). 

Most participants were postmenopausal American 
women with at least some degree of comorbidity, 
and mean participant age in most studies was over 
60 years. 

None of the studies focused on perimenopausal 
women.
Bofill Rodriguez M, et al Cochrane Database Syst Rev. 2026 Sep 4;9(9):CD004143.



A randomized, controlled pilot trial of hormone 
therapy for perimenopausal insomnia

• N= 12 women (?)

• 28 days (?) 1 mg estradiol + 0.125 mg trimegestone/d vs placebo

• Perimenopausal insomnia ? (Actually : no ! Most patients were 

postmenopausal ! )

• Outcomes : changes in The Pittsburgh Sleep Quality Index (PSQI) & 

polysomnography

• Sleep efficiency and median score of the PSQI improved significantly in 

MHT group (p = 0.041 and p = 0.027, respectively) and not in placebo 

group.

• Silva BH, et al Arch Womens Ment Health. 2011 Dec;14(6):505-8.



Efficacy of estradiol for the treatment of depressive 
disorders in perimenopausal women: a double-blind, 

RCT vs placebo

• Perimenopausal women (40-55 years, with irregular menstrual periods, 
FSH >25 IU/L),

• criteria for depressive disorder, DSM-IV,

• Transdermal patches E2 (100 µg) or placebo in a 12-week,

• Outcome measures: Montgomery-Asberg Depression Rating Scale and Blatt-
Kupperman Menopausal Index scores.

• N=50 ; 26 met DSM-IV criteria for major depressive disorder, 11 for dysthymic 
disorder, and 13 for minor depressive disorder.

• Remission of depression in 17 (68%) women treated with E2 vs 5 (20%) 
in placebo (P =.001).

• Subjects responded similarly to E2, regardless of DSM-IV diagnosis.

• Conclusion: Transdermal E2 is an effective treatment of depression for 
perimenopausal women.

• Soares CN, et al Arch Gen Psychiatry. 2001 Jun;58(6):529-34.





Estrogen replacement in perimenopause-related 
depression: a preliminary report

• E2 or placebo for 3 weeks (cross-over). Subsequently, women receiving 
estradiol during the first 3 weeks continued receiving estradiol for an 
additional 3 weeks, whereas women who had received placebo crossed over 
to estradiol for 3 weeks.

• Outcome: standardized mood rating scales

• N= 34; 16 received estradiol first and 18 received placebo first. After 3 weeks 
of estradiol, standardized mood rating scale scores and visual analog scale 
symptom scores (eg, sadness, anhedonia, and social isolation) were 
significantly decreased compared with baseline scores (P <.01) and were 
significantly lower than scores in women receiving placebo (P <.01), who 
showed no significant improvement. Neither the presence of hot flushes nor 
the duration of treatment (3 weeks vs 6 weeks) influenced outcome. A full or 
partial therapeutic response was seen in 80% of subjects receiving estradiol 
and 22% of those receiving placebo.

• Schmidt PJ, et al Am J Obstet Gynecol. 2000 Aug;183(2):414-20.





Guidelines for the evaluation and treatment of 
perimenopausal depression: summary and 

recommendations

1) epidemiology; 2) clinical presentation; 3) therapeutic effects of 
antidepressants; 4) effects of hormone therapy; and 5) efficacy of other 
therapies (eg, psychotherapy, exercise, and natural health products).

Most midlife women who experience a major depressive episode during the 
perimenopause have experienced a prior episode of depression.

Midlife depression presents with classic depressive symptoms commonly in 
combination with menopause symptoms (ie, vasomotor symptoms, sleep 
disturbance), and psychosocial challenges.

Menopause symptoms complicate, co-occur, and overlap with the 
presentation of  depression. Diagnosis involves identification of menopausal 
stage, assessment of co-occurring psychiatric and menopause symptoms, 
appreciation of the psychosocial factors common in midlife, differential 
diagnoses, and the use of validated screening instruments.

Maki PM, et al Menopause. 2018 Oct;25(10):1069-1085.



Guidelines for the evaluation and treatment of 
perimenopausal depression: summary and 

recommendations

Proven therapeutic options for depression (ie, antidepressants, 
psychotherapy) are the front-line treatments for perimenopausal depression.

Although estrogen therapy is not approved to treat perimenopausal 
depression, there is evidence that it has antidepressant effects in 
perimenopausal women, particularly those with concomitant vasomotor 
symptoms.

Data on estrogen plus progestin are sparse and inconclusive.

Maki PM, et al Menopause. 2018 Oct;25(10):1069-1085.



Comparison of low dose versus ultra-low dose hormone 
therapy in menopausal symptoms and quality of life in 

perimenopause women

• Retrospective analysis of perimenopause patients prescribed 
for 25 weeks HT

• N=132 perimenopause women

• Low dose HT (LD-HT) (E2V 1 mg + 10mg dydrogesterone seq) 
vs ultra-low dose HT (ULD-HT)(0.5 mg 
E2V +10mg dydrogesterone seq)

• Song Y, et al Gynecol Endocrinol. 2020 Mar;36(3):252-256.
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Comparison of low dose versus ultra-low dose hormone 
therapy in menopausal symptoms and quality of life in 

perimenopause women

• Both groups have negligible differences in incidence of adverse effects. 
Ultra-low dose treatment may have a better advantage on safety and 
tolerance.

• Song Y, et al Gynecol Endocrinol. 2020 Mar;36(3):252-256.
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Breast Tenderness after Initiation of Conjugated Equine Estrogens and 

Mammographic Density Change

• Baseline, year 1, and year 2 data from 695 participants of the WHI-EP (daily 
CEE 0.625 mg + MPA 2.5 mg or placebo) and Estrogen-Alone (CEE 0.625 mg or 
placebo) trials who participated in the Mammogram Density Ancillary Study.

• Active therapy increased the odds of new-onset breast tenderness (CEE + MPA 
vs. placebo risk ratio [RR] 3.01, [95% CI] 1.96-4.62; CEE vs. placebo RR 1.70, 
95% CI 1.14-2.53).

• Among women assigned to CEE + MPA, mean increase in mammographic 
density was greater among participants reporting new-onset of breast 
tenderness than among participants without new-onset breast tenderness 
(11.3% vs. 3.9% at year 1, 9.4% vs. 3.2% at year 2, P < 0.001).

• Among women assigned to CEE alone, increase in mammographic density at 
year 1 follow-up was not significantly different in women with new-onset 
breast tenderness compared to women without new-onset breast tenderness 
(2.4% vs. 0.6% at year 1, 2.2% vs. 1.0% at year 2, P = 0.30).

• The new-onset of breast tenderness after initiation of CEE + MPA, but not CEE 
alone, is associated with greater increases in mammographic density.

• Crandall CJ, et al Breast Cancer Res Treat. 2012 Feb;131(3):969-79.



Breast Tenderness after Initiation of Conjugated Equine Estrogens and 

Mammographic Density Change

• Crandall CJ, et al Breast Cancer Res Treat. 2012 Feb;131(3):969-79.

Panel A CEE trial (solid 
line) vs placebo (dashed 
line) by moderate or severe 
NOBT (solid square), mild 
NOBT (solid triangle), or 
absence of NOBT (open 
square).
Panel B CEE + MPA trial 
(solid line) vs 
placebo (dashed line) by 
moderate or severe NOBT 
(solid square), mild NOBT 
(solid triangle), or absence 
of NOBT (open square).



My conclusions about 

MHT (E-PT) in perimenopause ? 

• Not a first choice therapy

• Not in the first Straw stage of perimenopause, 
but rather the last stage.

• Favour low-dose or ultra-low dose E2

• Warn about possible side effects (mastodynia)



Alternatives ?

• Vaginal therapy : GUSM

o Probably less or no side effects ?

o No data

• SSRI for depression

• NK Antagonists for VSM symptoms ?

o No study in perimenopause published 

o Likely to work



KNDy neurons and thermoregulation

32

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

34

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 result 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 their 
symptomatology
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