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Bone – osteoporosis risk factors

NUTRITION
AGE , MENOPAUSE

HYPOGONADISM

Hyperthyroidism

TOBACCO 

ALCOHOL 

CORTISONE 

LOW FAT MASSSEDENTARITY

FALLS

GENETIC 

PREVIOUS FRACTURE 



Breast risk factors
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Bone Health
CALCIUM

1200 - 1500 mg/D in postmenopausal women outside of 
meals

VIT D  : 

Minimum 800 UI /D- during a meal with lipids

How to know if the intake is sufficient ? 











Our goal during menopause transition and after

• The ultimate goal of health care is to restore or preserve functioning 
and well-being related to health.

13
The aim is maximal vigor in life rather than accepting linear senescence



Health-related quality of life (HRQoL) – issues in 
menopause and aging.

• Vasomotor symptoms

• Cognitive functioning

• Vaginal dryness

• Mood symptoms

• Urinary complaints

• Uterine bleeding

• Sleep

• Attractiveness

• Sexual activity

• Anxiety

• Depression

• HRQoL associated with chronic conditions

14

H. P. G. Schneider & M. Birkhäuser (2017) Quality of life in climacteric women,
Climacteric, 20:3, 187-194,



15Samar R. El Khoudary, Menopause, Vol. 26, No. 10, 2019



Vasomotor Symptoms

Sleep, mood, brain fog

Genito-Urinary Atrophy

Cardiovascular risk factors ( hypertension, 
diabetes, smoking)

Bone demineralization: osteopenia, 
osteoporosis

Sexual dysfunction

Therapeutic targets

http://www.ville-montdidier.fr/Images/Elements/Coeur.jpg


• Hormone therapy is considered the most effective treatment for hot 
flushes and climacteric syndrome

• Treatment is unsuitable for breast cancer survivors, some ovarian or 
endometrial cancer survivors and for patients with meningioma or 
patients with cardiovascular contraindications

• Accordingly, many patients with climacteric syndrome seek a 
complementary and alternative medicine to relieve their symptoms, 
such as special diets, yoga, herbal therapies, acupuncture, and others.



Stearns V, Lancet 2007



Nonhormone pharmacologic agents 

• Selective serotonin reuptake inhibitors (SSRIs)- low dose 
paroxetine non hormone treatment for VMS approved by 
the United States Food and Drug Administration (FDA)

• Serotonin and norepinephrine reuptake inhibitors (SSNRIs)
• Gabapentinoids, 
• Clonidine
• Oxybutynin
• NK3R antagonists
• Racemosa cimifuga ou black cohosh, other herbal

supplements
34





Non-Hormonal Options for Vasomotor Symptoms

36

Sabrina Sahni, touchREVIEWS in Endocrinology. 2021;17(2):133–7



Oxybutynin vs Placebo for Hot Flashes in Women With
or Without Breast Cancer: A Randomized, Double-Blind
Clinical Trial (ACCRU SC-1603)

R. A. Leon-Ferre et al., JNCI Cancer Spectrum (2020) 4(1): pkz088



Oxybutynin vs Placebo for Hot Flashes in Women With
or Without Breast Cancer: A Randomized, Double-Blind
Clinical Trial

• Mean (SD) age was 57 (8.2) years. 

• Oxybutynin (2.5mg twice a day or 5mg twice a day) or placebo for 6 weeks.

• 65% were taking tamoxifen or an aromatase inhibitor. 

• Patients on both oxybutynin doses reported greater reductions in the 
weekly HF score (5mg twice a day: 16.9 [SD 15.6], 2.5mg twice a day: 10.6 
[SD 7.7]), placebo 5.7 (SD 10.2); P<.005 for both oxybutynin doses vs 
placebo [SD 4.3]; 

• Patients on both oxybutynin arms reported more side effects than patients 
on placebo, particularly dry mouth, difficulty urinating, and abdominal 
pain. Most side effects were grade 1 or 2. There were no differences in 
study discontinuation because of adverse effects.

Roberto A. Leon-Ferre, JNCI Cancer Spectrum, 2020, Vol. 4, No. 1





Neuroendocrine agents 
• Recognition of a neuroendocrine role in hot flashes 

• Antidopaminergic (methyldopa and veralipride)

• α-adrenergic-receptor agonists (clonidine) 

• In The Lancet, Julia Prague and colleagues8 report the findings 
from their phase 2, randomised, double blind, placebo-
controlled trial investigating the oral neurokinin 3 receptor 
(NK3R) antagonist MLE4901 as a new therapy for menopausal 
hot flushes (2017)

• have not been tested in clinical trials in patients with breast
cancer. 



Copyright restrictions may 
apply.

Nelson, H. D. et al. JAMA 2006;295:2057-2071.

Metaanalysis of Clonidine

4 weeks

8 weeks



Metaanalysis of gabapentin

Loprinzi, 2009

http://www.ncbi.nlm.nih.gov/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=An%20external%20file%20that%20holds%20a%20picture,%20illustration,%20etc.Object%20name%20is%20zlj9990985270003.jpg%20%5bObject%20name%20is%20zlj9990985270003.jpg%5d&p=PMC3&id=2698018_zlj9990985270003.jpg


Forest plots of  hot flash reduction in newer antidepressant studies.

Loprinzi C L et al. JCO 2009;27:2831-2837

©2009 by American Society of Clinical Oncology



Is MHT superior to SSRIs for the improvement of QoL?

• In women suffering from climacteric symptoms, MHT is superior to 
selective serotonin reuptake inhibitors (SSRIs) for the improvement of 
QoL

47

Caan B, LaCroix AZ, Joffe H, et al. Effects of estrogen and venlafaxine
on menopause-related quality of life in healthy postmenopausal
women with hot flashes. Menopause 2015;22:607–15





Generic Dose CYP2D6 concern Safe with
tamoxifene

Safe with AI

Paroxetine 7.5 mg to 20 mg 
daily at
bedtime

inhibitor no +

Fluoxetine 20 to 60 mg/d inhibitor no +

Sertraline 25 to 100 mg/d inhibitor ( lesser) ? +

Citalopram
Escitalopram

10 to 20 mg/d + +

Duloxetine 60 to 120 mg/d inhibitor no +

Venlafaxine 37,5 to 150 mg/d no + +

Desvenlafaxine 100 mg/j no + +

Oxybutinine 5 mg 2x/d no + +

Exploratory Research in Clinical and Social Pharmacy 11 (2023) 100324



Generic Dose CYP2D6 
concern

Safe with
tamoxifene

Safe 
with AI

Gabapentin Initiate at 100 mg at bedtime, 
may increase in 100 mg 
increments up to 900 mg at 
bedtime. 
May trial daytime doses; 
titrated regimen up to 600 mg 
three times daily. Success has 
also been determined with a 
regimen of 600 mg  every 
morning and 1200 mg daily at 
bedtime

no + +

Fezolinetant 45 mg/d + +

Exploratory Research in Clinical and Social Pharmacy 11 (2023) 100324



Black Cohosh

Leach MJ, Moore V. Black cohosh (Cimicifuga spp.) for menopausal symptoms.
Cochrane Database of Systematic Reviews 2012

• unable to draw any conclusions about the effect of orally 
administered monopreparations of black cohosh (C. racemosa; at 
doses ranging from 8 to 160 mg daily, for periods varying between 
four and 52 weeks) on the frequency and intensity of vasomotor 
symptoms, or global changes in menopausal symptom scores. 

• The effect of black cohosh on vulvovaginal atrophic symptoms, 
HRQoL, sexuality and bone health is inconclusive also. 

• No evidence was found that black cohosh was associated with more 
risk of harm than placebo, but there was insufficient good evidence to 
reach a firm conclusion on safety.



Black Cohosh

Leach MJ, Moore V. Black cohosh (Cimicifuga spp.) for menopausal symptoms.
Cochrane Database of Systematic Reviews 2012



Black Cohosh

• Current evidence : no association between 
black cohosh and increased risk of breast 
cancer. 

• lack of evidence supporting the efficacy of 
black cohosh for reduction of hot flashes in 
breast cancer patients

Black Cohosh and Breast Cancer: A Systematic Review, Heidi Fritz, Integrative Cancer Therapies 2014, Vol. 13(1) 
12–29



Phytoestrogens in healthy peri and postmenopausal women

• The meta-analysis of included studies assessing the effect of red 
clover isoflavone extract on menopausal symptoms showed a 
statistically moderate relationship with the reduction in the daily 
frequency of hot flushes.

Wiesław Kanadys, Nutrients 2021, 13, 1258



Soy, Red Clover, and Isoflavones and Breast 
Cancer: A Systematic Review
• lack of evidence showing clear effects of soy consumption or 

supplementation on reduction of hot flashes in breast cancer 
patients.

Fritz H, Seely D, Flower G, Skidmore B, Fernandes R, et al. (2013) Soy, Red Clover, and Isoflavones and 
Breast Cancer: A Systematic Review. PLoS ONE 8(11): e81968. doi:10.1371/journal.pone.0081968



Effect of acupuncture on hot flush and menopause symptoms 
in breast cancer- A systematic review and meta-analysis

Chien T-J, Hsu C-H, Liu C-Y, Fang C-J (2017). PLoS ONE12(8): e0180918.
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Fiona C Baker, Nature and Science of Sleep 2018:10 73–95



MHT and perimenopause : Mood and depressive symptoms

• Some data support a potential beneficial effect of MHT on mood

• MHT should not be proposed to non-depressed, asymptomatic peri-menopausal 
women to prevent or alleviate mood symptoms. 

• Estrogen seems to have a potential role among specific sub-populations at risk of 
depressive symptoms during menopausal transition.

• Estrogens can be considered in menopausal women with other concurrent 
conditions such as vasomotor symptoms as they may increase the response to 
anti-depressants.

• Only a small proportion of women experience depressed mood in relation to 
menopause, it is mandatory to accurately investigate the origin of depressive 
symptoms in order to detect those women who had history of depression before 
the menopause transition and those who had the onset during the menopausal 
transition.

• Antidepressants remain the first-line treatment of depression for patients with 
previous history of depression 

59

Giulia Gava, Medicina 2019, 55, 668, Maki, P.M.; Kornstein, S.G.; Joe, H.; Bromberger, J.T.; Freeman, E.W.; Athappilly, G.; 
Bobo,W.V.; Rubin, L.H.;Koleva, H.K.; Cohen, L.S.; et al. Guidelines for the evaluation and treatment of perimenopausal
depression:Summary and recommendations. Menopause 2018, 25, 1069–1085



Midlife body changes

• The steady weight gain, of about 0.5 kg per year, seen in women at midlife 
is associated with age and environmental factors, not menopause.

• Variables associated with a greater likelihood of obesity in women at 
midlife include

1. urbanization
2. lower level of education, 
3. inactivity, 
4. higher parity,
5. family history of obesity
6. marriage at earlier age
7. disruption of the circadian rhythm by shift work and sleep deprivation

Jacoby E, Goldstein J, Lopez A, Nunez E, Lopez T. Social class, family, and life-style factors associated with overweight and obesity among 
adults in Peruvian cities. Prevent Med 2003;37:396–405
5. Hajian-Tilaki KO, Heidari B. Prevalence of obesity, central obesity and the associated factors in urban population
aged 20-70 years, in the north of Iran: a population-based study and regression approach. Obes Rev 2007;8:3–10



Midlife body changes

• The change in the hormonal milieu at menopause is associated with 
significant increases in waist circumference and central abdominal 
fat. Increased waist circumference occurs in relation to final 
menstrual period and significant increases in central abdominal fat 
have been seen in longitudinal studies of Caucasian and Asian 
women( gynoid to an android pattern).

• Total mass, percentage fat mass, truncal fat mass and visceral fat also 
increase in non obese women across the menopausal transition.

Ho SC, Wu S, Chan SG, Sham A. Menopausal transition and changes of body composition: a prospective study in Chinese 
perimenopausal women. Int J Obes (Lond) 2010;34:1265–74
Abdulnour J, Doucet E, Brochu M, et al. The effect of the menopausal transition on body composition and cardiometabolic
risk factors: a Montreal-Ottawa New Emerging
Team group study. Menopause 2012;19:760–7





Primary approach to weight management-

• encouragement of a healthy diet and physical activity. 

• contrary to widespread belief,  menopausal hormone therapy is not 
associated with weight gain and may ameliorate perimenopausal
accumulation of abdominal fat.

• if depression requires pharmacotherapy, medications associated with 
weight gain commonly used such as clozapine, imipramine, and  
amitriptyline should be avoided if possible.

Raeder MB, Ferno J, Vik-Mo AO, Steen VM. SREBP activation by antipsychotic- and antidepressant-drugs in cultured 
human liver cells: relevance for metabolic side effects? Mol Cell Biochem 2006;289:167–73





Key messages

• The hormonal changes that accompany menopause are associated 
with increases abdominal fat, even in lean women. 

• Maintenance of a healthy diet and avoidance of caloric excess 
combined with physical activity are important components of weight 
management.

• Menopausal abdominal fat accumulation is ameliorated by 
estrogen therapy, with a reduction in overall fat mass, improved 
insulin sensitivity and a lower rate of development of type 2 diabetes. 



Vaginal approach

• Moisturisers

• Lubricants 

• Sexual therapy

Avoid parabens, silicon, perfumes , colourings

Aqueous: dries reapply
Aqueous + organic alcohol (glycerol, propylene glycol...)  
slippery texture and retains moisture.
Silicone polymer (Dimethicone, Dimethiconol and 
Cyclomethicone): non-drying and slippery texture but vaginal 
residue, (+environmental pollution)
Oily: the oil degrades the latex, making it porous and 
promoting condom breakage.



Vaginal laser (light amplification by stimulated emission of radiation) therapy for gynecologic 
conditions: re-examining the controversy and where do we go from here

• When considering expert opinions, the peer-reviewed literature and specialty society guidance, one must thoughtfully 
consider the fact that not all lasers are the same and that their efficacy is not proven in most vaginal conditions.

• Vaginal lasers are used for treatment of various vaginal conditions that negatively impact women, including vaginal 
atrophy, dryness, prolapse, incontinence and dyspareunia.

• • Ablative vaginal lasers are proposed for symptoms of atrophy, dryness and pain associated with genitourinary 
syndrome of menopause :  the duration of effect and long-term efficacy are unknown..

• • Evidence is lacking to guide treatment protocols; therefore, vaginal ablative lasers should only be used with caution 
and following extensive patient counseling regarding limited evidence on efficacy and safety.

• • Clinicians should understand the difference between ablative and non-ablative lasers (photobiomodulation);non-
ablative lasers may have a lower risk of injury and can target deeper vaginal and pelvic tissues.

• • Early research suggests transvaginal photobiomodulation may improve pain originating from deeper vaginal and 
pelvic tissues; however, more research is needed.

Ralph Zipper,J. Comp. Eff. Res. (2022) 11(11), 841–849



ALGORITHM FOR THE MANAGEMENT OF PATIENTS AT LOW, 
HIGH AND VERY HIGH RISK OF OSTEOPOROTIC FRACTURES

Kanis JA, Harvey NC,McCloskey E et al Osteoporos Int (2019) - S. Rozenberg, Osteoporosis International (2020)



Conclusion

• Personalized approach based on complaints

• Evaluate and adapt regularly 

• Objective: health, comfort and do no harm (drug interactions, self-
medication, alternative medicine) - risk/benefit balance
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