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 Should we use HRT in Primary Prevention ?



Primary Prevention ?

 Preventive healthcare consists of measures taken for 
disease prevention, as opposed to disease treatment

 Disease prevention relies on anticipatory actions that
can be categorized as primary, secondary, and tertiary
prevention (Wikipedia)



Annual risks and benefits after 
7 years of  estrogen-only HT
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Age (years) 63 63.6
< 60 33.4 30.8
60–69 45.3 45.0
70–79 21.3 24.2

Body mass index 28.5 30.1
< 25 30.4 21
25–29 35.3 34
> 30 34.2 45

Hypertensive 35.7 48

Rossouw JE, et al. J Am Med Assoc 2002;288:321–33
The Women’s Health Initiative Steering Committee. J Am Med Assoc 2004;291:1701–12

WHI population characteristics

WHI  EP arm WHI  E arm

Mean % Mean %



WHI E-only clinical outcomes when 
initiated age 50–59
Annual change in risk.
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???Menopausal hormone therapy to prevent chronic conditions is currently
not recommended because of its adverse effects.???
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Primary Prevention of CHD with HRT in 
Clinical Perspective*

*Women <60 years old and/or <10 years since menopause when randomized

*Hodis HN, et al. Clin Obstet Gynecol 2008;51:564-586.
1Salpeter S, et al. J Gen Intern Med 2004;19:791-804.
2Salpeter S, et al. J Gen Intern Med 2006;21:363-366.
3Walsh JME, et al. JAMA 2004;21:363-366.
4Ridker PM, et al. N Engl J Med 2005;352:1293-1304.

Hormone Lipid
Outcome Therapy1,2* Lowering3 Aspirin4

CHD 0.68 (0.48-0.96) 0.89 (0.69-1.09) 0.91 (0.80-1.03)

Total Mortality 0.61 (0.39-0.95) 0.95 (0.62-1.46) 0.95 (0.85-1.06)



2016 IMS Recommendations. Climacteric 2016;19:109–50

The IMS Writing Group

2016 IMS Recommendations on women’s midlife 
health and menopause hormone therapy
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IMS governing principles on MHT

• Consideration of MHT should be part of an overall strategy including lifestyle 
recommendations regarding diet, exercise, smoking cessation and safe levels 
of alcohol consumption for maintaining the health of peri- and 
postmenopausal women

• MHT must be individualized and tailored according to symptoms, the need for 
prevention, personal and family history, results of investigations and each 
woman’s preferences and expectations

• The risks and benefits of MHT differ with age and years since the last 
menstrual period
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IMS governing principles on MHT

• Women experiencing a spontaneous or iatrogenic menopause before age 
45 and particularly before age 40 are at higher risk of cardiovascular 
disease and osteoporosis. In these women, in the absence of 
contraindications, MHT is advised at least until the average age of 
menopause



2016 IMS Recommendations. Climacteric 2016;19:109–50

Cardiovascular disease

Key points
• In women under age 60 and recently postmenopausal with no evidence of 

cardiovascular disease, the initiation of estrogen-alone therapy reduces 
coronary heart disease (CHD) and all-cause mortality [A]

• Recent meta-analyses and WHI 13-year follow-up data all show a 
consistent reduction in all-cause mortality for MHT users [A]

• It is not recommended to initiate MHT beyond age 60 years solely for 
primary prevention of CHD [A]



Years since 
menopause

Hazard ratio CI
Absolute excess risk

(per 10,000 person-years)

< 10 0.76 0.50–1.16 -6

10–19 1.10 0.84–1.45 4

> 20 1.28 1.03–1.58 17

Adapted from Rossouw JE, et al. JAMA 2007;297:1465–77

HT and risk of  cardiovascular disease by years 
since menopause

p for trend = 0.02



Coronary heart disease events associated with hormone
therapy in younger and older women: a meta-analysis

Adapted from Salpeter SR, et al. J Gen Intern Med 2006;21:363–6

* Statistical significance

0 0.2 0.4 0.6 0.8 1.0 1.2 1.4 1.6

< 60 years*

> 60 years

23 trials, with 39,049 participants followed for 191,340 patient-years

Odds ratio for total mortality

0.68 (CI, 0.48–0.96)

1.03 (CI, 0.91–1.16)
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Postmenopausal osteoporosis 
The underestimated aging risk

HRT is the most appropriate therapy for fracture 
prevention in early menopause



* significant

Adapted from JAMA 2003;290:1729 and JAMA 2004;291:1701

Fracture risk in the WHI study

Hazard ratio (95% CI)

Estrogen + progestin Estrogen
hormone therapy hormone therapy

Hip 0.67 (0.47–0.96)* 0.61 (0.41–0.91)*

Vertebral 0.65 (0.46–0.92)* 0.62 (0.42–0.93)*

Total 0.76 (0.69–0.83)* 0.70 (0.63–0.79)*



Breast cancer

endometrial cancer, 

venous thromboembolism (pulmonary embolism 
or deep vein thrombosis), 

Stroke

coronary events

Potential serious adverse effects of HT

IMS UPDATED RECOMMENDATIONS ON POSTMENOPAUSAL HORMONE THERAPY

Climacteric 2007;10:181–94



 The incidence of breast cancer varies in 
different countries. Therefore, currently 
available data cannot necessarily be 
generalized

Breast cancer

IMS UPDATED RECOMMENDATIONS ON POSTMENOPAUSAL HORMONE THERAPY

Climacteric 2007;10:181–94



 The degree of association between breast cancer 
and postmenopausal HT remains controversial. 
Women should be reassured that the possible risk 
of breast cancer associated with HT is small (less 
than 0.1% per annum)

Breast cancer

IMS UPDATED RECOMMENDATIONS ON POSTMENOPAUSAL HORMONE THERAPY

Climacteric 2007;10:181–94







Body mass index:
the risk with hormone therapy is (more) apparent 
in lean women

 BMI > 24.4 kg/m2 – no additional risk
Schairer C, et al. JAMA 2000;283:485–91

 BMI > 26 kg/m2 – no additional risk
Rosenberg L, et al. Arch Intern Med 2006;166:760–5

 Inverse relationship between the risk and BMI with estrogen or 
combined hormone therapy
Million Women Study. Reeves GK, et al. Lancet Oncol
2006;7:910–18

 80% of users have a BMI < 25
E3N-EPIC. Fournier A, et al. Int J Cancer 2005;114:448–54
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Alzheimer’s disease and dementia

Key points
• For women with Alzheimer’s disease, MHT initiated after the onset 

of dementia symptoms does not benefit cognitive function or slow 
disease progression [A]

• MHT initiated within 10 years of a woman’s last menstrual period is 
associated with reduced risk of Alzheimer’s disease and dementia 
[B]

• MHT using estrogen plus progestin initiated at age 65+ increases 
risk of dementia [A]
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MIRAGE study:   
426 cases, 545 family controls

Significant interaction between age 
and HT use on AD risk (p = 0.03). 
Protective association was seen 
only in the youngest age tertile 
(50–63 years; odds ratio = 0.35, 
95% CI= 0.19–0.66)

HT may protect younger women 
from AD or reduce the risk of early-
onset forms of AD, or HT used 
during the early postmenopause 
may reduce AD risk

Adapted from Henderson VW, et al.; MIRAGE Study Group.
J Neurol Neurosurg Psychiatry 2005;76:103–5 

Postmenopausal hormone therapy
and Alzheimer's disease risk: interaction with age

HT use



Effect of  hormone therapy
Incidence of  Alzheimer’s disease
The Cache County Memory Study
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Weight gain

Key points
• An absolute increase in weight at midlife is not attributable to the 

menopause [B]
• The hormonal changes that accompany menopause are associated with 

increases in total body fat and abdominal fat, even in lean women [B]
• Maintenance of a healthy diet, avoidance of caloric excess and physical 

activity are important components of weight management [A]
• 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 [A]



WHI CEE/MPA study: 
incidence of  diabetes
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Skin, cartilage and connective tissues

Key points
• Estrogen has an effect on connective tissue throughout the body [A]
• The marked increase in osteoarthritis in women after the menopause 

suggests that female sex steroids are important for cartilage homeostasis 
[B]

• Cartilage degradation and the need for joint replacement surgery are 
reduced among users of MHT [A]

• Menopause is associated with a number of changes in skin health that 
may be reduced with the use of MHT or topical estrogen therapy [A]
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Colorectal cancer

Key points
• Observational studies show a reduced risk of colorectal cancer (CRC) 

amongst users of oral MHT [B]
• Three meta-analyses have reported a reduced risk of CRC with MHT use [A]
• Results from WHI showed no effect for estrogen-only therapy on CRC risk 

[A]
• Results from WHI showed reduced risk of CRC with estrogen + progestin 

therapy [A]
• There are limited data on the effect of non-oral MHT on CRC risk
• One randomized, controlled trial in older osteoporotic women using 

tibolone reported a reduced risk of colorectal cancer [A]
• MHT should not be used solely for the prevention of CRC [D]



Benefits of  HRT

 The majority of observational studies show a reduced 
risk of colorectal cancer amongst users of oral HRT.

 Three meta-analyses have reported a reduced risk of 
colorectal cancer with HRT use with benefit persisting for 
4 years after cessation of therapy.

 There are no data for an effect of non-oral HRT on risk of 
colorectal cancer.

Colorectal  cancer
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WHI results: effect of  HT on risk of  
colorectal cancer

Kaplan–Meier estimate







 Bone loss 
 FSH directly regulates osteoclasts and bone resorption.

 Weightgain

 Loss of libido

 Silent Inflammation



Androgens, Menopause and Aging

IS THERE A PLACE FOR  
REPLACEMENT 

THERAPY?
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Androgen therapy in women

Key points

• Androgen levels decline with age in women with no 
significant change associated with the natural menopause [A]

• There is strong evidence that androgens influence female 
sexual function and that testosterone therapy may be useful 
for women with arousal or desire disorders [A]





Total Testosterone: Reference Values

0,7 – 2,8 nmol /ml
0,2 - 0,8 ng/ml

 Woman between 40 and 60 years

 x10 in men











DHEAS levels and Cognitive Function

Higher endogenous DHEAS levels are 
independently and favorably associated with:

• Brain executive function

• Simple concentration

• Working memory

• General better cognitive performance

• Living with other people, doing crosswords, playing a 
musical instrument

Cross-Sectional Study   (295 women aged 55±12)

Davis SR, JCEM Dec 2007 



 The safety of HT largely depends on age

 Women younger than 60 years should not be 
concerned about the safety profile of HT

 New data and re-analyses of older studies by women’s 
age show that, for most women, the potential benefits 
of HT given for a clear indication are many and the 
risks are few when initiated within a few years of 
menopause

Conclusions

IMS UPDATED RECOMMENDATIONS ON POSTMENOPAUSAL HORMONE THERAPY
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Thank you for your attention!


