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EVOLUTIONARY THINKING OF MENOPAUSAL HORMONE 

THERAPY  

Indira Centeno Maldonado* 

“The opinion is something movable, 

but the truth survives the sun, 

if we can not have both 

possess the oldest”. 

Emily Dickinson 
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HERS: The Heart and Estrogen/Progestin Replacemente Study 

PEPI: Postmenopausal Estrogen Progestin Interventions 

In the 90s, hormone replacement therapy (HRT), was considered an integral  therapy 

"treatment for menopause and beyond ..." however, the conduct of clinical researches as the 

HERS, the PEPI and WHI, kicking off a controversy about the potential of breast cancer and 

venous thrombosis risk, imposing this risk over benefits to other organs and systems. Similarly, 

weight determinants appear in use of HRT for long term in cardiovascular health.  Arise as 

secondary benefits in women who use HRT: lower incidence of cerebrovascular accidents 

(CVA) and dementia, smaller and better distribution of body fat, lower incidence of cataracts 

better teeth, and better quality of life. 

In the light of 2013, HRT continues in clinical use but questions remain regarding its risks and 

benefits for the prevention of chronic diseases. Despite being originally prescribed to treat 

vasomotor symptoms, HRT was increasingly perceived as a way to prevent many chronic 
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conditions of aging, including coronary heart disease and cognitive impairment. The Women's 

Health Initiative (WHI) trials were designed to determine the benefits and risks of HRT 

specifically conjugated equine estrogens (CEE) alone or in combination with 

medroxyprogesterone acetate (MPA), when administered for prevention of chronic disease in 

postmenopausal women, predominantly healthy. Within this context, the WHI trials were 

designed. Women with an intact uterus received CEE (dose: 0.625mg / d) plus MPA (Dose: 2.5 

mg / d) (n = 8506) or placebo (n = 8102). ). Women with prior hysterectomy received CEE alone 

(0.625 mg / d) (n = 5310) or placebo (n = 5429). The intervention lasted an average of 5.6 years 

in the CEE + MPA trial and 7.2 years in the EEC only, with 13 years of follow-up to  the 

September 30th, 2010. 

It is published in JAMA October 20131, an update that presents a comprehensive overview of 

the findings of the post intervention phases and prolonged intervention trials with CEE + MPA 

and CEE alone of WHI, representing 13 years of cumulative follow. Key findings include 

differences in the risk / benefit of CEE with MPA compared with CEE alone, and the role of age, 

time since onset of menopause, and other factors that modify the effects of HRT in some 

results. 

In general, the risks of HRT with CEE + MPA during the intervention outweigh the benefits 

During the intervention phase with CEE + MPA, the numbers of cases of coronary heart disease 

(CHD) were of 196 with CEE plus MPA vs 159 of placebo (OR: 1.18, 95% CI, 0.95-1.45) and 206 

vs 155 respectively for invasive breast cancer (OR: 1.24, 95% CI, 1.01-1.53). Most of the risks 

and benefits of CEE plus AMP dissipated in the post-intervention, but the events of 

cardiovascular disease remained elevated non-significantly, emerged a reduction in 

endometrial cancer, hip fractures has remained low and hazard ratios for breast cancer 

remained on the unit (HR: 1.28). Among women with prior hysterectomy, the benefits and 

risks of therapy with CEE alone, during the intervention phase were more balanced, with 

increased risks of stroke and venous thrombosis, the risk of hip fractures and totals reduced 

and not significant reduction in invasive breast cancer. A significant decrease post intervention 

of breast cancer in women who were administered only EEC was evident, but most of the 

other results were neutral. Thus, the findings of breast cancer were divergent between the two 

trials, and the results of cancer and cardiovascular diseases, the effects tended to be more 

adverse for CEE + AMP than CEE alone. 

The effects of HRT on clinical outcomes were influenced in some cases by age or time since 

onset of menopause. With CEE alone, during the intervention phase, the results were more 

favorable for younger women than for older women in general mortality, myocardial infarction 

(MI), death from cancer and the overall index. Both schemes, however, were associated with 

increased risk of stroke, venous thrombosis, gallbladder stones, and urinary incontinence, 

without clear differences by age. With CEE plus MPA, the invasive breast cancer was an 

additional adverse effect, and although the risk of MI varied by time since onset of 

menopause, the general risks weighed the benefits in all age groups. 

The potential influence of age or the time since the onset of menopause on the relationship 

between HRT and vascular disease has received considerable attention. It has been postulated 

that estrogen can slow the early stages of atherosclerosis and have favorable endothelial 
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effects in women with recent onset of menopause, but has adverse and destabilizing effects in 

advanced lesions of atherosclerosis. In general, the WHI findings suggest that HRT has a 

detrimental effect on CHD risk among older women, while the results in younger women are 

inconclusive. However, less absolute risk of adverse events with HRT in younger women leads 

to lower attributable risk in these age groups. The fact that HRT has a particularly adverse 

effect on coronary risk in older women with vasomotor symptoms remains unclear. These 

symptoms have been associated with higher coronary risk in some reports and have previously 

been associated with adverse outcomes with HRT among women with prevalent CHD.  Due to 

the small size in these sub-groups in the WHI and other studies, however, more research is 

needed. 

Treatment with CEE plus MPA increased the incidence of breast cancer and cancer 

cases were diagnosed at more advanced stages, probably reflecting delayed diagnosis due to 

interference with mammographic detection or not proper diagnosis at the time of starting 

HRT. Although a residual increase was observed in the risk of breast cancer in post 

intervention with CEE plus MPA, the analysis showed risks reductions every year after 

cessation of HRT. In contrast, a significant reduction in breast cancer observed with CEE only 

was unexpected and differs from the results of many observational studies. Although the use 

of mammography in women with differential use of HRT compared with those not using HRT in 

observational studies may explain some of the differences, the contradictory findings of CEE 

alone, compared with CEE + AMP in randomized trials points suggests a crucial influence of 

progestin in the breast epithelium.  

Fewer cases of colorectal cancer were diagnosed during the intervention phase of CEE 

with AMP but cases of cancer were diagnosed in later stages; CEE treatment with AMP 

reduced the risk of endometrial cancer, however, both HRT regimens may increase the risk of 

ovarian cancer. Importantly, none of the regimes influenced the overall incidence of cancer or 

total cancer mortality. 

Both the CEE with AMP as the CEE alone, reduced the risk of diabetes during the 

intervention phase, when improvements are also documented in the levels of glucose and 

insulin measured; however, the risk reductions were dispelled in the post-intervention. Both 

regimens increased risk of venous thrombosis and gallblader stones. Among participants 65 of 

age and over, hormone therapy increased the risk of probable dementia, with the results of 

CEE + AMP more adverse than the CEE only. Women between 50 and 54 years with moderate 

to severe vasomotor symptoms at baseline experienced reductions in symptoms with HRT and, 

in general, women experienced fewer sleep disturbances and pain in the joints, although the 

incidence rheumatoid arthritis was not reduced. In general, the results of the symptoms 

reported by the patients themselves with both interventions were mixed and few additional 

benefits on quality of life were observed. 

In this new analysis is concluded that HRT has a complex pattern of risks and benefits, 

although the hormones used, CEE and MPA are currently no standard therapy. The findings of 

the intervention and post-intervention of the two WHI trials extended follow not support the 

use of HRT for the prevention of chronic disease, despite being appropriate for the 
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management of symptoms in selected women. So, following the conceptual management of 

HRT evolutionary thought, in the light of 2013, we might say: 

 There is no indication of use of HRT in menopause for the management or prevention 

of cognitive disorders. 

 There is no indication for cardiovascular protection, despite the hypothesis that 

hormonal treatment of early onset may be protective. 

 HRT is not an anti-aging treatment. 

 HRT is not a treatment for weight loss. 

Further research is needed using drugs with different profiles to evaluate the specific effects of 

other options, the KEEPS study (Kronos Early Estrogen Prevention Study) will give us much 

information. Current indication for HRT is to control symptoms for a short time, this leads us to 

consider that we should not prescribe hormones as a preventive agent in menopausal women. 

*Gynecologist, MSc Biology of Human Reproduction, Servicio de Ginecología, Hospital Universitario de Caracas y 

Clínica El Ávila, Caracas, Venezuela.  

1. Manson JE et al. Menopausal Hormone Therapy and health outcomes during the 

interventions and extended poststopping phases of the Women´s Health Initiative 

Randomized Trials. JAMA 2013:310(13):1353. 

http://www.intervalolibre.wordpress.com/

