The First World Congress On: Controversies in Obstetrics, Gynecology & Infertility Prague, Czech Republic - 1999

HRT: The Ideal Timing to Start and Stop
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Oestrogen replacement therapy has been shown to control climacteric symptoms, improve cardiovascular health and urogenital complaints, and reduce the incidence of Alzheimer’s disease. It is also well established in the treatment and prevention of osteoporosis. There is however an increased incidence of breast cancer (of about 2.3%/yr) with prolonged use. This leads to a prescribing dilema: the potential benefits of treatment must carefully be assessed against the risks. There is thus a debate as to the optimum time of starting HRT and when, if ever to stop. 

Women who are perimenopausal, or recently postmenopausal, and suffering from climacteric symptoms of hot flushes, sweats, mood disturbance, decreased energy and libido, are immediate beneficiaries of oestrogen replacement therapy. What is less clear is whether this early postmenopausal use of oestrogen will be protective for them in later life. Only after the age of sixty-five does a woman’s morbidity from cardiovascular disease begin to rival her male counterpart.1 Similarly, elderly women are most at risk of sustaining an osteoporotic fracture with its associated morbidity and mortality. Unfortunately, in this age group, uptake and continuation of HRT is very low. Unwittingly, by stopping therapy prematurely, or by not taking oestrogen at the best time, may mean that women are not protecting themselves from oestrogen-related diseases as well as they might.

Ideally a woman would be exposed to the minimum duration possible of oestrogen replacement therapy (and thus associated side effects), whilst obtaining the maximal treatment benefits. In order for this to be possible, we need to know whether HRT is beneficial in an older age group, whether there are any lasting benefits on stopping treatment, and what exactly are the risks associated with therapy. 

There is unequivocal evidence that oestrogen is effective in the treatment and prevention of early postmenopausal osteoporosis. Some clini cians may incorrectly believe that HRT is ineffective in combating osteoporosis in the older woman. Quigley2 demonstrated that women who commenced oestrogen after the age of 65 had significantly greater protection against bone loss than never users. In fact, in a study by Lindsay and Tohme3, found that the most pronounced increase in bone mass was found in women furthest from the menopause. They went on to conclude that introducing oestrogen therapy would be beneficial at least up to 35 years after the menopause. The Rancho Bernardo Study4 involved 740 women aged 60-98 years. There was no significant difference in bone mineral density between women commencing HRT at the age of 60 or at the menopause. The most important factor was current use, with previous use giving little protection. Holland et al5 using oestradiol implants in an elderly population found median increases of 12.6% at the lumbar spine and 5.2% at the hip, after 1 year of treatment. The increases were most marked in women with the lowest initial mineral density, and the increases were proportional to the oestradiol concentration. It seems that it is oestrogen deficiency per se and not age that is the defining factor for postmenopausal bone loss.

HRT has been shown to decrease the risk of ischaemic heart disease and cerebrovascular disease at any age in postmenopausal women. Concerns still remain about the possible attenuating effect of adding a cyclical progestagen, and also about selection bias in treatment groups. The Cardiovascular Health Study6 , looked at almost 3000 women aged over 65. They found that current oestrogen use was better than past use, which was better than never use, in lowering cardiovascular risk profiles. Indeed, cardiovascular protection was afforded well into the eighth decade of life. 

The associated risk of breast cancer and hormone replacement therapy is an issue that has concerned patients, and has been contentious for many clinicians. A recent meta-analysis7 revealed that the cumulative excess numbers of breast cancers diagnosed per 1000 women, for women who commence HRT at the age of 50 and use it for 5, 10 and 15 years are 2, 6 and 12 respectively. Whether HRT actually affects mortality from breast cancer is uncertain.

The ultimate risk-benefit measurement of HRT may be represented by mortality statistics. Ettinger8 found reduced all-cause mortality with oestrogen use (mean duration of use 17.1years). Grodstein9 found that after adjustment for confounding variables, current hormone users had a lower risk of death (RR0.63) than never users, however, the benefit decreased with long-term use (i.e. 10 or more years) because of an increased mortality from breast cancer among long-term hormone users. This contrasts with work by Henderson10, who concluded that mortality decreased with increasing duration of use. In these studies, current use appears to be more influential than previous use.

There is no doubt that the merits of extended hormone replacement therapy will continue to be contested. Each patient will present with their individual medical indications and contraindications that guides their duration of treatment. It is clear than continued therapy confers continued protection against major chronic diseases associated with ageing. It also appears that this protection is most pronounced in current users of HRT. Perhaps the most important issue to be addressed is that of ensuring postmenopausal women are sufficiently counselled regarding treatment, and that as many as possible have access to starting HRT irrespective of their age.
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