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Recent research suggests that the long-term use of oestrogen replacement in the menopause may ultimately lead to modestly increased rates of breast cancer after whatever interval.  It would appear that the risk is greater in those women who need to take progestogens with their oestrogen replacement and this would be required for women who retain their uterus.  The most recent and major contributors to this body of research are the Women's Health Initiative Study published last year and the Million Women Study published last month.  The women treated with oestrogen alone in the WHI trial continue to be treated without the need for the study to be terminated on the grounds of breast cancer incidence.

These two studies in particular have provoked a series of comments, sometimes ill advisedly so and from Doctors who are more interested in breast cancer and less experienced, or not experienced at all, in the treatment of women's problems in the menopause.  All of this has given rise to considerable anxiety through reports in the media.  This ‘epidemiology’ simply describes the result of observations without a requirement to necessarily explain the cause of the results.  Explanations are forthcoming and tend to change from month to month as new knowledge becomes available and new opinions are suggested.  My own personal explanation is as follows:


In healthy breast tissue, there exists a state of ‘homeostasis’ (balance) between oestrogen and testosterone in which situation there is a decreased likelihood of the emergence of a new cancer or stimulation of an existing cancerous nodule.


The balance between oestrogen and testosterone may be altered in favour of oestrogen, through the effect of administered progesterone by reducing the effectiveness of testosterone within the breast tissue.


At the least it would seem to be appropriate to replace testosterone in a woman whose oestrogenisation reduces her testosterone status to an effective zero.


Progesterone (e.g. progestogen, provera, duphaston etc.) is required to prevent uterine cancer and optimally should be given to the uterus only.  It would seem illogical to give ‘systemic’ (whole body) progestogens simply to protect one organ.  If, as seems to be the case, progestogens may have an adverse effect on the breast tissue, then progestogens should be given only to the uterus in the form of the Mirena intra uterine system.  If for any reason it is impossible or difficult to insert such a system, then perhaps the uterus should be removed.

The most radical approach to this combination of problems would be that menopausal women may prefer not to keep the uterus and ovaries, certainly receive some testosterone, and confine her oestrogen replacement to a minimal level.  It has been suggested that the duration of the exposure to oestrogen should be foreshortened and perhaps after five years or so of use, a trial of reduced oestrogen intake could be considered or it might even be ceased if symptoms don’t recur.  Should problems emerge after this then the oestrogen replacement can be resumed in the light of the re-emergence of those symptoms.

There are three relevant areas of research that I am aware of, not all of which have been published.  The first is the work of Carolyn Bondy et al in Bethesda, Maryland, who showed that the female rhesus monkey when exposed to oestrogen alone had a higher rate of epithelial proliferation of the breast in comparison to the monkey treated with oestrogen and testosterone.  This has been published.

The second area of research is my own being that of women treated with oestrogen and testosterone, whether with progestogens or not, in whom there appeared to be a reduced incidence of breast cancer.

The third area of research yet to be published is that of the study of the intracellular behaviour of medroxyprogesterone acetate (provera) and its effect on impairing the action of testosterone in the breast cell.

In addition to the question of oestrogen replacement and breast cancer, the issues of coronary artery disease, stroke and cognitive decline (Alzheimer’s) in women on oestrogen replacement are questions that are being discussed currently; this discussion arises from the epidemiology studies recently published that have been the subject of further journalistic attention.  The recent epidemiology has been discouraging in that none of the three conditions have shown improved figures.
However, the epidemiological studies in many senses are to be found wanting, particularly with the age of selection for those women undergoing study.  For example in the WHI trial the average age of the woman entering the trial was 65 and that would not reflect Australian practice, in that we like to start hormones directly after the menopause in women who are symptomatic.
This may be of the greatest importance in all three areas of concern since it would appear that as the years pass after ovarian failure, the hormonal receptivity of the target organ tissues fades in its sensitivity and those target organs may be no longer receptive to the beneficial effect of oestrogen.  The same story is told about those organs when they become diseased by atherosclerosis for example and that the diseased tissue may no longer be responsive.  The woman may therefore be left without the protection of the hormone but at the same time the possibility of an increased risk of vascular thrombosis due to the oestrogen.  In a diseased artery the thrombus may occur as the result of the rupture of an atheromatous plaque and may obstruct the artery so as to give rise to a coronary heart attack or stroke.  If one was to look at the patients with cognitive decline, or Alzheimer’s disease, they share the same demography as those women being afflicted by stroke in whom 80% were regarded as being due to a thrombosis.

I believe that the science of the protective effect of oestrogen is still sound and I regret public statements to say that hormone replacement with oestrogens should not be proposed as a preventative measure for these diseases.  I am still of the opinion that primary prevention is effective but in order for that to work, the oestrogen should be started shortly after the onset of ovarian failure and then continue uninterrupted.  

One other thing is quite clear and this is that ‘secondary prevention’ of coronary artery disease and stroke after the woman has had a first episode of one these is not going to be affected beneficially by the use of oestrogens.  This so-called secondary prevention simply does not work.  If a woman has already had a coronary attack or a stroke, and requires the oestrogen for some other reason then there would be a need to protect the artery from thrombosis by the use of anticoagulant such as Aspirin or Warfarin.

The above statement is a very simplified account of my total knowledge of the situation and a full explanation would become extremely complicated to the point where it would become unreadable.  My view is based on the published work on the matter, influenced heavily by expert commentators and leavened by my own personal interpretation.  I am ready to concede at this moment that in the future some of my conclusions may prove to be incorrect or inaccurate, but this is the best I can do at this time.  This statement will be updated from month to month, and year to year as the new knowledge floods in.

