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Comment on WHI
The publicity at the time of publication of WHI I (The Woman’s Health Initiative Trial)centred on the incidence of breast cancer in those trials with the absolute increase in risk being 8 per 10,000 women per year, but then in the oestrogen only trials (WHI II) the risk was reduced by 7 per 10,000 women per year.  I made a comparison with the road traffic injury rates in South Australia being 13 per 10,000 head of population per year and a fatality rate of 1.2.  While there continues to be a degree of anxiety about the death rate on the roads, no Government source has encouraged drivers to stop using the roads.  However, a number of experts have advised that hormone replacement should not be used or confined to a five-year duration only.  Further to this, my own study published in the US two months ago(c.f. Menopause: The Journal of The North American Menopause Society. Vol. 11, No. 5, pp. 531-535 on this page) suggests that the use of testosterone will return that breast cancer incidence back to the rates seen in women who had never taken hormone replacement; at the same time it should be noted that the data on which this suggested conclusion is based was ‘retrospective’ and ‘uncontrolled and therefore constitutes evidence at a low rate of reliability (Level II-3 of evidence).

When one considers the data in WHI I and II, the incidence of breast cancer was higher in those women who required progestogen to protect the uterus from cancer that has yet again been shown to be effective (Endometrial Cancer and HRT in the Million Women’s Study (Lancet 2005;365:1543-51).  While progestogen then may be good news for the uterus it may not be such good news for the breast.  There is other scientific evidence that progestogens may firstly oppose the apparently protective effect of testosterone and, secondly may directly stimulate the breast.  It seems sensible then to avoid the systemic application of progestogens in favour of intrauterine progestogen (Mirena IUS).
A further anxiety has been expressed over the WHI results pertaining to coronary artery disease and stroke.  However these women were started on HRT later in life at a time when it might be anticipated that a lack of oestrogen may have allowed a degree of vascular damage and that with the introduction of oestrogen, the prothrombotic effect of the oestrogen may have precipitated a clinical event.

There is also the question of the WHIMS study in which the Alzheimer’s rates were seen to be rising.  Firstly, those diagnoses are currently being questioned on review, and secondly, a woman who takes oestrogen and no testosterone might well be mistaken for having Alzheimer’s disease when it may simply be that she could be exhibiting the psychological dysfunction of testosterone deficiency.
If one accepts the conclusion that a woman is at increased risk for coronary artery disease and stroke and if there is a delay in instigating her oestrogen replacement, she would then be moving towards the situation of the participants in the WHI trials who were started on treatment 15 years on average after the menopause and who appeared to be at increased risk for coronary artery disease and stroke.  I do not think that anyone has yet attempted a quantitative analysis of the increase in risk per untreated year after the menopause.  All that can be said is that probably with every year that passes untreated, the risk for an adverse vascular event will start to rise and at least the patient should be warned of this.  Those at risk and who wish to start or remain on oestrogen replacement should perhaps be considered for anticoagulant therapy.

There has entered thus into hormone replacement, the dynamic of the risk of being untreated when oestrogen replacement is to be subsequently considered.  In some senses then, we may be negligent if we do not warn our patients, who remain untreated, that if that continues to be the case and then they ultimately decide on oestrogen replacement, that they will run an increased risk.  This is a subject that I believe has virtually gone without discussion in the journals.

What is surprising to me is the pontificating that has come from cancer and heart specialists about hormone replacement when by definition they would not be regarded as expert in this field.  That their conclusions have gone largely unchallenged is even more surprising and disappointing.
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