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The Editor

The New England Journal of Medicine

10 Shattuck St.

Boston

MA 02115-6094

Testosterone Replacement in Women

Dear Sir or Madam,

I have read with interest the article by Shifren et al 
 and the accompanying editorial by Guzick and Hoeger 
.  I certainly envy the funds at the disposal of the authors of the study, since it would have been no doubt a costly exercise.  I have practiced testosterone replacement in conjunction with oestrogen replacement both hormones by implant for 15 years now.  I undertake 2500 implants per year.  I have completed a retrospective study (The ABC Study- Adelaide, South Australia) of 520 women treated in this way for 12 years.  These data will be offered for publication early next year.

The focus of the study is of interest confirming as it does the entrenched medical view that testosterone status equals sexual interest.  As the result of repeated enquiry over the years I have become persuaded that libido lies about fourth in the ranking of beneficial effects to be obtained from the use of this substance.  By far and away the most important clinical effect is that of stabilisation of the mood state; this applies equally to men as it does to women.  This is not to say that an improvement in libido is unimportant as the authors themselves conclude that, '…Treatment with the higher dose of testosterone improved sexual function…'.

In looking at the details of the study, I was surprised to find that these women were apparently inadequately oestrogenised.  The FSH levels were persistently unsuppressed and the measured oestradiol levels would be inadequate by the standards of my practice.  I have formed the clinical view that for testosterone to become effective, the woman requires enough oestrogen to 'capacitate' the testosterone receptors.  I am uncertain just why this should be so but that is a consistent impression in clinical management.

Then there is the question of actual testosterone dosage.  We do not have available in this country the testosterone patch and so I would have difficulty in commenting on the dosage used.  In using the testosterone implant it would be a usual finding that the levels achieved would be supraphysiological.  As the administered oestrogen (and most particularly oral oestrogen) stimulates the level of serum hormone binding globulin, the available store of testosterone circulating in the blood attached to this protein will also rise above normal premenopausal range.  The only relevant figure is that of bioavailable or free hormone as estimated in whatever manner.

Does it matter that the levels achieved are 'above normal'?  Are premenopausal testosterone levels of strict relevance to the treated status of the castrate woman?  I suspect that the answer to both questions is in the negative.  The truly relevant observation is that of the function of the hormone at the end organ and whether that clinical effect may be so strong as to cause virilisation.  In general the common sign of excessive effect is that of increased facial hair and in saying 'increased' I would acknowledge that virtually all women in their later years have some degree of hair growth.  The loss of frontal scalp hair and a drop in voice pitch are extremely rare and the result of truly excessive medication.

In my practice the women observe their hair growth patterns and report back.  The clinical management of dosage in reference to this side effect is consummately easy.  Either the patient enjoys the effect of the hormone and deals with the hair cosmetically, or she goes for a reduced dose and a lesser degree of side effect.  Facial hair growth is entirely a question of self-perceptual judgement.  The Editorial remarks refer to '…clinically important androgenic effects…'.  'Important' to whom?  If a woman receives testosterone, she may expect facial hair growth.  Whether this is important to her is entirely her own judgement.

I would conclude that had the authors given their women enough oestrogen (bearing in mind that the absorption of tablet oestrogen is frequently impaired in those women with reflux disease), and had they been a little more bold with the dose of testosterone then they would have produced an effect of greater statistical significance.

Yours sincerely,

ROBERT A. JONES

North Adelaide

South Australia
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