Memo to Rob Norman

Contents of meeting on Friday 25th August 2000

Ref. ABC Study

Firstly may I say how grateful I am that you took the time to meet with me and discuss the problems with my research.  I am writing this mainly to clarify my plan of action.

The data analysis


Looking at the tables, I am concerned about the reducing numbers of patients contributing data as time progresses.  Perhaps that is not important in doing analysis but does it have a great impact on the result?

Testosterone and breast cancer
We agreed that the comparison of my results with a local population remain valid despite my disappointment that there was not exhibited an apparent decline in incidence of breast cancer in my treated patients.  As you say, at least one might conclude that ART does not increase the risk over 12 years, leaving the way open for a more free prescription of the substance. The comparison is with the general population from the Cancer Registry.  If one was to agree that menopause clinic oestrogen treated women are at increased risk of diagnosis, then there may in fact be a reduced risk if a comparison with truly matched individuals could be made.


It has come to my notice that in Table 2, the numbers of exposed patients falls off to very small numbers over the years.  Is this right?  I thought I had all 510 patients exposed to the whole period.  Some of these women therefore were exposed for a short duration.  Perhaps it might be useful to look at an earlier group, say from April '87 to December '90.  This would number 120 subjects exposed for 8-11 years.  In this group there were only 2 cancers diagnosed, both after 3 years of testosterone.  Perhaps you or Adrian might be able to suggest other useful subgroup analyses.


I need to clarify with Adrian the nature of the population comparative group and the exact matching characteristics.  I believe it is true that being taken from the general population registry that the only matched characteristics would be age and general geographical area of residence.  Is this in fact correct?

Testosterone and lipids.


I am inclined to accept the analysis here as it stands.  It makes good clinical sense that the HDL's would dip and then recover.  The variation of LDL's would also be expected from time to time in response to other clinical events and treatment.  Perhaps the happy conclusion would be that an HDL of 1.4-1.6 and LDL of 3.6-3.8 would be entirely acceptable in predicting protection from vascular disorders.

Testosterone and bone density.


Curiously this is the analysis that has made the least sense.  It is very clear in clinical practice that bone density is maintained using oestrogen and calcium but that when testosterone is added there is usually a generous increase in density.  There may be a small proportion in whom the bone does not respond (such as malabsorbers, non compliance, habit patterns, drugs, adjuvant disease etc.).  The sensible suggestion is made by you that we subdivide this analysis to look at 'best and worst case' result.  I would suggest that I divide the population into quartiles each containing 120 +/- individuals with the groups containing best results in group 1 to worst results in group 4.

Another useful piece of information would be to look at the change in density between baseline measure and second density.  This is predicated on the logic that if a woman had an excellent density then it would not require to be repeated.  More importantly, if she had reasonable density and that was shown to increase significantly, then again I would not be inclined to repeat the investigation unless I was to aim for precision in drawing a line of prediction using three observations.


On the other hand, I have been looking at a report on the publication by Cummins (JAMA 2000;283: 1318-1321) in which he refers to 'regression to the mean' and therefore it might be better to compare first to third as well as first to second measurement.


I will send a copy of this to Adrian and ask him whether it would be possible to undertake further analysis along these lines.  I think you also agreed to show the data to your own statistician to see whether he had any useful suggestions.  My problem of course is that I am a clinician untrained in statistics and therefore 'naked on the beach' when it comes to consider these matters.


Incidentally, you asked me why I became interested in the association of ART and breast cancer.  In line with conventional thinking I started using testosterone for fallen libido.  This would have been back in 1987.  In the following years Vlad Humeniuk used to visit my rooms in Port Adelaide and I fell into the practice of leaving the films of abnormal mammograms out for him to comment on.  As the years passed I noticed that the number of films requiring his opinion fell steadily in the women receiving testosterone.  At the same time I had observed that oestrogen treated breast discomfort responded to the use of testosterone.  This is now standard practice, particularly when the woman is about to undergo mammography.  This is one of the few occasions when I will still use Sustanon injections.  This I otherwise avoid since, if you check the testosterone ratio a week or two after Sustanon 100, you will find the ratio well up into the male range.  I am very cautious about the 'gutsy' effect of this testosterone since it may abort motivation of the woman to continue with a 'softer' androgen.


It was rather difficult to conclude clinically whether as a result of all of this the breast cancer rates were truly falling below expectations.  If one was to expect a lifetime incidence of 1/12-14, this did not appear to be the case in my treated women.  At this time 180 of the women are aged 60 years and over and so I should be catching a great number of the cancers occurring in the vulnerable age of 50-65 (103 women now 65 and over).  Perhaps a calculation of crude incidence in this group of women could also be useful.

Publication and presentation

The proposal is that I will present to AMS 2000 as follows,

The ABC Study-Prevention of breast cancer with testosterone

The ABC Study-The effect of testosterone on bone density and lipids

The A to Z of Testosterone Treatment

The latter is simply a potpourri of ideas relating to the use of testosterone.  It may not be accepted being a purely anecdotal account of the substance.


They will of course be PowerPoint presentations.  I'm grateful to you for offering to look at these when they are prepared and I believe you may show them to Alistair for his comment.  I don't propose to make the presentations too detailed and more in the nature of 'preliminary conclusions'.  I will present crude data and some analytical conclusions while reserving the right to produce more detailed analyses as and when they become available.


From this exposure I can pick up critical comment that will assist in writing the papers.  You suggest separate papers for the three subjects and this I think I can manage.  Choice of journal is as yet undecided but John Eden had suggested that I try the Lancet first off.  What do you think?


Once I have achieved publication and with that of course critical comment from the referees, I may be in the position to consider the MD thesis.  Looking well ahead I have written today to my alma mater, Bristol, to explore this idea.  I will need a local Supervisor and I wonder if you would be willing to take this on?

Research funding


I have almost run out of my fund from Organon and so may need to find an alternate source for further development.  A copy of this memo goes to Darko Catalinic who has taken over from Peter Smith at Organon.  I would be grateful if he could remind me of my current standing with the fund that I think is of the order of $3-4000.  I may be calling on this again shortly.  Again, today I have written to the AMS to enquire as to the situation there.  I suspect that they have completed their applications for this year and so I may need to wait until next year.


I will need funds to cover continuing statistical analysis and the hiring of a research assistant as you suggest.  The suggestion is that I hire a tame B.Sc. to do the leg work.

I think that just about covers what we discussed.  You seem to be friendly with David Roder and I wonder whether there would be any advantage in consulting him.  Please feel free to show him any of my material.


Copies of this will go to the following parties who may have an interest in my progress.

Adrian Esterman

Flinders Medical Centre

John Eden


Royal Hospital for Women

Peter Smith


Organon

Darko Catalinic via Nicola
Organon

Tim Campion


Organon

Ray Kennedy


Cochrane Collaberative Study

