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A randomized trial comparing tamoxifen vs. surgery in patients over the age of 70 with operable breast cancer -final results after 28 years of follow-up

Since the original publication of this historical trial, there has been a trend to report trial results with longer follow up which have tended to confirm that at no time, whatever treatment given, can it be said that an effective cure from breast cancer has been achieved.

A final review of this historical randomised trial of patients aged over 70 treated in an orthodox and ethical way in 1982, but now which could be considered outdated, has been made. At a follow up of to 28 years when all were known to have died, it is noted that almost two thirds of the patents in this trial did not die of breast cancer and thus achieved a personal cure. However, Brinkley and Haybittle's contention that patients followed up long term continued to die from breast cancer is confirmed

M A N U S C R I P T A C C E P T E D ACCEPTED MANUSCRIPT 3 METHOD
The original concept and results of this trial have been fully described in the two previous papers (3), (4) but due to the lapse of time since the trial's inception it is necessary to reiterate that it was agreed to recruit 200 patients from one clinic, 100 in each arm, and this took a period of 7 years to collect these patients who had operable breast cancer .

It should be noted that all patients were fully informed and consented to enter this ramdomised trial (Figure 1). All patients had histological proof of invasive ductal carcinoma and had oestrogen positive tumours proven at the time or retrospectively with the advent of immunological assays. All patients subjected to surgery had the appropriate operation [wide local excision, partial or total mastectomy].

RESULTS

At the censoring date of January 2010, all patients had died. The cause of death is known in all patients (Table 1) . It can be seen from the table that of the There was therefore no difference in survival between those who progressed on tamoxifen and then had surgery or those who recurred after surgery and then were treated with tamoxifen Likewise, there is no difference in survival between those who died of breast cancer having been treated with surgery or tamoxifen compared with those who died of other causes [Graphs 1 and 2]. However, when one compares all death whatever the cause in both arms of the trial, those who had surgery survived on average up to two years longer than those primarily treated with tamoxifen as seen in Graph 3. Although the trial has its limitations and is not open to detailed statistical analysis in view of the small numbers randomised, survival between those primarily treated with surgery did not appear to differ greatly from those primarily treated by tamoxifen.

DISCUSSION

In a recent review of 7 published trials by The Cochrane collaboration in 2008 (6) of surgery versus primary endocrine treatment for operable primary breast cancer in the elderly [70 years or over] only four including our report [START_REF] Gazet | Prospective randomised trial of tamoxifen vs surgery in elderly patients with breast cancer[END_REF] were considered to have adequate data for analysis. Their conclusion was that surgery controls breast cancer better than tamoxifen alone in older women but does not extend survival. However, the follow-up of these reported trials did not exceed 11 years. This important review was not designed to address the final outcome of the management of breast cancer in an aged population, but rather confirm the value of treatment with two tried and tested methods.
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We found that in almost two thirds of patients the primary cause of death was not breast cancer. This of course does not exclude the possibility of the patients having occult metastatic disease but we found that approximately one third died of cancer of the breast, one third of cardiovascular disease and one third of respiratory and other diseases. No difference was seen in the cause of death in each arm. There was also a small number who died of other cancers unrelated to their primary breast cancer.

Furthermore, if one examines the death rate in the patients treated for breast cancer in this group it did not differ from that of the population at large who did not have breast cancer.

Absolute cure of any disease can be defined as when a patient dies from an unrelated condition. Thus it can be stated that 58.5% of this selected group of 200 patients achieved a personal cure from breast cancer.

Brinkley & Haybittle (1) in an historical paper showed that in a series of patients of all ages treated between 1947 and 1950, at a follow-up of 30 years, patients were still dying from breast cancer. They had not achieved a statistical cure; that is a parallel death rate to that of the general public at large. This view was confirmed by their report of a review of three other contemporary published long term studies. In our trial of a highly selected age specific group of patients it has been shown that it is not only possible to achieve a personal cure from breast cancer but reach a statistical cure rate as defined by Haybittle.
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7 Whereas this trial confirms that age and stage (surgically operable breast cancer) are effective determinants, there are no other clear factors which determine survival or death in any specific one of these 200 patients and it should be noted that whereas 50% of death from breast cancer occurred within the first five years, further deaths specifically from breast cancer occurred up to 28 years follow-up.

Present clinical practice confirms that there is no reason why age should be a consideration in the management of breast cancer. If one accepts that the core treatment of breast cancer is a trinity of surgery, chemo-endocrine therapy and radiotherapy then all patients should be treated only on this basis.

But is this so? In 2004, there were 36,939 new cases of breast cancer in England of which 13,490 (32.8%) were aged 70 or over [START_REF]Registration of cancer diagnosed in 2004 England[END_REF]. This figure is confirmed in an analysis of all symptomatic and screen detected cancers diagnosed in 2006 in the U.K. [START_REF] Cheung | Breast Cancer Report. A UK analysis of all symptomatic and screen detected breast cancers diagnosed in 2006 NHS Cancer Screening Services[END_REF] of which 14,305 (29%) were aged over 70. This report highlights the different treatment offered according to age. For example, 64% of the non surgically treated patients were over 70, with only 53% receiving radiotherapy and 15% chemotherapy. The data on hormonal therapy was unreliable. This study was not designed to evaluate the reason for any particular treatment offered which clearly is multifactorial. However, it would seem reasonable to ask the question as to why any particular therapy was not offered. 
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 1 randomized trial comparing tamoxifen vs. surgery in patients over the age of 70 with operable breast cancer -final results after 28 years of followup GAZET J-C & SUTCLIFFE Rosemary. Combined Breast Clinic, St. George's Hospital, London SW17 0QT, UK We are grateful for the support of the Breast Cancer Research Trust for the publication of this paper. SUMMARY A final review of a historical trial commenced in 1982 comprising 200 patients aged 70 or over with operable breast cancer randomised to surgery or tamoxifen with crossover on recurrence has shown that at 21 to 28 years follow-up ,all have died from verified causes. 43 in the surgical arm and 40 in the Tamoxifen arm died of breast cancer (41.5% in total). 117 patients (58.5%) died of other verified causes unrelated to breast cancer. These patients in effect achieved a cure from breast cancer. The survival curves for both those treated by surgery or Tamoxifen are similar as are the associated curves comparing deaths from breast cancer and other causes. However although 50% of deaths from breast cancer occurred within the first five years of follow-up, further deaths from breast cancer occurred up to 25 years later. Thus at long term follow-up in a highly selected and favourable group of patients recurrence and death from breast cancer still occurred. This confirms the view that at no time in the post treatment period can one state that INTRODUCTION In 1984 Brinkley and Haybittle (1) in an update of their seminal paper published in 1975 (2), showed that in a series of patients of all ages treated for breast cancer between 1947 and 1950 at a follow up extending over 30 years patients were still dying from breast cancer. This they felt questioned the concept of cure.

  patients who were treated by tamoxifen in the first instance, 40 are known to have died from breast cancer and in those treated with surgery 43 died from breast cancer. No significant difference was observed between the cause of death in either arm of the trial. 79 patients (44 in the tamoxifen arm and 35 in the surgical arm) had local progression or local recurrence as a first event without evidence of distant M A N U S C R I P T A C C E P T E D ACCEPTED MANUSCRIPT 4 metastases. 34 in the surgical arm agreed to crossover to tamoxifen and 38 in the tamoxifen arm agreed to crossover to surgery. Distant recurrence occurred in 25 in the surgery arm and 22 in the tamoxifen arm with or without local recurrence or progression. In the "pure" crossover group those patients in the surgery crossover survived on average 80 months [median 69 months] compared to those in the tamoxifen crossover who survived 83 months on average [median 57 months]. Tamoxifen time to local progression 13.5 months; time to distant metastases 39 months. Surgical time to local recurrence 13.5 months; time to distant metastases 49 months).

  Thirty years ago at the inception of this trial there was no consensus regarding the management of breast cancer in patients aged 70 and over. Clinical practiceM A N U S C R I P T A C C E P T E D ACCEPTED MANUSCRIPT 5ranged from inactivity, palliation or active management with endocrine therapy, surgery, radiotherapy or a combination of all these therapies. Sadly, as noted in the All Breast Cancer Report 2009[START_REF] Cheung | Breast Cancer Report. A UK analysis of all symptomatic and screen detected breast cancers diagnosed in 2006 NHS Cancer Screening Services[END_REF], little has changed in the treatment offered to this group of patients. The initial concept in the trial was to compare surgery with tamoxifen in patients who were considered operable and to crossover those who either progressed on tamoxifen or had a local recurrence with surgery without evidence of any metastatic disease.

  in our unit, all patients irrespective of their age or medical and physical condition were offered appropriate treatment. If as we suspect it can be shown that in many aged patients active management of their breast cancer can remove a potential cause of death then there can be no reason for withholding treatment.Breast cancer in the elderly is a specific model. The tumours tend to be slow growing and ER positive. The elderly have a short life expectancy which allows accurate measurement of the value of any specific treatment. The elderly form a significant group as 45% of the 10,942 deaths from breast cancer in 2006[8] were aged 75 or over. This of course relates to time of death and not time of diagnosis. It would seem reasonable therefore to concentrate on active and aggressive treatment in the elderly in an attempt to reach a 100% personal cure. This is not only an ethical but sensible proposal as the cost of treatment of advanced breast cancer can be expensive in therapy and professional care compared with other fatal diseases in the elderly. The corollary is that a minimum follow-up of 5 years post any form of treatment is only likely to show 50% of the possible deaths which are attributable to the primary diagnosis of breast cancer.
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