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"Atlas, meanwhile, supported the broad heavens, remaining stand and propping the load with his head and 

his hands at the edge of the earth ..." 

Karl Kerényi. Los Dioses de los Griegos. Monteávila editores, Caracas 1997. 

It is not a coincidence that in December 2012, just the year that tamoxifen´s 50th anniversary, it 

has been published the results of a paradigmatic research on new applications of this drug. This  

multicenter, randomized study recognizes the benefits of using tamoxifen for five additional years, 

ten years in total, in breast cancer patients with positive estrogen-receptor. The ATLAS (Adjuvant 

Tamoxifen: Longer Against Shorter), published in the prestigious journal The Lancet, involved a 

population of 12,894 patients diagnosed with early breast cancer who had completed treatment 

with tamoxifen for five years (1). The patients were randomized to continue treatment with 

tamoxifen for five years or stopping. For the analysis of side effects were assessed all patients, 

while to determine the effect on recurrence and breast cancer mortality, only those involved with 

breast cancer with estrogen receptor (ER)-positive, for a total of 6846 women . The inclusion of 

1,248 women with ER-negative disease in the study is a controversial  fact, although, this subgroup 

was not analyzed in terms of recurrence and mortality, it accounts for 10% of each arm. 

Considering that for this subgroup of patients was not planned to assess the potential benefit of 

tamoxifen in preventing recurrences and mortality, for logical reasons, we believe that this group 

should not have been included for analysis to be unnecessary and be a potential ethical dilemma. 

In the final evaluation, at year 15, 21.4% of patients with tamoxifen for ten years experienced a 

relapse compared with 25.1% of those with therapy for only five years (RR: 0.85, p = 0.002 ), for an 

absolute reduction of 3.7%. In addition, a detailed analysis concludes that there is less recurrence 

in women below 55 years, with total mastectomy, premenopausal, who had previously taken 

tamoxifen for five years and with a diagnosis made more than ten years at the time of 

recruitment. Also, local recurrences were more frequent than distant, and when evaluated distant 

relapse as first event, there was no significant difference between the two arms; on the contrary, 

when studied distant recurrences at any time, there was a risk reduction in favor of tamoxifen arm 
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for 10 years, this difference was statistically significant. The nodal status or tumor size did not 

influence the prediction of recurrences. 

The absolute reduction in breast cancer mortality was 2.8% for the group of patients who received 

tamoxifen for ten years, during evaluation at 15 years of starting therapy (12.2% vs 15%, RR 0.79, 

p = 0.01). 

It was also analyzed the events (incidence or mortality) different than breast cancer in all patients, 

showing an increased incidence of pulmonary embolism (PE) with a RR of 1.87 and endometrial 

cancer (EC) with a RR of 1.74. These are the facts. 

In the discussion section, the authors conducted an exercise in extrapolating the results of ATLAS 

combined with Early Breast Cancer Trialists' Collaborative Group (EBCTCG), meta-analysis 

published in 2011 (2), which concluded that the use of tamoxifen for five years in patients with ER-

positive, compared with patients without tamoxifen reduces breast cancer recurrence by a half 

the first five years and by a third over the next five years, having no effect in the second decade 

after starting treatment, namely from 10 to 15 years. Moreover, mortality was reduced by one 

third during the first 15 years after initial treatment with tamoxifen for five years. By comparing 

EBCTCG data with those obtained in the ATLAS study, reducing the risk of recurrence and death 

from breast cancer patients with ten years of treatment with tamoxifen versus patients untreated, 

could lead to an eventual decrease of recurrences by a third in the second and third decade and a 

decreased mortality approaching fifty percent. It should be clear that this estimate is the result of 

a hypothetical analysis, well-founded, but it is not itself a direct result obtained from the ATLAS 

study. 

One limitation of the ATLAS final report is the almost inexistent description of the minor side 

effects during  the extension of the therapy. It is clear that the use of tamoxifen is associated with 

serious side effects such as EC and PE, but also associated with other effects that, while not 

serious, should significantly affect the quality of life and compliance, such as hot flashes, insomnia, 

vaginal dryness and menstrual disorders in premenopausal patients, among others. 

Considering the discrete reduction  of recurrence and mortality, and the side effects, who would 

be candidates for an extension in tamoxifen treatment for five more years? Probably the answer 

will depend, first, of the tolerance to treatment during the first five years. A difference in 

recurrence of 3.7% and 2.8% in mortality between treatment with tamoxifen for five years 

compared to ten years, do not appear to justify subjecting all patients to a long therapy. Now, 

what patients could be selected for this type of therapy? Those women who remain with ovarian 

function on completion of five years of tamoxifen treatment, hysterectomized  and preferably 

without comorbidities such as diabetes, heart disease or other risk factors for EC or PE, with good 

tolerance to  tamoxifen and unwilling fertility in the subsequent five years. Perhaps the most 

striking aspect in this subgroup, as is clearly stated in the results, is that the most important 

benefit is obtained during the second decade of diagnosis, a fact that requires a life expectancy of 

at least ten years to enjoy this benefit. This group, to have these features, looks likes the most 

suitable. It will also benefit postmenopausal patients with contraindications to receive or make the 



 

www.intervalolibre.wordpress.com      January 6th 2013 Página 3 
 

switch to aromatase inhibitors (AI), as in the case of severe osteoporosis and / or intolerance to 

the IA. Within this subgroup, in very elderly patients, it is necessary to estimate the benefit that 

would be obtained in the second decade after diagnosis could not register based on the life 

expectancy of the patient. 

ATLAS Study results, even though did not meet the expectations, undoubtedly have produced an 

interesting and beneficial option in some patients. The length of treatment with tamoxifen has its 

limitations, which must be taken into account, mainly related to tolerance and safety profile to the 

drug. Tamoxifen continues to show versatility and a strong attractive force and, even against the 

powerful and modern AI, remains rampant, sharing with them the first line adjuvant endocrine 

treatment of breast cancer. 
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