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“…And not to say neither distant nor lost 
to not give reason to the sea that holds you. 
And praise you in the most perfect solitude  

at the time that your name is the first fire in my window”. 

 

Julio Cortázar. Mi sufrimiento doblado.   

Papeles Inesperados. 2009 

 
 

Breast cancer is not an uncommon disease in premenopausal women, at least 35% of the patients 

diagnosed in Venezuela are under 50 years old 1; in the U.S. this ratio is lower, about 25%2.  The 

therapeutic strategy in these patients differs from that posed for postmenopausal patients since it 

has to be taken into account, in patients with tumors with estrogen receptor positive (ER+) the 

ovarian production of estrogen. 

To date, tamoxifen is considered to be the only adjuvant endocrine therapy in premenopausal 

women with ER+ breast cancer for 5 years 2, with an absolute reduction in recurrence at 15 years 

of 13% compared to those that do not receive any therapy3. Also after the publication of the 
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ATLAS study in December 2012, commented in a previous article4, the use of tamoxifen extended 

for 10 years, decreased the relapse rate by an almost additional 3%.      

As regards the use of aromatase inhibitors (AI) in Premenopausal patients has not been a feasible 

alternative, since, due to the presence of ovarian function, not only cannot achieve an effective 

suppression of estrogen production, but on the contrary the IA stimulate ovulation and thus the 

production of estrogen by the follicle. 

In Premenopausal patients, especially in the younger, circulating estrogen levels are high and 

cyclical, which induces the stimulation and synthesis of estrogen receptors in the tissues where 

they exert their influence, impacting significantly on the ER+ tumor. This is why ovarian 

suppression has always worn as a logical therapeutic option in this group. In addition, in some 

patients, the use of tamoxifen can lead to menstrual disorders with very few treatment options, 

therefore inhibit gonadal function would prevent this type of contingencies. It is necessary to 

recognize that the use of the ovarian suppression alone in young women with breast cancer has 

been controversial, especially regarding its effectiveness when compared to conventional 

chemotherapy and tamoxifen treatments.  Recently, the concomitant ovarian suppression with 

tamoxifen has been positioning gradually, thanks to the additional benefits in survival and interval 

free of disease, as a valid alternative as it was concluded in the meta-analysis of the LHRH agonists 

in Early Breast Cancer Overview group in 20075.  

To evaluate alternatives in premenopausal patients, two studies that assessed ovarian suppression 

in different contexts and with the use of exemestane, an aromatase inhibitor were designed. In 

June 2014, was published in the New England Journal of Medicine, the partial results of the studies 

of Tamoxifen and Exemestane Trial (TEXT) and Suppression of Ovarian Function Trial (SOFT), 

initiated in 20036.  The TEXT study was designed to evaluate 5 years of tamoxifen with ovarian 

suppression with monthly triptorelin, an analogue of GnRH, compared to exemestane with ovarian 

suppression with triptorelin monthly. For its part, the SOFT study evaluated exemestane with 

ovarian suppression (with triptorelin, irradiation or oophorectomy) compared to tamoxifen with 

ovarian suppression and tamoxifen without ovarian suppression.  Patients receiving chemotherapy 

started suppression of ovarian function concomitantly. Analysis of the SOFT study was not 

included in this publication since data are being analyzed.  

In total, 4.960 patients were evaluated and compared disease-free survival, local and distal 

recurrence and overall survival between groups. 5-year disease-free survival rate was 91.1% in 

exemestane and ovarian suppression group and 87.3% in the Group of tamoxifen with ovarian 

suppression, with a Hazard ratio (HR) for recurrence, second cancer invasive or death of 0.72 (p < 

0.001).  The HR for recurrence was 0.66 (p < 0.001), the HR for distant recurrence was 0.78 (p = 0, 

02) and 1.14 for death (p = 0, 37). Analyzing these results, it can be concluded that the use of 

exemestane with ovarian suppression in ER+ premenopausal women, compared with tamoxifen 

with concomitant ovarian suppression, increases significantly the disease-free interval and 

lengthens the time without local and distal recurrence. However, there is no increased overall 

survival in the exemestane with ovarian suppression group compared with the Group of tamoxifen 
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with ovarian suppression. A highlighted finding in the subgroup analysis was that the difference of 

both treatments is evident in patients who did not receive chemotherapy or with negative nodes, 

groups in which exemestane with ovarian suppression was superior to tamoxifen with ovarian 

suppression, because in the rest of the groups the analysis only showed no inferiority of the 

exemestane compared with tamoxifen.    

With regard to side effects, comparing both groups, being the most frequent events in the group 

of exemestane with ovarian suppression fractures, musculoskeletal, vaginal dryness, decreased 

libido and dyspareunia symptoms; the most frequent in the group taking tamoxifen with ovarian 

suppression were thromboembolic events, hot flashes, sweating, and urinary incontinence. With 

respect to the quality of life, both treatments were well tolerated.  

The main advantage of this publication, which undoubtedly remains a milestone in endocrine 

therapy of the breast cancer in premenopausal women, is that it provides the possibility of a new 

alternative therapy in these patients. The use of exemestane with ovarian suppression has an 

additional advantage of a greater free of disease interval than with tamoxifen, especially in 

women who do not receive chemotherapy and/or node-negative. Patients who could benefit from 

this new alternative are those that have a high risk for thromboembolic events, like the obese, 

while patients with osteopenia or osteoporosis would benefit from the use of tamoxifen and 

ovarian suppression. The impact on overall survival is similar in both groups, but analysis is 

necessary in one longer time to effectively determine if this trend is maintained. Is still pending 

the publication of the results of the study SOFT, which will give us information about the actual 

usefulness of the ovarian suppression concomitantly with tamoxifen in Premenopausal patients 

and the benefits that may have when compare with tamoxifen alone and exemestane with ovarian 

suppression.  

It would be interesting to also assess in the future, if the exemestane would have a greater benefit 

extending its use up to 10 years, as demonstrated with tamoxifen in the ATLAS study. Definitely, 

the different therapeutic options with similar or greater efficacy, allows a better selection of the 

patient for each therapy according to the profile of each woman based on long and medium-term 

effects, as well as the presence of co-morbidities which would limit the use of a particular therapy. 

When you have the possibility of choosing between a therapy and another, we are approaching 

what in medical practice is a universal recommendation, the individualization of treatment. 

*Instituto de Oncología Luis Razetti, Salud Chacao y Clinica Santa Sofía, Caracas, Venezuela  
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