
Intervalolibre 
 

www.intervalolibre.wordpress.com 
January 25, 2014 

Ovarian Suppression in Breast Cancer 

Paula Cortiñas Sardi* 

“In a limited sense, Klausner is right. When truly radical discoveries appear, their impact is often not incremental but 

cataclysmic and paradigm-shifting”. 

Siddhartha Mukerjee. The emperor of all maladies.  

 

The majority of the cases of breast cancer are estrogen receptor-positive (ER+), by which 

much of the therapeutic tools in these cases focus on prevent estrogen to bind to cell 

receptor and stimulate its growth through genomics and non-genomic pathways.  This 

purpose can be achieved through two mechanisms: reducing the production of estrogens 

either blocking estrogen receptor. The aromatase inhibitors (AIs) are used to reduce the 

production of estrogens at the level of the peripheral tissues, while tamoxifen (TAM), 

among other selective estrogen receptor modulators (SERMS), modifies the structure of 

the receptor preventing the action of circulating estrogens. 

In the case of the menopausal patients with breast cancer, the absence of ovarian 

function allows to indicate, based on the safety profile, any of the two treatments. 

However, in the premenopausal patient, it is not possible to effectively inhibit the 

production of estrogens with the use of AIs by the large amount of available androgens as 

a substrate of the enzyme; furthermore, the AIs stimulate the hypothalamic-pituitary axis 

increasing ovarian estrogen synthesis, so endocrine therapeutic tool available in these 

patients is TAM.  

http://www.intervalolibre.wordpress.com/


Intervalolibre 
 

www.intervalolibre.wordpress.com 
January 25, 2014 

In the premenopausal patient with ER + breast cancer, TAM has been used as adjuvant 

endocrine therapy for the last 15 years and for some time has been considered the 

concomitant suppression of ovarian function as a logical and likely to be explored. This 

idea is based on the decrease in the production of estrogens of ovarian origin would 

enable a more efficient performance of TAM, and probably a longer disease-free interval.  

The SOFT (Suppression of Ovarian Function Trial) study results were published in 

December 20141, which was designed to evaluate the advantages of the ovarian 

suppression in patients with early ER + breast cancer in treatment with TAM.  In addition 

in the same study compared with the use of exemestane (EXE) plus ovarian suppression as 

part of the TEXT (Tamoxifen Exemestane Trial) study 2. 

We compared three groups: the first only with TAM, the second group received TAM with 

ovarian suppression and the third EXE with ovarian suppression, for five years. The 

Suppression of ovarian function was carried out through the use of monthly triptorelin, a 

GnRH analogue, bilateral oophorectomy or ovarian irradiation. The most important 

parameter to compare was disease-free survival. Breast cancer-free interval and overall 

survival were also assessed.  

A total of 3,066 premenopausal patients were evaluated grouped according to a history of 

previous treatment with chemotherapy and divided randomly into three treatment 

groups. Of the total, 2.033 women were included in the groups with TAM which evaluated 

the benefit of ovarian suppression. 46.7% had not received chemotherapy previously 

while 53.3% had received it; 34.9% of the patients in the group assigned to TAM had 

lymph node disease for the initial diagnosis.  

The disease-free survival at 5 years in patients with TAM and ovarian suppression and in 

patients who only took TAM was 86.6% and 84.7%, respectively, with no significant 

difference; however, Cox proportional hazards analysis, adjusting the covariates, showed 

a significant reduction of 22% in the risk of recurrence in the TAM group with ovarian 

suppression (HR: 0.78, p = 0.03). At 5 years, 88.4% of patients with TAM and ovarian 

suppression and 86.4% of the patients with only TAM remained without relapse, with a 

significant difference after the adjustment by Cox analysis (HR: 0.75 p = 0.02).  Overall 

survival at 5 years was 96.7% in patients with ovarian suppression with TAM and 95.1% in 

patients with TAM only, this difference did not reach statistically significance.  On the 

other hand, in the subgroup of patients previously undergoing chemotherapy, 5-year 

overall survival was 94.5% in the Group of TAM with ovarian suppression and 90.9% in 

patients with TAM only, a difference that was statistically significant (HR: 0.64 CI, 0.42-

0.96). In relation to the side effects were more frequent in the Group of patients of TAM 

http://www.intervalolibre.wordpress.com/


Intervalolibre 
 

www.intervalolibre.wordpress.com 
January 25, 2014 

with ovarian suppression; however, the discontinuation of treatment was higher in the 

TAM group without ovarian suppression.   

The analysis combined SOFT and TEXT, already commented on a previous article3 

demonstrated that the combination of EXE with ovarian suppression was more effective 

than TAM with ovarian suppression, since the reduction in the recurrence of breast cancer 

was 34% and 22%, respectively. 

Considering these results, the addition of ovarian suppression to treatment of 

premenopausal patients with RE + early breast cancer improves disease-free survival with 

a non-significant difference. This finding is not surprising, since in October 2014, a paper 

published in the Journal of Clinical Oncology, by Tevaarwerk et al4, did not report 

difference comparing the treatment of TAM only with TAM with ovarian suppression, with 

a greater number of side effects in the group with ovarian suppression.  On the other 

hand, the analysis of subgroups of the SOFT study showed that the inclusion of ovarian 

suppression in young patients (< 35 years) previously subjected to chemotherapy and with 

an increased risk of recurrence, can reduce relapses of the disease related to a greater 

overall survival, which further improves with the use of EXE with ovarian suppression.  

Everything seems to indicate that the use of ovarian suppression should be reserved to 

those young patients who were undergoing chemotherapy because the risk of recurrence 

is greater.    

An increase in the incidence of side effects has been reported when the ovarian 

suppression is associated with adjuvant therapy with TAM, incidence which is more 

pronounced in patients with EXE and ovarian suppression.  These side effects affect 

significantly the quality of life of patients and reduce the adherence to the treatment, as 

well as generating long-term diseases such as osteoporosis and glucose intolerance. 

However, the benefits observed in the Group of higher risk of recurrence, allow to affirm 

that use translates into a net profit in the long run. 

Ovarian suppression in young patients also has other advantages to be taken into account 

when deciding the addition of this therapy.  As expected, menstrual disorders whose 

standard hormone management, with formulations based on estrogen and progestin, is 

contraindicated by the underlying disease are common in premenopausal patients who 

take TAM. The formation of functional ovarian cysts is also common which give rise to 

successive ultrasound evaluations to distinguish them from neoplastic lesions made 

increasing anxiety in the patient. These events are effectively avoided with ovarian 

suppression due the amenorrhea that is generated and the remarkable decline in the 

occurrence of functional ovarian cysts. It also has an anovulatory action allowing a 

contraceptive effect essential for adjuvant therapy, which greatly facilitates the 
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management of the patient with active sex life. All these aspects should be considered in a 

comprehensive manner especially in patients younger than 35 years, in order to offer 

them the most benefits with the ovarian suppression in conjunction with TAM. 

According to the conclusions of the study SOFT, a longer time follow-up is required to be 

able to say that the adjuvant endocrine therapy of ovarian suppression is superior to the 

use of TAM as monotherapy in Premenopausal patients. For now, the most prudent 

recommendation is the individualized use according to the risk of recurrence and taking 

into account the adequate management of the undesirable effects of treatment with 

TAM. Draws near time in which patients with breast cancer be offered multiple 

therapeutic alternatives by choosing one that best suits her profile: the awaited tailored 

therapy. 

*Dra Paula Cortiñas Sardi. Instituto de Oncología Luis Razetti, Salud Chacao and Clínica Santa Sofía, Caracas, Venezuela.  
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