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Use of paroxetine in patients under treatment with 

tamoxifen: new evidence 

Paula Cortiñas Sardi* 

How many ears must one man have, before he can hear people 

cry. 

How many deaths will it take till he knows, that too many 

people have died. 

The answer, my friend, is blowing in the wind. 

The answer is blowing in the wind”.  

Bob Dylan  

 

Selective serotonin reuptake inhibitors (SSRI) are often used in patients with breast cancer. It has 

been reported that between 25 and 30% of the patients use them with varied indications as 

depression and non-hormonal treatment of climacteric symptoms, especially hot flashes caused 

either by the ovarian failure induced by treatment or associated to the use of adjuvant endocrine 

therapy in patients with estrogen receptors (ER+) positive tumors. 

Tamoxifen (TAM), a selective estrogen receptor modulator, is a prodrug metabolized in the liver, 

by the cytochrome P450, to 4-hidroxitamoxifen and endoxifen. The latter is the most important 

product of the catabolism of TAM by the 2D6 isoenzyme (CYP2D6), whose affinity for the estrogen 
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receptor is one hundred times of the TAM, so its conversion is vital to exert the antiestrogenic 

action in the breast. The concomitant use of any drug that inhibits effectively the function of the 

CYP2D6 would decrease the action of the TAM in the mammary cells through the descent in 

plasma of the endoxifen. 

SSRI are CYP2D6 inhibitors, with paroxetine (Paxil®, Bridelle®) and Fluoxetine as the most 

powerful, what has been studied in order to determine the possible impact of concomitant 

therapy of these agents with TAM, especially in relation to the effectiveness of the endocrine 

therapy on the recurrence and mortality in patients with breast cancer. 

In 2010, was published in the British Medical Journal a retrospective study by Catherine Kelly with 

a group of Canadian oncologists from University of Toronto and other medical research centers, 

where patients registered in the province of Ontario with breast cancer in treatment with TAM, 

jointly taking SSRIS were evaluated. These patients were compared with those receiving TAM 

without a SSRI1. The conclusion of the study is that among the SSRIs used in conjunction with TAM, 

the use of paroxetine, which is the most potent inhibitor of the action of TAM, was associated with 

increased mortality from breast cancer by up to 91% and all causes mortality up to 75%, when it 

was used by more than 75% of the duration of therapy with TAM. Other SSRI, even fluoxetine that 

is also a potent inhibitor of the enzyme, were not associated to an increase in mortality.  

Following this study, in view of the findings, it was recommended avoiding paroxetine use in 

patients with an indication for SSRIs use, depression or relief of climacteric symptoms, when 

receiving TAM, recommending other SSRIs not shown to affect the survival of these patients.  

In October 2016, is published in the British Medical Journal a research by Macarius Donneyong and 

collaborators, of the Harvard School of medicine in Boston. In this retrospective study, with 

patients registered in five medical databases, with an average follow-up of 2.4 years, it was 

compared the global mortality among patients in treatment with TAM and paroxetine or 

fluotexine with patients taking TAM with another SSRI. The patients were divided in two large 

groups: patients that received a SSRI before the beginning TAM treatment and a group that 

initiated after start the endocrine adjuvant treatment. Within the groups the patients were 

compared according to the type of SSRIS used. 

In the results highlights the following:  

a) Overall mortality in the patients who took paroxetine and Fluoxetine was 58.6/1000 

person years and who took SSRI with less power of enzyme inhibition was 57.9/1000 

person years. The results show no differences between the different groups evaluated 

with regard to the mortality by all the causes, with a HR global of 0.96 (0.88-1.06)).  

b) In a sub-analysis comparing paroxetine and other SSRIS, there is no difference regarding 

mortality (HR: 0.96, 0.81-1.12), however it was not possible to establish the mortality from 

breast cancer due to the fact that the cause of death was not reported in all records 

included in the study.  
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c) The inhibition of the CYP2D6 of some SSRIS not derived in an increase of the mortality by 

all the causes in women with cancer of breast in treatment with TAM. The authors infer 

that this is probably due that the concentration of endoxifen, despite the decrease 

generated by paroxetine, is enough to maintain the desired breast effect. However, in 

Premenopausal patients, with the estrogen production by the ovary, the CYP2D6 inhibition 

could influence in an unfavorable way in survival. 

According to this new study although for methodological reasons is taken into account only all 

causes mortality and not breast cancer mortality, it seems that paroxetine and other SSRIs might 

be used in conjunction with TAM in patients warranting treatment anti-depressant or for 

climacteric symptoms without affecting the course of the disease.  

While both investigations are not comparable because the study groups differ significantly, it is 

noteworthy that the results are so contradictory. While Kelly's study in 2010 compared patients 

treated with paroxetine and TAM versus patients with TAM alone, Donneyong collates patients 

with different types of SSRIs, but with a much larger sample. While making the analysis in the 

study of Kelly, among the patients in the group taking SSRI, there are differences between 

different antidepressants, being paroxetine associated with a significant increase in mortality; is 

not the case in the investigation of Donneyong, where comparing all treatment groups with SSRI 

and TAM, there were no differences. 

Also, in a meta-analysis of observational studies performed in 20143, was not reported increased 

mortality with the use of SSRIS, regardless of the power level of the used agent Also, in a meta-

analysis of observational studies performed in 20143, increased mortality was not reported with 

the use of SSRI, regardless of the potency level of the used agent.  

More studies are needed with a more thorough assessment, for a longer period and measuring the 

levels of endoxifen to compare between different groups. In addition, evaluate breast cancer 

mortality or disease-free interval between different groups to recommend, if necessary, the use of 

paroxetine in patients with TAM. It should also assess the impact of the menopausal status on 

different treatments, as well as the suppression of ovarian function in conjunction with treatment 

with TAM in pre-menopausal patients. It should be clarified convincingly if enzyme inhibition 

produced or paroxetine has no negative impact on the action of TAM. While that happens, 

indication of paroxetine concomitantly with TAM continues to be a risk that is not necessary to 

run, especially when it can be replaced with another SSRI. 

* Especialista en Ginecología. MSc en Reproducción, IVIC. Centro de Especialidades de Salud 

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