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Why do we need the reduced dose adjuvant tamoxifen trials for hormone 
receptor positive breast cancer patients?
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LETTER TO THE EDITOR

Tamoxifen is in many countries still considered as the 
only adjuvant endocrine therapy for postmenopausal 
women with hormonereceptor-positive, early-stage 
breast cancer. Due to economic issues these coun-
tries cannot apply data from the ATAC (Arimidex, 
Tamoxifen, Alone or in Combination) trial, in which 
anastrozole continued to show superior efficacy com-
pared with the standard dose of tamoxifen after a me-
dian follow-up of 47 months (1). 
Anastrozole benefits over tamoxifen in the ATAC
trial seem to come from the partial agonistic activity 
of tamoxifen on estrogen receptors that is dose relat-
ed. It was reported that estrogen agonistic effects of 
tamoxifen on SHBG (Sex Hormon Binding Globulin) 
decreased with lower dosages, whereas tamoxifen ef-
fects on Ki-67 expression did not change significantly
(2, 3). Pharmacokinetic and pharmacodynamic stud-
ies showed that a lower dose of tamoxifen (such as 5 
mg/day) does not affect the drug’s activity on several 
biomarkers of both cardiovascular and breast cancer 
risk (4). Even a multicenter placebo-controlled phase 
III trial has been proposed in postmenopausal healthy 
women on hormone replacement therapy in order to as-
sess whether this combination retains the benefits while
reducing the risks of either (5). 
If we want to offer the best available adjuvant treatment 
for the ER (Estrogen Receptor) positive breast cancer 
patients in developing countries, the usual daily dose of 
tamoxifen has to be challenged in the adjuvant settings. 
As shown in Fig. 1, we need to know whether reduced 
daily doses of tamoxifen in adjuvant setting do improve 
survival in comparison to the standard dosage. Unfor-
tunately, due to no interest of pharmaceutical industry, 
the reduced doses of tamoxifen will never be tested in 
this setting. We will have to rely on data from current 
trials of low dose tamoxifen in hormone replacement 
therapy (5). 
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Figure 1. Possible scenarios of reduced daily doses of tamoxifen in the 
prevention of ER positive breast cancer, based on the 48% reduction in the 
tamoxifen prevention trials for the standard dose of 20 mg/day (6). The 
first scenario proposes that reduced doses are less effective, while other
two scenarios propose that reduced doses might be more effective due to 
reduced agonistic effects. 


