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CORRESPONDENCE

Breast Cancer and Hormonal Therapy
in Postmenopausal Women

TO THE EDITOR: In their article on the Women’s
Health Initiative (WHI) study of combined hor-
mone therapy, Chlebowski et al. (Feb. 5 issue)!
describe a marked decrease in the risk of breast
cancer after the discontinuation of menopausal
treatment. Using a similar approach, we investi-
gated whether a decrease in risk was also seen
in the French E3N cohort, in which the use of
hormone therapy was self-reported biennially.?
Among postmenopausal respondents to the 1997-
1998 questionnaire, women receiving combined
hormone therapy and those who had never re-
ceived hormone therapy were followed from Jan-
uary 1999 to the date of diagnosis of any cancer,
the last completed questionnaire, or July 2005,
whichever occurred first. Hazard ratios for breast
cancer among women who received combined
hormone therapy, as compared with those who
had never received such therapy (in the 1997—
1998 period), dropped toward unity after 2002,
in parallel with an important reduction in the
use of hormone therapy (see Table 1 in the Sup-
plementary Appendix, available with the full text
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of this letter at NEJM.org). Our results in a French
population corroborate the findings of the WHI
study.?
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THE AUTHORS REPLY: We concur with Fournier
and colleagues that their year-to-year results re-
garding the incidence of breast cancer in the
French E3N cohort are similar to our findings in
the WHI observational study. Their results sup-
port the hypothesis that the recent reduction in
the incidence of breast cancer in several countries
is related to a decrease in the use of combined
hormone therapy. In the two cohorts, the hazard
ratios were similar (approximately 2) for breast
cancer among women who had received estrogen
plus progestin for longer intervals. For women
who continued to receive combined hormone ther-
apy for longer than about 5 years, the annual risk
of breast cancer was doubled with each subsequent
year. These results have implications for women
who are already receiving combined hormone ther-
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apy: there are benefits to stopping and risks to
continuing with respect to breast cancer.
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Endocrine Therapy plus Zoledronic Acid in Premenopausal
Breast Cancer

TO THE EDITOR: Gnant et al. (Feb. 12 issue)?® re-
port on the Austrian Breast and Colorectal Can-
cer Study Group trial 12 (ABCSG-12) (ClinicalTrials.
gov number, NCT00295646), which looked at the
use of goserelin plus either tamoxifen or anastro-
zole with or without zoledronic acid in premeno-
pausal women with breast cancer. The authors
conclude that the addition of zoledronic acid im-
proved disease-free survival and that treatment
with tamoxifen and treatment with anastrozole
were associated with similar rates of disease-free
survival. However, a separate analysis of the group
of patients who received anastrozole without zole-
dronic acid would be of interest.
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TO THE EDITOR: Gnant et al. report a 4-year rate
0f 90.8% for disease-free survival in the group of
premenopausal women with breast cancer who
received endocrine therapy alone and a rate of
94.0% in the group that received endocrine ther-
apy plus zoledronic acid. Data from this trial that
were presented at the American Society of Clini-
cal Oncology meeting in 2008 showed that the
effect of zoledronic acid was driven almost exclu-
sively by the findings in the cohort of patients who
received anastrozole, whereas little effect was dis-
cernible for the patients who received tamoxifen.
With only 137 events contributing to these analy-
ses, the test for interaction comparing the effec-
tiveness of zoledronic acid between the anastro-
zole group and the tamoxifen group is expected

to be nonsignificant. What was the effect of zole-
dronic acid on the anastrozole and tamoxifen
groups?
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TO THE EDITOR: Gnant et al. describe the results
of the combination of tamoxifen plus goserelin;
however, this combined therapy is not a standard
option for the typical premenopausal patient with
breast cancer enrolled in this study. In most cen-
ters, outside the context of a clinical trial, such
patients would be offered 5 years of tamoxifen plus
or minus chemotherapy,* with the possible addi-
tion of ovarian ablation for women under the age
of 35 years who did not have chemotherapy-
induced amenorrhea.?3 The combination of ovar-
ian suppression and tamoxifen is being prospec-
tively addressed in the Suppression of Ovarian
Function Trial (SOFT) (Clinical Trials.gov number,
NCT00066690). In addition, the duration of the
tamoxifen exposure (3 years) cannot be considered
a standard, level I, evidence-based form of adju-
vant hormonal therapy.
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