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Purpose: The optimal treatment duration time and the causal relationship between neoadjuvant endo-
crine therapy and clinical response are not clear. Therefore, we conducted the present study to inves-
tigate the potential benefits of neoadjuvant exemestane therapy with the goal of identifying the optimal
treatment duration.

Methods: This study was conducted at three hospitals, as a multicenter, randomized phase II
trial(UMINOOQO005668) of pre-operative exemestane treatment in post-menopausal women with un-
treated primary breast cancer. Fifty-one post-menopausal women with ER-positive and/or PgR-positive
invasive breast cancer were randomly assigned to exemestane for 4 months or 6 months. Clinical
response, pathological response, and decisions regarding breast-conserving surgery were the main
outcome measures.

Results: Of the 52 patients that enrolled, 51 patients underwent surgery. Of those, 26 and 25 patients had
been treated with exemestane for 4 and 6 months, respectively. Treatments were performedat 3 hos-
pitals in Japan between April 2008 and August 2010. The response rates as assessed by clinical exami-
nation were 42.3% and 48.0% for 4 and 6 months of treatment, respectively. Pathological responses
(minimal response or better) were observed in 19.2% and 32.0% of patients, and breast-conserving
surgery was performed on 50.0% and 48.0% of patients from the 4 and 6 month treatment groups,
respectively.

Conclusion: The results of this study demonstrate that responses were equal to 4 or 6 months of
exemestane treatment. Therefore, we propose that the rates of breast-conserving surgery could be
maximized by 4 months of treatment. Furthermore, in addition to using exemestane as a preoperative
treatment in post-menopausal women with ER-positive breast cancer, we envision administering the
drug over the long term under careful clinical supervision.

Keywords:

Neo-adjuvant endocrine therapy
Optimal treatment duration time
Breast cancer
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Introduction adjuvant chemotherapy, with an improved rate of breast-

conserving surgery, indicating that neoadjuvant therapy could

Since the 1990s, primary endocrine therapy has been considered
the gold standard in the adjuvant and metastatic treatment settings
for estrogen (ER) and/or progesterone (PR) receptor-positive breast
cancer. The NSABP B-18 clinical trial’ in 1988 demonstrated that
neoadjuvant chemotherapy yielded the same survival rate as

* Corresponding author. Tel.: +81 3 3542 2511; fax: +81 3 3542 3815.
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0960-9776/$ — see front matter © 2013 Elsevier Ltd. All rights reserved.
http://dx.doi.org/10.1016/j.breast.2013.03.002

have important clinical ramifications. With that in mind, neo-
adjuvant endocrine therapy for hormone receptor-positive breast
cancer was also assessed, and was shown to be effective in a
number of clinical trials (Table 1). Recently, clinical interest has
shifted from tamoxifen to third-generation aromatase inhibitors.
A few trials?>~® have indicated that anastrozole led to improved
response rates as compared to tamoxifen, but the results were not
statistically significant. The PROACT trial reported that anastrozole
treatment allowed for breast-conserving surgery in significantly



