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Abstract Background: Patients with invasive residual disease after neoadjuvant chemo-

therapy (NACT) are considered to have chemo-resistant breast cancer. Bisphosphonates are

an established treatment for bone metastases and are of potential benefit as adjuvant treat-

ment in early breast cancer.

Patients and methods: Patients who had invasive tumour residuals (ypT1-4 and/or ypNþ) after

a minimum of four cycles of anthracycline-taxane-containing NACT were eligible for the

NeoAdjuvant Trial Add-oN study. Patients were randomised within 3 years after surgery to

receive zoledronate 4 mg i.v. for 5 years versus observation. Zoledronate was given every

4 weeks for the first 6 months, every 3 months for the following 2 years, and every 6 months

for the last 2.5 years. Primary objective was disease-free survival.

Results: After a median time of 54.7 months no difference in disease-free survival was

observed between the zoledronate and observation groups (hazard ratio [HR] 0.960, 95% con-

fidence interval [CI] 0.709e1.30, log rank PZ 0.789). Various subgroups were examined

without identifying a treatment effect of zoledronate. Patients over 55 years of age showed

a HR of 0.832 in favour of zoledronate, but the result was not significant (PZ 0.480). A

similar result was obtained for overall survival with a HR of 1.19 (95% CI 0.79e1.79; log rank

PZ 0.408). Zoledronate was well tolerated and no new toxicity signal was identified.

Conclusion: Postneoadjuvant treatment with zoledronate does not improve outcome in pa-

tients without pathological complete response after neoadjuvant anthracycline-taxane-based

chemotherapy for early breast cancer.

ª 2016 Elsevier Ltd. All rights reserved.

1. Introduction

Neoadjuvant chemotherapy (NACT) is routinely used in

patients with operable or locally advanced breast cancer

to down-stage the breast tumour and to improve surgical

options [1]. If a pathological complete response (pCR) is

obtained, prognosis is usually highly favourable, whereas

outcome of patients without pCR is largely dependent on

the biological subtype of disease. In patients with an

aggressive tumour subtype both the risk of relapse and
the prognostic information obtained from pCR assess-

ment are greater [2]. At the time, the NeoAdjuvant Trial

Add-oN (NaTaN) study was designed, prognosis of pa-

tients without a pCR was in general considered to be

unfavourable [3]. Neoadjuvant systemic treatment was

therefore considered as a tool for identifying patients

requiring further adjuvant systemic treatment beyond

endocrine therapy or trastuzumab.
Bisphosphonates have a distinct mechanism of action

and have demonstrated efficacy both in the treatment of

breast cancer with metastasis to the bone [4] and in

several adjuvant studies after surgery for early breast

cancer [5,6]. As a 3rd generation bisphosphonate,

zoledronate also showed a favourable toxicity profile,

this compound was considered to be an ideal candidate

for exploring the concept of postneoadjuvant treatment.

2. Patients and methods

2.1. Objectives

The NaTaN study (NCT00512993) was an open label,

uncontrolled, randomised phase III study investigating

disease-free survival (DFS) after zoledronate adminis-

tered for 5 years versus no postoperative bisphospho-

nate treatment in patients with invasive residual breast

cancer (ypT1-4 and/or ypN1-3) after preoperative
anthracycline/taxane-containing chemotherapy. Sec-

ondary objectives were to determine DFS in subgroups

including subgroups with respect to time interval be-

tween surgery and randomisation and response to

NACT, as well as overall and bone-metastasis-free sur-

vival, and the toxicity of zoledronate.

2.2. Selection of patients

Female patients previously treated with NACT for at

least four cycles, of which at least two cycles had to

contain a taxane and an anthracycline and with

completely resected (R0) unilateral or bilateral pri-

mary carcinoma of the breast with histologically

detectable tumour residuals (ypT1e4) and/or histology

confirmed involvement of axillary nodes (ypN1e3)

represent the trial population. A maximum interval of
3 years from the date of axillary surgery (axillary

dissection mandatory in node-positive cases, sentinel-

node-biopsy optionally in node-negative cases) prior

to entering the trial was allowed. Patients had to be

older than 18 years and of adequate general health

status. Current active dental problems including

infection of the teeth or jawbone, dental or fixture

trauma, or a current or prior diagnosis of osteonec-
rosis of the jaw, of exposed bone in the mouth, or of

slow healing after dental procedures, or recent or

planned dental or jaw surgery were, among others, the

exclusion criteria.

G. von Minckwitz et al. / European Journal of Cancer 64 (2016) 12e21 13



Download English Version:

https://daneshyari.com/en/article/8440948

Download Persian Version:

https://daneshyari.com/article/8440948

Daneshyari.com

https://daneshyari.com/en/article/8440948
https://daneshyari.com/article/8440948
https://daneshyari.com

