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Preoperative chemotherapy for women with operable breast cancer

Chemotherapy for patients with early stage breast cancer has been shown to improve survival. Traditionally, this therapy is given once the
patient has undergone surgery. Since the early 1980's, interest has risen in administrating chemotherapy before surgery (known as
preoperative or neocadjuvant chemotherapy) based on good results achieved in patients with locally advanced disease (cancer which is larger
than 5cm and/or has spread to surrounding tissue or lymph nodes, or both). The rationale for preoperative chemotherapy is that an early
introduction of systemic treatment (treatment that affects the whole body) will result in a decrease in the size of the tumour, hence making it
possible to do more breast-conserving surgery. For this review, we investigated the effect of the difference in timing of chemotherapy
treatment for patients with early stage or operable disease.
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Background: Approximately one-fifth of women who develop early breast cancer have HER2-positive tumours, which if untreated, have a worse
prognosis than HER2-negative tumours. Trastuzumab is a selective treatment targeting the HER2 pathway. Although the results on efficacy
seem to support its use, there are potential cardiac toxicities which need to be considered, especially for women at lower risk of recurrence, or
those at increased cardiovascular risk.

ook wN

Objectives: To assess the evidence on the efficacy and safety of therapy with trastuzumab, overall and in relation to its duration, concurrent or
sequential administration with the standard chemotherapy regimen in patients with HER2-positive early breast cancer.

Search methods: We searched the Cochrane Breast Cancer Group's (CBCGs) Specialised Trials Register, and used the search strategy
developed by the CBCG to search for randomised controlled trials (RCTs) in CENTRAL, MEDLINE, EMBASE, BIOSIS, TOXNET, and the WHO
ICTRP search portal (up to February 2010).

Selection criteria: RCTs comparing the efficacy and safety of trastuzumab alone, or in combination with chemotherapy, or no treatment, or
standard chemotherapy alone, in women with HER2-positive early breast cancer including women with locally advanced breast cancer.

Data collection and analysis: We collected data from published and unpublished trials. We used hazard ratios (HRs) for time-to-event outcomes
and risk ratio (RRs) for binary outcomes. Subgroup analyses included duration (less or greater than six months) and concurrent or sequential
trastuzumab administration.

Main results: We included eight studies involving 11,991 patients. The combined HRs for overall survival (OS) and disease-free survival (DFS)
significantly favoured the trastuzumab-containing regimens (HR 0.66; 95% confidence interval (Cl) 0.57 to 0.77, P < 0.00001; and HR 0.60; 95%
C10.50 to 0.71, P < 0.00001, respectively). Trastuzumab significantly increased the risk of congestive heart failure (CHF: RR 5.11; 90% Cl 3.00
to 8.72, P < 0.00001); and left ventricular ejection fraction decline (LVEF: RR 1.83; 90% Cl 1.36 to 2.47, P = 0.0008). For haematological
toxicities, risks did not differ. The two small trials that administered trastuzumab for less than six months did not differ in efficacy from longer
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