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            Abstract
Background
We have previously demonstrated S-1 is non-inferior to taxane with respect to overall survival as first-line chemotherapy for HER2-negative metastatic breast cancer. We aimed to confirm whether S-1 is also non-inferior to anthracycline-containing regimens in the same setting.
Methods
We conducted an open-label, non-inferiority, Phase 3 study. Individuals who had HER2-negative metastatic breast cancer, had received no chemotherapy for advanced disease and had endocrine therapy resistance, were randomly assigned to the anthracycline-containing regimens or S-1. The primary endpoint was overall survival. A pre-planned combined analysis of our two Phase 3 studies was also carried out.
Results
We enrolled 230 patients (anthracycline, nâ€‰=â€‰115; S-1, nâ€‰=â€‰115). Median overall survival was 30.1 months (95% CI 24.9â€“35.8) with the S-1 group and 33.7 months (95% CI 25.5â€“36.9) with the anthracycline group. The HR for the anthracycline group was 1.09 (95% CI 0.80â€“1.48). The combined analysis constituted 814 patients (395 assigned to standard treatment (anthracycline or taxane); 419 assigned to S-1). Median overall survival was 36.3 months in the standard treatment group and 32.7 months in the S-1 group. S-1 was non-inferior to standard treatment in terms of overall survival (HR 1.06 (95% CI 0.90â€“1.25); P non-inferiorityâ€‰=â€‰0.0062).
Conclusions
S-1 could be considered a new treatment option for first-line chemotherapy for patients with HER2-negative metastatic breast cancer.
Clinical trial registration
The University Hospital Medical Information Network, Japan: UMIN000005449. This trial was registered on 15 April, 2011.
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Fig. 2: Kaplanâ€“Meier curves.[image: ]


Fig. 3: A forest-plot analysis of overall survival.[image: ]


Fig. 4: Change from baseline of health-related quality of life (global health status).[image: ]
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