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Abstract

Maximum benefit is expected with careful selection of
patients; young patients, those with good initial ECOG
performance status, hormone receptor positive patients,
chemotherapy-naive patients, those with relatively low disease
burden, and patients with no visceral sites of involvement.

Still, further larger multi-center studies are needed for
proper characterization of our population, to identify prognostic
factors and determinants of survival, and to maximize treatment
strategies for our patients.
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INTRODUCTION

Zn estimated 6.7 million females were diagnosed with
cancer worldwide in 2012. Breast cancer was the most
common, accounting for a quarter (25%) of all cases diagnosed,
with more than 1.5 million new breast cancer cases per year
(Ferlay et al., 2012).

Breast cancer was found to be the second leading cause
of cancer death among women after lung cancer (DeSantis et
al., 2013).

About 20-40% of early breast cancer patients will go on
to develop metastatic disease (Vera-Llonch et al., 2011). While
approximately 5-10% of women already have metastatic breast
cancer at diagnosis (Cardoso et al., 2012).

Despite recent advances in formulating novel treatments,
management of metastatic breast cancer (MBC) continues to be
challenging, and MBC remains essentially an incurable disease
(O’Shaughnessy, 2005).

Treatment of MBC is individualized for each patient, and
it is often based on patient’s co-morbidities, performance
status, prognostic factors, menopausal status, and prior history
of treatments (including neoadjuvant or adjuvant treatments)
and patient’s preferences (O’Shaughnessy, 2005).
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The goals of treatment of MBC include disease control,
palliation of symptoms, improving or maintaining quality of
life, and prolonging overall survival (Chung et al., 2003).

In 1998, a large multicenter, phase Il trial tested the
efficacy and safety of twice-daily oral capecitabine at 2,510
mg/m?/d given for 2 weeks followed by a 1-week rest period
and repeated in 3-week cycles, in patients with paclitaxel-
refractory metastatic breast cancer. The overall response rate
was 20% (95% confidence interval, 14%-28%). Median
duration of response was 8.1 months, median survival time was
12.8 months, and the median time to disease progression was
93 days. The most common treatment-related adverse events
were hand-foot syndrome, diarrhea, nausea, vomiting, and
fatigue. Since then, Capecitabine is considered an active drug in
the treatment of paclitaxel-refractory metastatic breast cancer.
It has a favorable toxicity profile with the added advantage of
being an oral drug administered at home (Blum et al., 1999).

A randomized, open-label, phase Il trial of oral
capecitabine vs. a reference arm of intravenous CMF
(cyclophosphamide, methotrexate and 5-fluorouracil) as first-
line therapy for advanced/metastatic breast cancer was
conducted between May 1996 and May 1997. The overall
response rate in the capecitabine group was 30%, (95%
confidence interval (95% CI), 19%-43%), including three
complete responses (5%). The response rate observed in the
CMF group was 16% (95% CI, 5%-33%) with no complete
responses. Median time to disease progression was 41 months
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with capecitabine and 30 months with CMF. Survival was
similar in the two treatment groups (median 19.6 months with
capecitabine, 17.2 months with CMF). The safety profiles were
different for capecitabine and CMF. However, both regimens
were generally well tolerated (O'Shaughnessy et al., 2001).

O’Shaughnessy and colleagues conducted another trial
comparing capecitabine (1250 mg/m2 twice a day for 2 weeks
of every 3-week cycle plus docetaxel 75 mg/m2 on day 1) with
docetaxel alone (100 mg/m2 on day 1) as first-, second- or
third-line therapy for MBC. The activity of the combination
was significantly greater, achieving a response rate of 42%
compared with 30% in the docetaxel-alone arm (p = 0.006), and
a 2-month increase in PFS (p = 0.0001). This translated into an
absolute survival benefit of 3 months for the combination (p =
0.0126). Gastrointestinal side effects and hand-foot syndrome
were more common with combination therapy, whereas
myalgia, arthralgia, and neutropenic fever/sepsis were more
common with single-agent docetaxel. More grade 3 adverse
events occurred with combination therapy (71% vs. 49%,
respectively), whereas grade 4 events were slightly more
common with docetaxel (31% vs. 25% with combination).
Despite the lower dose of docetaxel used in the combination
arm. This confirmed the preclinical results with a demonstrable
improvement in overall survival, and was one of the first trials
to demonstrate a survival benefit of this extent in a combination
chemotherapy regimen in advanced-stage breast cancer
(O’Shaughnessy et al., 2002).




