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INTRODUCTION

The epidermal growth factor receptor (EGFR) targeting
monoclonal antibody cetuximab improves overall survival
when added to standard chemotherapy used in the treatment of
metastatic colorectal cancer (MCRC). (Oxaliplatin and
Cetuximab in First-Line Treatment of mCRC) study
demonstrated that the tumor mutation status of codons 12 and
13 of the KRAS gene was predictive for the activity of
cetuximab combined with oxaliplatin plus infusional (5-FU)
and folinic acid (FOLFOX-4) in the first-line treatment of
MCRC (Bokemeyer et al., 2009).

Cetuximab activity is limited to patients whose tumors
were RAS wild type. It was also consistent with retrospective
analysis in mCRC involving cetuximab administered as
monotherapy in patients who had failed prior chemotherapy
and as first-line treatment in combination with irinotecan and
infusional 5-FU/folinic acid (FOLFIRI). These analyses
demonstrated improved outcome for patients with RAS wild-
type mCRC who received treatment including cetuximab, with
overall survival improved in both studies (Van Cutsem et al.,
2010).

At the time of initial reporting, overall survival data were
not available for the study. In addition, RAS tumor mutation
data were not completely available for all of patients in the
intention-to-treat (ITT) population. Although comparison of the

1
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baseline characteristics and efficacy data suggested that the
RAS population was essentially representative of the ITT
population, it was believed that the accuracy and strength of the
conclusions would be increased if tumor KRAS mutation status
could be determined for a higher proportion of patient samples.
This study therefore reports an updated analysis based on the
consideration of overall survival and other end points in an
increased population of patients for which tumor RAS mutation
status has been determined (Lievre et al., 2008).

Patients were randomly assigned to receive FOLFOX-4
(oxaliplatin 85 mg/m?; folinic acid 200 mg/m?, followed by 5-
FU, as a 400 mg/m® intravenous bolus then a 600 mg/m?
infusion over 22 h, days 1 and 2 of a 14-day cycle) with or
without cetuximab (initial dose 400 mg/m* and 250
mg/m?/week thereafter), until disease progression or
unacceptable toxicity, as first-line treatment for mCRC.
Response was assessed radiologically, every 12 weeks (De
Roock et al., 2008).

The addition of cetuximab to first-line FOLFOX
chemotherapy statistically significantly improved PFS, OS, and
ORR in pts with RAS wt mCRC. The TAILOR study met its
primary objective and confirms cetuximab in combination with
chemotherapy as a standard-of-care first-line treatment regimen
for patients with RAS wt mCRC (Qin et al., 2016).




