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Editorial

An editorial on the TAILOR trial—further support for the addition 
of cetuximab to FOLFOX-4 in the treatment of RAS wild-type 
metastatic colorectal cancer
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Worldwide, colorectal cancer (CRC) is the second most 
common cancer in women and the third most common 
cancer in men (1). In the United States, CRC continues to 
be a national burden with over 140,000 new cases of CRC 
reported in 2015 alone (2). Over the past two decades, there 
have been significant advances in CRC treatment resulting 
in an increase in the overall survival (OS) of patients 
diagnosed with unresectable metastatic CRC from 12 to  
30 months (3). 

In patients with KRAS wild-type tumors, the addition 
of epidermal growth factor receptor (EGFR) inhibitor 
cetuximab to FOLFOX-4 (to fluorouracil, leucovorin, 
and oxaliplatin) remains controversial as there have been 
mixed results from previous trials. Overall, the United 
Kingdom MRC COIN trial and the NORDIC VII trial 
showed a lack of benefit in the addition of cetuximab to 
oxaliplatin-based chemotherapy (4,5). The MRC COIN 
trial, which compared oxaliplatin and fluoropyrimidine 
chemotherapy (oral capecitabine v intravenous fluorouracil 
and folinic acid) with and without cetuximab, showed 
an increase in overall response rate (ORR) but failed to 
show improvement in progression-free survival (PFS) 
time and OS (4). However, when comparing the different 
fluoropyrimidine regimens, there was improved PFS time 
in patients receiving fluorouracil-based therapy compared 
to capecitabine-based therapy [hazard ratio (HR) 0.77 for 
fluorouracil-based therapy vs. HR 1.06 for capecitabine-
based therapy]. Capecitabine-based therapy was also noted 

to have more toxic effects, which resulted in a capecitabine 
dose reduction in the cetuximab arm. The NORDIC VII 
trial assigned patients to FLOX (fluorouracil, leucovorin, 
and oxaliplatin) alone, FLOX plus cetuximab, or cetuximab 
continuously and FLOX intermittently (5). ORR was 
higher, though nonsignificant, in the FLOX plus cetuximab 
arm (49%) compared with FLOX alone (41%), while 
there was no numerical or statistical difference in PFS or 
OS between the arms. It is unknown whether the bolus 
administration of fluorouracil in Nordic FLOX, when 
compared to the standard infusion in FOLFOX, impacts 
cetuximab therapy. 

However, in the phase II OPUS trial, the addition of 
cetuximab to FOLFOX-4 illustrated a clinically significant 
higher response rate and lower risk of disease progression 
compared to treatment with FOLFOX-4 alone (6). In 
the TAILOR trial, Qin and colleagues sought to confirm 
the efficacy and safety of the addition of cetuximab to 
FOLFOX-4 in patients with RAS wild-type metastatic 
CRC in a randomized phase III study of patients in China, 
published in the Journal of Clinical Oncology (7). The primary 
end point was PFS time, while secondary end points 
included OS, ORR, and safety and tolerability. 

A clinically significant increase in PFS time was seen 
in FOLFOX-4 plus cetuximab (9.2 months) versus 
FOLFOX-4 alone (7.4 months). This, however, is in the 
setting of a longer duration of oxaliplatin treatment for 
patients in the FOLFOX-4 plus cetuximab arm (25.8 vs. 
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21 weeks with FOLFOX-4 plus cetuximab vs. FOLFOX-4 
alone, respectively). Additionally, patients with FOLFOX-4 
plus cetuximab had a statistically significant increase in OS 
(20.7 vs. 17.8 months with FOLFOX-4 plus cetuximab 
vs. FOLFOX-4 alone, respectively) and ORR (61.1% vs. 
39.5% with FOLFOX-4 plus cetuximab vs. FOLFOX-4 
alone, respectively). Nearly every subgroup analysis favored 
the addition of cetuximab to FOLFOX-4 with the exception 
of patients with the BRAF mutation, a mutational status 
that inhibits induction of immunogenic cell death and 
generally confers a poorer prognosis for patients (8). This 
supports a meta-analysis of the CRYSTAL and OPUS trials 
which comparably showed no significant improvement in 
PFS or OS for BRAF mutant patients, a group that makes 
up less than 10% of CRC cases (8). Additionally, statistical 
significance for PFS time was demonstrated in patients 
less than 65 years of age but not in patients 65 years of age 
or older, a result likely secondary to the disproportionate 
number of participants in the younger age category (303 
patients aged <65 vs. 90 patients aged ≥65). In a similar 
study, however, no difference was seen in PFS time between 
patients <70 years and those ≥70 years, a valuable result 
since >40% of CRC cases are diagnosed in patients aged  
70 years or older (9).

The safety profile of FOLFOX-4 plus cetuximab was 
comparable to FOLFOX-4 alone with neutropenia being 
the most common grade ≥3 adverse event (AE) in both 
arms. FOLFOX-4 plus cetuximab resulted in grade ≥3 
skin reactions for 25.8% of patients while there were 
no ≥ grade 3 skin reactions seen in FOLFOX-4 alone. 
However, as evidenced in the ObservEr trial, these skin 
reactions did not compromise the quality of life (QoL) 
of patients receiving cetuximab with chemotherapy (10). 
Furthermore, the addition of cetuximab to chemotherapy 
had comparable incidences of AEs and impact of QoL in 
patients grouped into those less than 70 years of age and 
those ages 70 years and older (9). In the FOLFOX-4 plus 
cetuximab arm, 19.1% of patients experienced serious AE 
resulting in 39.2% of patients in that group discontinuing 
chemotherapy, while in the FOLFOX-4 arm alone, 13.1% 
of patients had serious AE resulting in 27.1% discontinuing 
therapy. 

Given the clinically significant increase in PFS, OS, 
and ORR and the acceptable safety profile of the addition 
of cetuximab to chemotherapy seen in the phase III 
TAILOR trial, Qin and colleagues help support the use 
of FOLFOX-4 plus cetuximab as first-line therapy for 
treatment of RAS wild-type metastatic CRC without BRAF 

mutation status in patients of all ages. Promising research 
looking into new predictive biomarkers for cetuximab 
therapy will hopefully further direct strategies for treating 
RAS wild-type metastatic CRC (11).
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