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Oxaliplatin-based adjuvant chemotherapy 
for 6 months is considered the standard of 
care after a curative resection in patients with 
stage III colon cancer. The addition of oxal-
iplatin provides a benefit on overall survival 
confirmed in three randomised phase 3 
trials1–3 with an long-term absolute increase 
ranging from 2.7% to 6%. Since oxaliplatin 
was incorporated into the adjuvant setting 
more than a decade ago, the standard in 
adjuvant therapy has remained unchanged 
because of the lack of novel agents with 
relevant activity in this scenario. Unfortu-
nately, this combination can have also acute 
and long-term side effects that can interfere 
with daily life activities in potentially cured 
patients. According to the MOSAIC trial, the 
incidence of grade 3 acute peripheral sensory 
neurotoxicity among oxaliplatin-treated 
patients was 12%, and a similar proportion 
developed chronic peripheral neurotoxicity 
that unpredictably could last for years.1 

In addition, the risk and severity of oxal-
iplatin-induced sensory neurotoxicity is 
associated with the cumulative dose admin-
istered. This toxicity may sometimes increase 
several months after the last dose of the drug. 
It is always changing for a physician to predict 
the exact risk of a patient to develop oxalipla-
tin-induce neurotoxicity while they are on 
active therapy. Besides, there are no estab-
lished methods for preventing chemothera-
py-induced neuropathy other than limiting 
exposure. Therefore, the rationale to explore 
the impact of a shorter duration of oxal-
iplatin-based chemotherapy in the adjuvant 
setting is well justified.

If the role of oxaliplatin was assessed 
according to the last version of the ESMO-Mag-
nitude of Clinical Benefit Scale,4 the global 
benefit would have not obtain grade A, but 
B, because a 5% benefit on overall survival 
was only achieved by the XELOXA study2 
(6%) but not in the other two trials.1 3 More-
over, HR for disease-free survival was 0.80 in 

the three referred trials, far from the 0.65 
recommended to get score A. Another issue 
of interest, when the MOSAIC data were anal-
ysed at long-term follow-up, is that the benefit 
of the addition of oxaliplatin is almost lost in 
the subset of patients with N1 disease, but it 
largely maintains a significant improvement 
at 10-year survival of more than 12% in those 
with N2 disease.5 As subset analysis, these 
findings are mainly hypothesis generating, 
but they certainly justify an stratified analysis 
for those patients with stage III with N1 versus 
N2 in current and future studies.

To investigate 3 months versus 6 months dura-
tion of adjuvant chemotherapy with FOLFOX 
or CAPOX, six randomised phase 3 trials were 
conducted concurrently across 12 countries.6 
This international proposal culminated in a 
prospective and independent academic collab-
oration, the The International Duration Eval-
uation of Adjuvant Therapy (IDEA) study, a 
pooled analysis of 12 834 patients enrolled 
across the six trials. In the publication of the final 
results of the IDEA collaboration, the non-in-
feriority of 3 months versus 6 months standard 
duration of treatment was not confirmed. In 
an exploratory analysis, 3 months of adjuvant 
chemotherapy met the predefined criterion 
for non-inferiority in patients who were at low 
risk for recurrence (T1–3 and N1), a subgroup 
that included nearly 60% of the patients in the 
trials. However, in high-risk patients (T4 or N2), 
6 months of adjuvant chemotherapy was clearly 
superior. Side effects were significantly reduced 
with 3 months of therapy versus 6 months. 
Grades 2–3 neurotoxicity was substantially 
lower (16%) in the 3-month therapy, compared 
with the 6-month duration arm (47%).

These results on toxicity were reproduced 
in the Adjuvant Chemotherapy for colon 
cancer with HIgh EVidencE trial (ACHIEVE) 
trial by Kotaka et al7 in this issue of ESMO Open. 
These authors confirmed that delivering 
adjuvant therapy for only 3 months reduced 
the incidence of key adverse events. More 
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importantly, a significant reduction by 23% in grades 2–3 
acute peripheral sensory neurotoxicity was detected. In 
addition, the authors outlined the potential association 
between baseline creatinine clearance and some other 
adverse events in those patients receiving capecitabine 
therapy.

According to the last version of the ESMO-Magnitude 
of Clinical Benefit Scale, the global benefit of stopping 
adjuvant therapy at 3 months versus 6 months would 
achieve a grade B recommendation, as non-inferior in 
disease-free survival with significantly reduced toxicity was 
shown in the subset of low-grade stage III colon cancer. 
However, shortening therapy for high-risk patients could 
be inappropriate. During a recent ESMO expert-panel 
discussion, patients were classified as either ‘fighters’ or 
‘fatalists’.8 Three months of treatment was considered 
standard for patients classified as fatalists, even if they had 
high-risk disease. However, those considered as ‘fighters’, 
would only receive 3 months of therapy if they had low-risk 
disease but would always receive 6 months of adjuvant 
treatment if they had T4 or N2 disease. However, how are 
we supposed to identify and select between fighters and 
fatalists? Are patient’s attitude and personality enough 
arguments to finally decide regarding individual benefit 
from adjuvant chemotherapy? Certainly, although of 
importance, this is not the only point, but we should 
share with patients in an open conversation what we know 
and the data we have and how we interpret them. We are 
in a setting where shared decisions are always to be part 
our clinical routine.

Improvements in several areas are expected to impact 
in the selection of patients for adjuvant chemotherapy. 
The consensus molecular classification of colon cancer 
has to be further studied to confirm if it could give some 
level of prediction for patients belonging to the different 
groups.9 Moreover, the definition of minimal residual 
disease is advancing and has to be better developed in 
a research setting to find a right position as a valuable 
tool in the clinical practice.10 Novel biomarkers are really 
needed in this area, where decisions are mainly taken on 
the TNM staging system and some histological factors. We 
need precision medicine to come to this important area 
hoping to improve the balance among efficiency of the 
adjuvant treatment and the toxicity related to it.
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