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We thank Patel et al. for their comments to our recent manu-
script. Although the results of our case-control matched study sug-
gest that the addition of induction chemotherapy to neoadjuvant
chemoradiotherapy in patients with prognostically poor LARC re-
sults in a higher CR rate than neoadjuvant chemoradiotherapy
alone, we recognise that selection bias may have been present.
Therefore, we acknowledge in our conclusion that no definitive rec-
ommendations can be made and further research is necessary.

The age distribution in our cohort is indeed elderly, which
makes this cohort a true representation of the patients in our coun-
try: over 50% of patients are aged 70 years or older at the time of
diagnosis in the Netherlands. This is also the case when looking
to Europe and the United States of America. Although there are
global differences, we feel that there is a high applicability of the
results.

We agree with Patel et al. that younger patients more often pre-
sent with poorly differentiated tumours. In a previous study we
observed that young patients more frequently presented with sig-
net cell carcinomas compared to older patients (2.6% versus 0.6%)
[1]. Nevertheless, the presence of this unfavourable histology was
rare, even in younger patients. Given the low prevalence and the
small cohort we studied, we did not take the histology into account
when performing our statistical analyses.

Despite the fact that matching was performed on tumour stage
and MRF involvement, the extent of surgery was different between
the two treatment groups with more extended surgeries in the in-
duction chemotherapy group. This does not necessarily mean that
the induction chemotherapy was not sufficient in downsizing the
tumour in these patients. Generally, the resection planes are deter-
mined based on the initial tumour, i.e. the tumour before neoadju-
vant treatment. Evenwhen restating MRI shows partial fibrosis, our
surgeons prefer to base their margins on the initial imaging since
.2021.05.017, https://doi.org/

on for Cancer Surgery, and the Eur
hrough fibrosis holds the risk of cutting through tumour,
o a much worse situation. Although matching on T stage

and MRF was performed, possibly the tumour growth beyond the
mesorectal fascia was more extensive in the group treated with in-
duction chemotherapy, causing the more extended surgeries.

Patel et al. state that in the chemoradiotherapy group a poorer
disease biology is present. We feel it is not possible to make this
statement as in the induction chemotherapy group an abdomino-
perineal resection and extended resection accounted for 60% of
the interventions, whereas in the chemoradiotherapy group this
accounted for 54%. Therefore, you may not conclude that stage of
disease was different.

We agree that lateral lymph nodes are a poor prognostic factor.
In the MEND-IT trial, a single-arm, prospective trial including pa-
tients with prognostically poor LARC that is currently being set
up in the Netherlands, this is therefore one of the inclusion criteria.
Furthermore, the presence of MRF involvement, grade 4 mrEMVI
and tumour deposits are criteria for inclusion. We await this and
other studies before drawing any definitive conclusions regarding
the use of induction chemotherapy in high-risk locally advanced
rectal cancer.
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