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We would like to thank Drs. Bedenne, Le Malicot
and Drouillard for their commentary on our recently
published networked meta-analysis (1). There is no
worldwide agreement on the best perioperative oncological
management of this disease so we are pleased this article
has encouraged debate. It is notable the small amount of
randomised evidence directly comparing CT with CRT as a
neoadjuvant therapy in resectable oesophageal cancer (2,3).
Since the publication of most recent meta-analysis by
Sjoquist ez al. (4) four trials enrolling almost 1,100 patients
have reported conflicting results (1). This meta-analysis
only considered neoadjuvant therapies, but there is much
debate about the efficacy of adjuvant therapies in resectable
oesophago-gastric cancers. The diverse evidence in the
literature allowed us an opportunity to compare adjuvant
and neoadjuvant treatments with chemotherapy (CT),
radiotherapy (RT), or chemoradiotherapy (CRT) using
a novel ‘network’ meta-analysis. The advantage of this
analysis over conventional direct meta-analysis is it allows
the evaluation of treatments that have not been compared
directly or indirectly by using a common reference that is
part of all the RCTs5, i.e., surgery alone (e.g., comparison
of B versus C, using data from trials comparing A versus B
and A versus C). Further, it ranks multiple treatments based
simultaneously on their efficacy; and it pools together direct
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and indirect evidence within mixed comparisons improving
the precision of estimates (5).

Different approaches to data interpretation are
sometimes required to gain insight in to their clinical
application and these analyses can be hypothesis-generating
and inform the design of RCTs. For example, SUCRA
(Surface Under the Cumulative RAnking) is Bayesian
statistical approach interested in treatment efficacy rather
than comparative statistics. It ranks different treatments
rather than comparing. This is in contrast to frequentist
statistics which uses hazard ratios (HR) to compare
treatment effect.

We decided not to include Ychou ez al. paper (6) as
there were very few cases with oesophageal cancer included
(decisional rule stated in our methods) (1). The omission of
this study reduced number of patients by roughly 25, which
will not have affected the power of our meta-analysis; which
due to the networked approach is actually more complicated
issue which is best accounted for by heterogeneity rather
than simply the number of patients included.

Considering the available evidence, we were not able
to draw conclusions on best neoadjuvant approach and
recommend completing the several CT vs. CRT trial using
contemporary RT techniques and latest chemotherapeutic
drugs. The available evidence suggests CRT significantly
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Table 1 Phase III trials comparing chemotherapy with chemoradiotherapy in the neo-adjuvant setting in oesophageal cancer which are currently

recruiting
Study name, reference Country Tumour CT regimen CRT regimen Start date Completion  Target
type date No.
NEOadjuvant Trial in Ireland/ Adeno  MAGIC regimen of 3 cycles CROSS regimen Aug 2012  Jan 2024 366
Adenocarcinoma of UK/ of epirubicin, cisplatin and  of carboplatin and
the oEsophagus and Denmark 5 fluorouracil/capecitabine  paclitaxel with
oesophagoGastric RT 41.4 Gy/23
Junction International fractions
Study (Neo-AEGIS) (9)
NEXT JCOG1109 (8) Japan SCC CF (cisplatin plus CF (cisplatin plus  Nov 2012  Feb 2019 501
5-fluorouracil) or DCF 5-fluorouracil)
(docetaxel, cisplatin plus with 41.4 Gy RT
5-fluorouracil)
ESOPEC study (10) Germany Adeno  Peri-operative FLOT CROSS regimen Mar 2016 Jun 2023 438

regimen chemotherapy (4

cycles pre and post)

CT, chemotherapy; RT, radiotherapy; CRT, chemoradiotherapy.

increases the pathCR response rate and this may confer a
survival advantage; but not always (3,7). In other studies,
there was the cost of an increased peri-operative morbidity
and mortality, which offsets the survival gains (2).

Clearly, better designed pragmatic randomised trial
evidence is required comparing these two neoadjuvant
techniques in oesophageal cancer. Fortunately, three further
high quality trials are currently recruiting patients (8-10)
(Table 1). Although these will take time to be recruited and
be published, it is hoped that they will clarify whether the
increased rates of pathCR and potential survival gains from
CRT are worth the risks of toxicity and potential peri-
operative morbidity and mortality.
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