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We read with great interest the recently published article
of Boudjema and collaborators (1). The authors evaluated
the safety and efficacy of delayed resection (DR) versus
simultaneous resection (SR) for patients with initially
resectable synchronous colorectal cancer liver metastases
(CRC-SLM). The aforementioned study (METASYNC)
was the first randomized controlled trial comparing two
resection strategies for CRC-SLM. In the literature, large
retrospective studies didn’t seem to favor one type of
treatment, particularly when comparisons are based on a
propensity match score (2).
In the paper, the authors suggested that patients with
CRC-SLM could undergo SR. Their results underlined the
absence of statistical significative difference of postoperative
complications between the two groups of treatment,
together with a 2-year overall survival that tended to be
prolonged after SR, and a percentage of R1 resection higher
in the DR group (but not statistically significative). The
percentage of digestive complications was higher in the SR
group, but without statistical significance.
We believe that certain aspects are open to further
discussion and analysis. First of all, the small sample
size that doesn’t yield a great statistical power, despite a
long period of inclusion (over 10 years). On average, two
patients were eligible and a single patient was randomized
per year and per center (10 centers out of 10 years of
inclusion), which seems little for high volume centers.
Was the screening exhaustive? Taking into account the
heterogeneity of the population according to the stage of
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the initial CRC tumor, primitive localization, use and type
of perioperative chemotherapy treatment tumor biology, 85
patients is a small number. Moreover, it would have been
informative to do an intention-to-treat analysis. Resection
margins have been cited in the article in favor of SR, but
evidences about colorectal liver metastases (CRLM) suggest
that R1 resection could have no prognostic value per se
but reflect a more severe disease (3). Most of all, nowadays
oncological issues in CRLM surgery cannot adequately be
discussed and addressed without an analysis of the biology
of the tumor, in particular RAF/RAS mutational status and
response to perioperative chemotherapy (4-6). Since the
study didn’t consider all the aforementioned factors, overall
survival (OS) differences reported in the study between
SR and DR may be related more to the stage and biology
of the tumor, rather than to the technique used. It is a
pity that the database was updated in December 2017 and
not more recently in order to have a better follow-up for
a more precise and perhaps significative difference in OS
and disease-free survival (DFS) since the publication has
just taken place in 2020. Nevertheless, between the two
groups compared, the number of rectal cancers was higher
in the DRs (21 vs. 12), as well as the number of patients
with three or more liver metastases was double in the DRs
(18 vs. 9). These data must be considered when interpreting
the results: for example, liver tumor number [as well as
tumor volume (7) that in the study is not reported] are well
known prognostic factors in patients with synchronous
metastases (8), and would have been interesting data to

HepatoBiliary Surg Nutr 2021 | http://dx.doi.org/10.21037/hbsn-2021-5

Cassese et al. Comment on METASYNC study

2

have. Part of the reasons for the difference in OS, as well
as the higher rate of R1 resections, may be attributable also
to hepatic progression of metastases. But previous studies
show that patients with more numerous liver lesions, as
well as patients with rectal cancer, are usually referred to
liver first strategy, while in the paper in question they go
more frequently to DR, which conceptually is exactly the
opposite (2). How do you explain this tendence and how do
you think this can be related to your results?
S i n c e t h e M E TA S Y N C s t u d y b e g a n i n 2 0 0 6 ,
the evolution of the management of perioperative
chemotherapy with EORTC Intergroup Trial 40983
published in 2008 (9), interval chemotherapy and surgical
techniques may also have played a role in confounding
surgical and oncological outcomes, as well as the too long
interval before performing liver surgery (higher than
12-week in the DR group). Due importance must be
given to this type of considerations when you try to draw
conclusions from the difference in OS or DFS between the
two groups.
Furthermore, the lower number of rectal surgeries in
SRs can have a considerable impact also on postoperative
short-term complications, given the greater technical
difficulty of the intervention. Early digestive complications
are already higher in SRs (28.2% vs. 13%), but this
difference could still increase if the subgroup of rectal
resections is considered. This could lead the therapeutic
choice towards a different strategy, in our opinion,
considering that postoperative morbidity is the only
outcome statistically different between the two groups.
In order to give a correct judgment on surgical outcomes
and their impact, especially in oncological patients, it
would also have been important here to take into account
an assessment of the quality of life, where chemotherapy
must be weighed up on one hand and postoperative
complications on the other.
In conclusion, the study is of great importance but
robust conclusions that favor one particular treatment
cannot be drawn. The strategies of simultaneous and
delayed surgeries should not be mutually exclusive but
rather proposed to different types of patients. In particular,
patients with single or few liver lesions, could benefit
more from SR, while patients with numerous liver lesions
or a technically difficultly resectable rectal cancer could
be directed to other strategies. Further prospective
studies that have a shorter duration and a greater focus on
perioperative therapy, tumor biology and patient-related
factors are needed.

© HepatoBiliary Surgery and Nutrition. All rights reserved.

Acknowledgments
Funding: None.
Footnote
Provenance and Peer Review: This article was commissioned
by the editorial office of Hepatobiliary Surgery and Nutrition.
The article did not undergo external peer review.
Conflicts of Interest: All authors have completed the ICMJE
uniform disclosure form (available at http://dx.doi.
org/10.21037/hbsn-2021-5). Dr. PP serves as an unpaid
editorial board member of Hepatobiliary Surgery and
Nutrition. The other authors have no conflicts of interest to
declare.
Ethical Statement: The authors are accountable for all
aspects of the work in ensuring that questions related
to the accuracy or integrity of any part of the work are
appropriately investigated and resolved.
Open Access Statement: This is an Open Access article
distributed in accordance with the Creative Commons
Attribution-NonCommercial-NoDerivs 4.0 International
License (CC BY-NC-ND 4.0), which permits the noncommercial replication and distribution of the article with
the strict proviso that no changes or edits are made and the
original work is properly cited (including links to both the
formal publication through the relevant DOI and the license).
See: https://creativecommons.org/licenses/by-nc-nd/4.0/.
References
1.

2.

3.

Boudjema K, Locher C, Sabbagh C, et al. Simultaneous
versus delayed resection for initially resectable
synchronous colorectal cancer liver metastases: a
prospective, open-label, randomized, controlled trial.
Ann Surg 2021;273:49-56.
Esposito F, Lim C, Sa Cunha A, et al. Primary tumor
versus liver-first approach for synchronous colorectal liver
metastases: an Association Française de Chirurgie (AFC)
multicenter-based study with propensity score analysis.
World J Surg 2018;42:4046-53.
Truant S, Séquier C, Leteurtre E, et al. Tumour biology
of colorectal liver metastasis is a more important factor
in survival than surgical margin clearance in the era
of modern chemotherapy regimens. HPB (Oxford)

HepatoBiliary Surg Nutr 2021 | http://dx.doi.org/10.21037/hbsn-2021-5

HepatoBiliary Surgery and Nutrition, 2021

4.

5.

6.

7.

2015;17:176-84.
Osumi H, Shinozaki E, Suenaga M, et al. P-231 * All
RAS mutation predict for poor clinical outcomes after
metastasectomy in patients with metastatic colorectal
cancer. Ann Oncol 2015. doi:10.1093/annonc/mdv233.228.
Popovici V, Budinska E, Tejpar S, et al. Identification of a
poor-prognosis BRAF-mutant-like population of patients
with colon cancer. J Clin Oncol 2012;30:1288-95.
Margonis GA, Kreis ME, Wang JJ, et al. Impact
and clinical usefulness of genetic data in the surgical
management of colorectal cancer liver metastasis: a
narrative review. Hepatobiliary Surg Nutr 2020;9:705-16.
Ercolani G, Grazi GL, Ravaioli M, et al. Liver

3

8.

9.

resection for multiple colorectal metastases: influence
of parenchymal involvement and total tumor volume, vs
number or location, on long-term survival. Arch Surg
2002;137:1187-92.
Minagawa M, Yamamoto J, Miwa S, et al. Selection criteria
for simultaneous resection in patients with synchronous
liver metastasis. Arch Surg 2006;141:1006-12; discussion
1013.
Nordlinger B, Sorbye H, Glimelius B, et al. Perioperative
chemotherapy with FOLFOX4 and surgery versus surgery
alone for resectable liver metastases from colorectal cancer
(EORTC Intergroup trial 40983): a randomised controlled
trial. Lancet 2008;371:1007-16.

Cite this article as: Cassese G, Cherkaoui Z, Navarro F,
Pessaux P. Comment on: simultaneous versus delayed resection
for initially resectable synchronous colorectal cancer liver
metastases. HepatoBiliary Surg Nutr 2021. doi: 10.21037/hbsn2021-5

© HepatoBiliary Surgery and Nutrition. All rights reserved.

HepatoBiliary Surg Nutr 2021 | http://dx.doi.org/10.21037/hbsn-2021-5

