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COMMENTARIES
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Commentary no.2 
Liver transplantation for unresectable colorectal liver 
metastases
 I read with great interest the recent study by Dueland 
et al [1] demonstrating better overall survival (OS) in se-
lected patients with unresectable colorectal liver metasta-
ses (CRLM) and high tumor load after liver transplantation 
(LT) compared to portal vein ligation and liver resection. 

These data further support the role of LT in highly selected 
patients with CRLM and the authors should be commented 
on their pioneer work in this field. 
 It is well shown in the literature that outcomes of 
patients with CRLM are mainly driven by tumor biology 

Commentary no.1
Oncologic outcomes after laparoscopic versus open 
resection for colorectal liver metastases
 I read with great interest the recent trial by Aghayan et 
al showing that laparoscopic resection of colorectal liver me-
tastases (CRLM) is non-inferior to open approach in terms 
of longterm outcomes [1], that generated some questions 
regarding the study design and some of its conclusions.
 First of all, the authors did not provide any data on the 
tumor biology and especially on genetic mutations such 
as KRAS and BRAF. It is well described in the literature 
that mutant KRAS and BRAF tumors are related with poor 
longterm outcomes [2], so it is unclear whether patients 
were also randomized according to tumor biology. Moreo-
ver, KRAS status dictates resection margin, so some patients 
undergoing parenchymal-sparing resection might eventu-
ally need anatomic resection [3]. The latter is of paramount 
importance since it can be potentially a source of bias in 
the study and also partially explain the finding of no differ-
ence in recurrence-free survival despite the fact that more 
patients in the open group received neoadjuvant chemother-
apy. Also, it would be interesting to know whether patients 
were randomized according to the site of primary tumor. It 
is known that CRLM of right colon origin have worse over-
all survival, mostly attributed to different KRAS status and 
more indolent tumor biology [4]. Finally, the median tumor 
size in the trial was 1.8 cm and no detailed data are provided 
regarding the number of lesions. I guess that the total tu-
mor burden score in the trial is low that could potentially 
be a source of bias since it is a surrogate of less aggressive 
disease. This is also reflected by the fact that all patients in 
the trial were eligible for non-anatomic resections. It would 
be of interest if the authors provided data on the longterm 
outcomes of patients with large tumors when comparing 
different surgical approaches.
 In the era of precision medicine in patients with CRLM, 
disease-related factors such as tumor biology, sidedness of pri-
mary tumor, and magnitude of resection are more important 

than the surgical modality used for treatment [5]. I hope that 
my comments will generate further discussions in the field. 
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[2]. However, in this study the authors did not present 
any data regarding the mutational status of the patients 
in each group that could provide deeper understanding 
of the results of the study. The authors provided data 
on the laterality of the primary disease, where right co-
lon tumors have been shown to be related with worse 
outcomes [3]. However, one of the explanations of this 
finding has been shown to be the high incidence of 
mutant KRAS in right colon tumors [3]. This is of par-
amount importance since mutations in the SMAD and 
RAS-RAF pathway have been showed to be related with 
poor outcomes in patients with CRLM [4]. Especially 
KRAS mutant status has been shown to be related to 
worse outcomes (overall and recurrence-free survival) 
as well as poor response to cetuximab and 5FU-based
regimens [2]. 
 Also, the authors used tumor burden score (TBS) as 
prognostic factor of survival in both groups. However, TBS 
should be evaluated in concordance with the KRAS status 
since a recent study showed that in wild-type KRAS tumors, 
lower TBS was related to better outcomes (5-year OS, low 
TBS: 59.1% vs high TBS: 38.4%, p=0.002); however, TBS 
failed to discriminate long-term prognosis among patients 
with mutant KRAS tumors (5-year OS, low TBS: 37.4% vs 
high TBS: 26.7%, p=0.19) [5]. 
 In conclusion, the results of LT for CLM are appeal-
ing but they should be interpreted cautiously, especially 
in the era of organ shortage where there is a significant 
ethical dilemma in using organs for the CRLM indication. 
With the recent technical advances and the increasingly 
better systemic treatment options, LT will need to be com-
pared with current systemic and locoregional options at 
institutions with experience in disease management.
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