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To the editor,

We read with interest the recent publication by Lurje et al. [1]
which presents a retrospective, single-institutional series of 162
patients with cholangiocellular carcinoma (CCA) conducted from
2011 to 2016. They concluded that lymphovascular invasion (LVI)
is associated with adverse overall survival (OS) and disease-free
survival (DES), supporting the assessment of LVI may be useful in
identifying high-risk CCA patients for adjuvant treatments. Their
study is indeed an interesting series on the field, and we
congratulate the authors for their clinically relevant contribu-
tion, but several issues need further consideration and
discussion.

First, Lurje et al. reported that the median OS and DFS of patients
who suffered LVI were significantly worse than those not in pa-
tients with perihilar cholangiocarcinoma (pCCA) (median OS: 8 vs
41 months, median DFS: 19 vs 65 months, respectively, all < 0.05).
However, similar result was found only in the OS (median OS: 4
vs 40 months, P < 0.05) but not DFS (median DFS: 13 vs 45 months,
P=0.244) for patients with intrahepatic cholangiocarcinoma
(iCCA). LVI and lymph node metastasis were both independently
associated with OS and DFS. The presence of LVI has been reported
correlated with the presence of lymph node metastasis, which cor-
relates with the observed difference in survival. We are curious
whether the relevance of LVI and lymph node metastasis has
been verified by Lurje et al.

Second, the prognostic value of LVI in patients with CCA is still
controversial. In addition to Lurje et al.‘s report, Kim et al. reported
that LVI has no impact on survival in dCCA [1]. Fisher et al. found
that LVI might have an adverse effect on survival in patients with
iCCA [1]. We recently published a study found that LVI has no
impact on survival in patients with pCCA [2]. Why is there such a
difference? We found a common feature in the above three re-
searches is that the sample sizes were small. Only 162 patients
(32 with LVI, 130 not) in Lurje et al.‘s study, 91 patients (23 with
LVI, 168 not) in Kim et al.'s, and 58 patients (23 with LVI, 35 not)
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in Fisher et al.'s study. However, there were 290 patients (43 with
LVI, 247 not) in our study. Therefore, we hypothesize that the con-
troversiality of the prognostic value of LVI on CCA may be attributed
to the relative small sample sizes. However, the systematic lympha-
denectomy and adjuvant treatments is necessary because lymph
node metastasis has been proved one of the most important factors
affecting prognosis of CCA.

Third, Lurje et al. found that resection margin status was not
associated with impaired outcome in neither the pCCA- nor the
iCCA-cohort. An RO resection has been demonstrated to be a crit-
ical factor associated with improved survival after resection of
HCCA and is the only factor that can be modified by operative
technique [3]. Because the proximal longitudinal invasion of
HCCA tumors ranges from 0.6 to 18.8 mm in the submucosal
layer, It has been suggested achieving a proximal, tumor-free
resection margin of at least >5 mm to maximize survival and
an RO resection. We also found that the survival of patients after
RO resection with a narrow margin (<5 mm) did not differ from
that of patients who received R1 resection [4]. Therefore, we
thought the findings from Lurje et al. may be attributed to the
use of an RO resection being defined as the absence of tumor at
the resection margin, which itself may be too narrow of a resec-
tion margin for an “R0” resection.

Because the relative small sample size offered by Lurje et al., we
are curious that if the prognostic role of LVI and resection margin
status could be further investigated by expanding their sample
size. Besides this, we wonder if the authors could re-evaluate the
resection margins using the criteria of at least a 5 mm or greater
tumor-free margin to define an RO resection.
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