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Intrahepatic cholangiocarcinoma patients without indications of 
lymph node metastasis not benefit from lymph node dissection
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ABSTRACT

Background: To investigate the necessity of routine lymph node dissection (LND) 
in intrahepatic cholangiocarcinoma (ICC) patients without indications of lymph node 
metastasis (LNM) preoperatively. Methods: 422 consecutive ICC patients who undergone 
curative resection from January 2009 to December 2014 were enrolled and categorized 
as two groups (hepatectomy only or hepatectomy plus LND). Clinicopathologic data 
was compared between the groups by χ2 or Fisher’s exact test. Overall survival (OS) 
and recurrence-free survival (RFS) were calculated by the Kaplan–Meier method and 
differences were analyzed using the log-rank test. Cox regression model was adopted 
for multivariable analysis. Results: The median OS time of all 422 patients was 41.4 
months. One-, 3-, and 5-year OS was 67%, 47%, and 35%, respectively. A total of 73 
patients had undergone curative resection combined with LND, of whom 20.5% (15/73) 
were confirmed lymph node positive pathologically. The clinicopathologic characteristics 
between LND and control groups showed no significant differences. Of the 422 patients, 
271 patients had recurrence. The recurrence rates were 65.8% for the LND group and 
63.9% for the non-LND group. Survival analysis revealed that, neither the OS (LND 
vs. non-LND: 32.2 months vs. 46.2 months; p = 0.16) nor the RFS (LND vs. non-LND: 
23.1 months vs. 17.0 months; p = 0.09) had significant difference. Multivariate analysis 
revealed that tumor size, tumor number, carbohydrate antigen19-9, carcinoembryonic 
antigen, and gamma-glutamyl transpeptidase were independent predictive factors for OS 
and RFS. Conclusion: Routine LND may not improve survival in resectable ICC patients 
with negative LNM diagnosis before operation.

INTRODUCTION

Intrahepatic cholangiocarcinoma (ICC) is the 
second most common primary liver malignancy following 
hepatocellular carcinoma (HCC) [1]. Incidence of ICC 
has been steadily increasing for the past three decades 

worldwide [2], without much improvement in mortality 
[3–5]. Unlike HCC which arises in the background of 
chronic liver disease, ICC often occurs in people with no 
definite liver disease. Therefore, prevention or screening 
strategies seem get no way to start. The poor prognosis 
of ICC is of particular concern. Although resection is 
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considered the only choice of curative treatment for ICC, 
the prognosis of ICC is still unsatisfactory, regardless of 
aggressive surgical treatment [6, 7].

Several clinicopathological factors, including 
tumor number, vascular invasion, distal metastasis, 
as well as some other clinical parameters, have been 
evaluated as indicators for survival. Among the 
parameters studied, lymph node metastasis (LNM) is 
one of the most relevant factors [8–10]. Patients with 
positive LNM have unfavorable prognosis [11–14]. 
However, the necessity of routine lymphadenectomy 
remains controversial, especially for patients 
evaluated as negative for lymph node involvement 
before operation. Some researchers have suggested 
routine lymph node dissection (LND) for decreasing 
locoregional recurrence and optimizing pathologic 
staging [8, 9]. Others have recommended against 
performing LND routinely, doubting its value for 
prolonging patient survival [15]. However, all of those 
studies did not describe the preoperative diagnosis of 
lymph node involvement when focused on evaluation 
of the impact of LND. In this study, we analyzed 
clinicopathological data from 422 consecutive ICC 
patients to assess the impact of LND on patient’s 

survival, to clarify the utility of routine LND in surgical 
treatment of ICC patients without LNM.

RESULTS

Patient and tumor characteristics

A total of 733 patients were diagnosed with ICC and 
confirmed pathologically at the Liver Surgery Department, 
Zhongshan Hospital, Fudan University (Shanghai, China) 
from January 2009 to December 2014. Of these 733 
patients, 311 did not meet the entry criteria and were 
excluded. Among them, 54 were excluded for receiving 
other treatments preoperatively, namely liver resection, 
transarterial chemoembolization and radiofrequency 
ablation; 15 patients were excluded due to the presence of 
other primary malignancies concurrently (including patients 
with ICC combined with other primary liver malignancies); 
28 patients were excluded because they only received a 
laparotomy and biopsy; and 214 patients with cLNM-
positive were also excluded. A total of 422 ICC patients with 
cLNM-negative met the inclusion criteria specified for this 
study (Figure 1). The demographic and clinicopathologic 
data for the enrolled patients are summarized in Table 1 and 

Figure 1: Schematic of process for enrolling patients. A total of 733 patients were diagnosed with ICC and confirmed 
pathologically from January 2009 to December 2014. We excluded 54 patients with preoperative treatment; 15 patients were excluded 
for other accompanying malignancies; 28 patients were excluded because they only received a laparotomy and biopsy. Evidence of LNM, 
either by intraoperative palpation or by positive imaging examination before operation, was defined as clinical Lymph Node Metastasis 
(cLNM). After evaluation, 422 patients were finally enrolled in the study.
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the data for LND patients are in Supplementary Table 1. 
Solitary tumor was present in a majority of patients (n = 
335; 79.4%) and the median tumor size was 5.2 cm (range, 
0.8 to 18.0 cm). After surgical resection, 169 patients 
(40.0%) received adjunctive treatments, including adjuvant 
chemotherapy and radiation therapy.

In terms of hepatic resection types, the majority 
of patients received hepatic resection that was no more 
than a hemihepatectomy (n = 307; 72.7%), and others 
received extended hepatectomy (n = 68; 16.1%) or 
central hepatectomy (n = 44; 10.4%). Vessel invasion 
was observed in 20 patients (4.7%). Among those with 
vessel invasion, 14 patients (3.3%) had vascular invasion, 
5 patients (1.2%) had biliary invasion, whereas 1 patient 
(0.2%) had both.

Lymphadenectomy and prognosis

Among the 422 patients with cLNM-negative 
ICC who were enrolled in this study, 73 (17.3%) had 
undergone lymphadenectomy (categorized as the LND 
group). To explore whether routine LND would benefit 
ICC patients with cLNM-negative, we first compared the 
clinical characteristics between the LND and non-LND 
groups. We found that there was no statistically significant 
difference in the clinical characteristics analyzed between 
the two groups (Table 1). However, LND group have 
longer hospital stay after operation (9.8 day) than that of 
Non-LND group (8.7 day, p = 0.03).

The median survival of the LND and non-LND 
groups was 32.2 and 46.2 months, respectively (p = 0.16). 
One-, 3-, and 5-year OS rates in the LND group were 
64%, 35%, and 35%, respectively, vs. 68%, 49%, and 
35%, respectively, in the non-LND group. There was no 
significant difference in OS (p = 0.16) between the LND 
and non-LND groups (Figure 2C, Table 2). Of the 422 
patients, 271 patients had recurrence. The recurrence rates 
were 65.8% (n = 48) for the LND group and 63.9% (n 
= 223) for the non-LND group. There was no significant 
difference in RFS between the LND and non-LND groups 
(p = 0.09; Figure 2D). LND was not a predictive factor for 
RFS in univariate analysis (Table 3).

Even after stratification, for patients with solitary 
tumor and negative vessel invasion (n = 315), LND 
patients (n = 58) showed no significant difference in OS (p 
= 0.15) or RFS (p = 0.07), when compared with non-LND 
patients (n = 257, Supplementary Figure 1).

In the LND group (n = 73), 15 patients (20.5%) had 
LNM, confirmed by pathologic analysis (pathologically-
confirmed lymph node metastasis [pLNM]). The presence 
of N1 status (pLNM) significantly affected OS and RFS. 
Patients with N0 status showed significantly longer OS 
time than those with N1 status, with a median survival of 
41.5 months vs. 13.0 months (p < 0.001; Figure 3).

We then analyzed the surgical outcomes, comparing 
the survival time of pLNM-negative patients (n = 58, 

underwent LND) with those of cLNM-negative patients (n 
= 349, without LND). The results suggested LND had no 
significant effect on improving OS (median survival, 41.5 
months vs. 46.2 months; p = 0.634; Figure 4A) or RFS 
(median RFS, 26.1 months vs. 20.1 months; p = 0.688; 
Figure 4B).

To evaluate whether LND is necessary to ascertain 
the staging and therefore, set a postoperative treatment 
plan, we analyzed the value of adjunctive treatment 
(chemotherapy or radiotherapy) after surgery. Regretfully, 
postoperative adjunctive treatment did not improve OS 
in patients with cLNM-negative ICC (n = 422; p = 0.47; 
Figure 5A) or in patients with pLNM-negative ICC (n = 
58; p = 0.052; Figure 5B). Even for patients with pLNM-
positive ICC, adjunctive treatment showed no significant 
impact on OS (n=15, p = 0.07; Figure 5C)

Prognostic factors

The median OS time of all 422 patients after surgical 
resection of ICC was 41.37 months. One-, 3-, and 5-year 
OS was 67%, 47%, and 35%, respectively (Figure 2A and 
the RFS was shown in Figure 2B). Univariate analysis 
showed that tumor number (hazards ratio [HR], 2.54; p < 
0.001; Table 2) was one of the most significant factors that 
influenced prognosis. Median survival time for patients 
with solitary ICC was 56.2 months, compared with 22.0 
months for those with multiple ICC lesions (p < 0.001). 
Other factors associated with survival were tumor size 
(HR: 1.85; p = 0.04), CA19-9 (HR: 2.18; p < 0.001), CEA 
(HR: 2.29; p < 0.001), and GGT (HR: 2.11; p < 0.001). 
On multivariate analysis, factors associated with poor OS 
were tumor number (HR: 2.45; p < 0.001), tumor size 
(HR: 1.51; p = 0.02), CA19-9 (HR: 1.61; p = 0.03), CEA 
(HR: 1.64; p = 0.003), and GGT (HR: 1.42; p = 0.04).

For RFS, the prognostic factors on univariate 
analysis were tumor number (HR: 2.08; p < 0.001), tumor 
size (HR: 1.60; p = 0.002), CA19-9 (HR: 1.73; p < 0.001), 
CEA (HR: 2.08; p < 0.001), GGT (HR: 1.84; p < 0.001), 
adjunctive therapy (HR: 0.65; p < 0.001), vessel invasion 
(HR: 1.52; p < 0.001), alanine aminotransferase (ALT, 
HR: 1.41; p = 0.02), and aspartate aminotransferase (AST, 
HR: 1.36; p = 0.04). On multivariate analysis, factors 
associated with poor prognosis were tumor number (HR: 
1.90; p <0.001), tumor size (HR: 1.45; p = 0.02), CEA 
(HR: 1.69; p <0.001), GGT (HR: 1.47; p = 0.01) and 
adjunctive therapy (HR: 0.65; p = 0.001).

DISCUSSION

ICC is a cancer characterized by low incidence 
but high mortality, and the morbidity is even still 
increasing worldwide. ICC presents higher probability 
of local LNM than HCC, and the 5-year survival rate 
of ICC patients is lower when compared with that of 
HCC patients. Several studies have reported prognostic 
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Table 1: Clinical characteristics of enrolled patients

Variable
All Patients

(n = 422)
LND

(n = 73)
non-LND
(n = 349) p

NO. % NO. % NO. %

Age, years 0.12

  Median 60 61 59

  Range 27-80 40-74 27-80

Sex 0.15

  Male 177 41.9 37 50.7 140 40.1

  Female 245 58.1 36 49.3 209 59.9

Tumor number 0.24

  Solitary 337 79.8 62 84.9 275 78.8

  Multiple 85 20.2 11 15.1 74 21.2

Tumor size, cm 0.13

  Median 5.3 6.0 5.0

  Range 0.8-18.0 1.5-12.0 0.8-18.0

Vessel invasion 0.91

  Vascular 14 3.3 1 1.4 13 3.7

  Biliary 5 1.2 1 1.4 4 1.1

  vascular & biliary 2 0.2 0 0.0 2 0.6

Type of liver resection 0.23

  Hemihepatectomy 307 72.7 49 67.1 258 73.9

  Extended 
hemihepatectomy 68 16.1 10 13.7 58 16.6

  Central hepatectomy 44 10.4 13 17.8 31 8.9

  Unknown 3 0.7 1 1.4 2 0.6

T stage 0.70

  T1 320 75.8 59 80.8 261 74.8

  T2

    T2a 11 2.6 2 2.7 9 2.6

    T2b 84 19.9 11 15.1 73 20.9

  T4 7 1.7 1 1.4 6 1.7

Adjunctive treatment 0.32

  Yes 169 40.0 33 45.2 136 39.0

  No 253 60.0 40 54.8 213 61.0

Postoperative hospital stay, days 0.03

  Average 8.9 9.8 8.7

  Range 3-37 4-35 3-37

LND, lymph node dissection.
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factors for ICC, with LNM confirmed to be one of the 
most significant independent indicators [8–10]. In the 
present study, patients with pLNM indeed had worse 
outcome even after LND. Although increasing numbers 
of researchers accept that LNM strongly influences 
patient survival, the beneficial effect of prophylactic 
LND on survival remains controversial, especially 
when treating patients evaluated as negative lymph node 
involvement before operation.

Many studies supporting prophylactic LND have 
been reported [9, 10, 15–18]. However, these studies did 
not show convincing evidence for the beneficial effects 
of prophylactic LND in patients with cLNM-negative 
ICC. In our study, LND did not yield a survival benefit 
for patients with cLNM-negative ICC. The LND group 
showed similar survival rates and time, regardless of the 
ending time points (one-, 3-, or 5-year OS). To exclude the 

effect of other risk factors on survival, we performed the 
analysis after stratification (solitary tumor without vessel 
invasion). However, the results still indicated no statistical 
difference in OS between LND and non-LND patients. 
We tentatively compared pLNM-negative patients (all 
underwent LND) with cLNM-negative patients (did 
not undergo LND), the cLNM-negative patients might 
include a subgroup of pLNM-postive ICC, which would 
potentially decrease the OS and RFS. However, we found 
the survival showed no significance difference between 
the two groups, implying this subgroup (cLNM-negative 
but pLNM-postive patients) is small and was insufficient 
to decrease the survival of overall group. Besides, two 
other studies have also recommended against LND, citing 
an absence of survival impact of LND in patients with 
LNM [6, 11]. Therefore, LND may not improve the OS in 
cLNM-negative patients.

Figure 2: OS and RFS curves of ICC patients without cLNM. (A) OS curve of all patients. (B) RFS curve of all patients. (C) OS 
curves of patients in the lymph node dissection (LND) and non-LND groups. There was no significant survival difference between the two 
groups (p = 0.16). (D) RFS curves of patients in LND and non-LND groups. There was no significant survival difference between the two 
groups (p = 0.09). Numbers below the graphs show the number of remaining patients at the time point.
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Table 2: Univariate and multivariate analysis of prognostic factors for OS

Prognostic Factor
Univariate Multivariate

HR(95%CI) P HR p

Tumor size (≤2 cm vs. >2 cm) 1.85(1.441-2.366) 0.04 1.51(1.166-1.961) 0.02

Tumor number (single vs. multiple) 2.54(1.873-3.432) <0.001 2.45(1.780-3.371) <0.001

CA19-9 (≤37 U/L vs. >37 U/L) 2.18(1.627-2.912) <0.001 1.61(1.181-2.210) 0.03

CEA (≤5 μg/L vs. >5 μg/L) 2.29(1.687-3.110) <0.001 1.64(1.186-2.264) 0.03

GGT (≤50 U vs. >50 U) 2.11(1.581-2.828) <0.001 1.42(1.043-1.949) 0.04

Adjunctive therapy (yes vs. no) 0.85(0.637-1.129) 0.26

Vessel invasion (yes vs. no) 1.17(0.782-1.747) 0.72

ALT (≤41 U vs. >41 U) 1.29(0.906-1.817) 0.16

AST (≤38 U vs. >38 U) 1.33(0.946-1.875) 0.10

TB (≤17.1 μmol/L vs. >17.1 μmol/L) 0.94(0.522-1.679) 0.83

DB (≤7 μmol/L vs. >7 μmol/L) 1.21(0.799-1.825) 0.37

Ascites (yes vs. no) 1.37(0.606-3.081) 0.45

LND (yes vs. no) 1.29(0.900-1.859) 0.17

OS, overall survival; HR, Hazards ratio; CA19-9, carbohydrate antigen 19-9; CEA, carcinoembryonic antigen; GGT, 
gamma-glutamyl transferase; ALT, alanine aminotransferase; AST, aspartate transaminase; T, total bilirubin; DB, direct 
bilirubin; LND, lymph node dissection.

Table 3: Univariate and multivariate analysis of prognostic factors for RFS

Prognostic Factor
Univariate Multivariate

HR(95%CI) p HR(95%CI) p

Tumor size (≤2 cm vs. >2 cm) 1.60(1.182-2.176) 0.002 1.45(1.067-1.968) 0.02

Tumor number (single vs. multiple) 2.08(1.582-2.721) <0.001 1.90(1.425-2.533) <0.001

CA19-9 (≤37 U/L vs. >37 U/L) 1.73(1.357-2.214) <0.001 1.26(0.960-1.663) 0.10

CEA (≤5 μg/L vs. >5 μg/L) 2.08(1.587-2.722) <0.001 1.69(1.266-2.261) <0.001

GGT (≤50 U vs. >50 U) 1.84(1.435-2.354) <0.001 1.47(1.124-1.914) 0.01

Adjunctive therapy (yes vs. no) 0.65(0.509-0.823) <0.001 0.65(0.503-0.828) 0.001

Vessel invasion (yes vs. no) 1.52(0.867-2.424) 0.008

ALT (≤41 U vs. >41 U) 1.41(1.046-1.888) 0.02

AST (≤38 U vs. >38 U) 1.36(1.015-1.825) 0.04

TB (≤17.1 μmol/L vs. >17.1 μmol/L) 0.98(0.599-1.601) 0.94

DB (≤7 μmol/L vs. >7 μmol/L) 1.09(0.750-1.570) 0.66

Ascites (yes vs. no) 1.65(0.818-3.343) 0.16

LND (yes vs. no) 1.31(0.957-1.790) 0.09

RFS, recurrence-free survival; HR, Hazards ratio; CA19-9, carbohydrate antigen 19-9; CEA, carcinoembryonic antigen; 
GGT, gamma-glutamyl transferase; ALT, alanine aminotransferase; AST, aspartate transaminase; T, total bilirubin; DB, 
direct bilirubin; LND, lymph node dissection.
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The high mortality of ICC is associated with 
high risk of disease recurrence. Considering that 
lymphadenectomy might not improve the OS in patients 
with cLNM-negative ICC, we then evaluated whether 
LND could slow tumor recurrence. However, in the 
present study, LND was not an indicator for tumor 
recurrence. Therefore, it seems that the benefit of 

LND is very limited, in that it neither improves the OS 
nor attenuates tumor recurrence of patients with ICC, 
especially those with cLNM-negative ICC.

For patients with cLNM-negative, but pLNM-
positive ICC, LND seemed to bring additional benefits 
for their survivals. Therefore, researchers supporting 
routine LND argued that preoperative imaging 

Figure 3: OS and RFS curves of patients who underwent LND. (A) OS curves of patients who received LND and had a 
pathological evaluation of their lymph nodes. (B) RFS curves of patients who received LND and had a pathological evaluation of their 
lymph nodes. There was significant survival difference between patients with N0 status and those with N1 status (p < 0.001, respectively). 
Numbers below the graphs show the number of remaining patients at the time point.

Figure 4: Survival curves of cLNM-neagtive ICC patients (without LND) or pLNM-negative ICC patients (with LND). 
(A) OS curves of non-LND patients with cLNM-negative ICC or LND patients with pLNM-negative ICC. There was no significant survival 
difference between the two groups (p = 0.63). (B) RFS curves of patients with cLNM-negative ICC (without LND) or pLNM-negative ICC 
(with LND). There was no significant survival difference between the two groups (p = 0.69). Numbers below the graphs show the number of 
remaining patients at the time point. “cLNM-LND-” represents cLNM-negative patients without LND. “pLNM-LND+” represents patients 
who underwent LND and were pathologically confirmed as negative for LNM.
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assessment lacks accuracy [15, 19, 20]. However, in this 
study, only 20% (15/73) cLNM-negative patients were 
finally proved LNM pathologically. Most of cLNM-
negative patients (80%) showed consistent diagnosis 
after final pathologic evaluations. And we found 
cLNM-negative ICC patients showed almost the same 
survival rate when compared with pLNM-negative ICC 
patients, this result similar with literature report [21, 
22]. Besides, with the development of imaging system, 
the accuracy of LNM detection by preoperative imaging 
examination has been improving in recent years [23, 
24]. Enhanced CT or PET-CT could reach nearly 99% 
negative predictive value in patients without LNM 
[25]. Along with routine intraoperative assessment 
(such as palpation), the accuracy of clinical diagnosis 
of LNM has been increased and the demand of LND to 
exclude the false negative of cLNM diagnosis would be 
diminishing.

Another reason in support of performing 
LND is that it provides a means for accurate staging 
and setting postoperative treatment plans [26, 27]. 
Systemic chemotherapy (gemcitabine based) and 
radiotherapy are frequently used adjuvant treatment 
after curative resection [28]. However, these therapies 
lack of evidence-based validation from phase 3 clinical 
trials in ICC patients. After analyzed the prognosis 
value of adjunctive treatment in this study, we found 
postoperative adjunctive treatment did not improve 
OS, neither in patients with cLNM-negative/pLNM-
negative ICC nor in cLNM-negative/pLNM-positive 
ICC. Therefore, the application of LND for staging 
and setting postoperative treatment plans may fall to 
meaninglessness.

The prolonged time span for LND also increases 
the risk associated with surgery. Kim [29] reported 
significantly higher risks of postoperative complications 
in patients who had LND (36.3%, 41/113), compared 
to those who did not (22.5%, 23/102). The increased 
postoperative complications included bile leakage, intra-
abdominal fluid collection, wound infection, ileus. In the 
present study, LND group showed longer postoperative 
hospital stay than that of Non-LND group (9.8 day vs. 8.7 
day, p = 0.03). Therefore, LND should be considered with 
caution during the surgery if it would bring no survival 
benefit for ICC patients [30].

Other factors in the present study that influenced 
prognosis were tumor number, tumor size, differentiation, and 
levels of CA19-9, CEA, and GGT, consisted with literature 
reports [10, 31, 32]. One of the advantages of our study is the 
large number of cases enrolled. Most patients (65%) reached 
the 3-year follow-up. However, we also note the limitations 
in this study. Our results were based on retrospective data 
from a single institution. The results need be further validated 
in prospective, randomized controlled trials.

Different from previous study, this study focused 
only on the patients with negative evidence of LNM by 
intraoperative palpation and imaging examination before 
operation. We discussed the necessity of prophylactic 
LND in various aspects, including survival benefit, 
accurate staging and setting postoperative treatment 
plans. To our knowledge, this is the first study focused on 
cLNM-negative ICC patients and evaluated the prognostic 
value of LND in these patients. The results suggested that 
without sufficient indication, routine LND should not be 
applied for ICC patients, especially for those evaluated as 
negative LNM before operation.

Figure 5: OS curve of ICC patients in adjunctive or non-adjunctive therapy groups. (A) OS curves of cLNM-negative 
patients that with adjunctive therapy (AT) or without adjunctive therapy (non-AT). There was no significant difference between 
the two groups (p = 0.47). (B) OS curves of pLNM-negative patients that with AT or with non-AT. There was no significant 
difference between the two groups (p = 0.052). (C) OS curves of pLNM-positive patients that with AT or with non-AT. There was 
no significant difference between the two groups (p = 0.07). Numbers below the graphs show the number of remaining patients at 
the time point.
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MATERIALS AND METHODS

Patients

The study protocol was approved by the Clinical 
Research Ethics Committee of Zhongshan Hospital, 
Fudan University. ICC in the present study refers to 
adenocarcinoma arising from second order or more distal 
branches of the intrahepatic bile ducts. The inclusion 
criteria are as follows. The patient: 1, received curative 
resection from January 2009 to December 2014; 2, was 
diagnosed with ICC by 2 experienced pathologists; 
3, had no other malignancies concurrently; 4, had no 
evidence of LNM by intraoperative palpation and imaging 
examination before operation; and 5, received no anti-
tumor treatment before the surgery. Preoperative imaging 
was obtained either from computed tomography (CT) 
or magnetic resonance imaging (MRI). In several cases, 
positron emission tomography-computed tomography 
(PET-CT) was also performed.

Surgical procedures and definitions of 
parameters

The type of hepatectomy was determined 
by the location of the lesion, based on Couinaud’s 
classification of hepatic segments. During the 
procedure, the lymph node status of all patients was 
assessed by the chief surgeon. Patients with no evidence 
of LNM by intraoperative palpation as well as negative 
for LNM based on the imaging examination were 
defined as negative for clinical lymph node metastasis 
(cLNM). The extent of lymphadenectomy in the present 
study included: 1, lymph nodes located around the 
hepatoduodenal ligament and the hepatic artery; 2, 
retropancreatic lymph nodes (for ICC originating in the 
right hemiliver); and 3, lymph nodes around the cardiac 
portion of the stomach and along the lesser curvature 
(in patients with ICC originating in the left hemiliver) 
[13].

In the present study, tumor-node-metastasis (TNM) 
staging followed the guidelines of the eighth edition of 
the American Joint Committee on Cancer/International 
Union against Cancer. Presence of microscopic vascular 
invasion or macroscopic tumor thrombus was defined 
as vessel invasion. Tumor size referred to the maximum 
tumor diameter and 2 cm was adopted as the cut-off value 
for patient grouping, according to the Liver Cancer Study 
Group of Japan [33].

Follow-up

After resection, all patients had informed follow-
up every 3-4 months for the first 2 years and then every 
4-6 months for the next year. Clinical information 
was recorded at visits, including results of blood tests 

and imaging examination, initially performed using 
ultrasonography and CT or MRI, if recurrence was 
suspected. Patients also received telephone follow-
up every 6 months. All patients were followed up to 
December 2016.

Statistical analysis

Overall survival (OS) time was measured from 
the date of surgery to the date of death. Recurrence-
free survival (RFS) time was calculated from the date 
of surgery to the date of the first clinically-documented 
tumor recurrence or metastasis, or to the date of death. 
Comparison between groups was performed using the χ2 
or Fisher’s exact tests. The OS and RFS were calculated 
using the Kaplan–Meier method and the log-rank test was 
used to assess differences. Cox regression model was 
adopted for multivariable analysis. All statistical analyses 
were performed with the SPSS 22.0 (SPSS, Chicago, IL, 
United States) software package. Statistical significance 
was defined as p < 0.05.

CONFLICTS OF INTEREST

The authors declare no conflicts of interest.

FUNDING

This work was supported by the National Natural 
Science Foundation of China (No. 81401929, 81572823, 
2017ZX10203204); Shanghai Rising-Star Program (No. 
16QA1401000); Shanghai Hospital Development Center 
(No. SHDC12015104); National Key Research and 
Development Program (No. 2016YFC0902400).

REFERENCES

1.	 Aljiffry M, Abdulelah A, Walsh M, Peltekian K, 
Alwayn I, Molinari M. Evidence-based approach to 
cholangiocarcinoma: a systematic review of the current 
literature. J Am Coll Surg. 2009;208:134–47. https://doi.
org/10.1016/j.jamcollsurg.2008.09.007.

2.	 Khan SA, Thomas HC, Davidson BR, Taylor-Robinson SD. 
Cholangiocarcinoma. Lancet. 2005;366:1303–14. https://
doi.org/10.1016/S0140-6736(05)67530-7.

3.	 Endo I, Gonen M, Yopp AC, Dalal KM, Zhou Q, Klimstra 
D, D'Angelica M, DeMatteo RP, Fong Y, Schwartz L, 
Kemeny N, O'Reilly E, Abou-Alfa GK, et al. Intrahepatic 
cholangiocarcinoma: Rising frequency, improved survival, and 
determinants of outcome after resection. Ann Surg. 2008;248:84–
96. https://doi.org/10.1097/SLA.0b013e318176c4d3.

4.	 Shaib YH, Davila JA, McGlynn K, El-Serag HB. Rising 
incidence of intrahepatic cholangiocarcinoma in the United 
States: a true increase? J Hepatol. 2004;40:472–7. https://
doi.org/10.1016/j.jhep.2003.11.030.

https://doi.org/10.1016/j.jamcollsurg.2008.09.007
https://doi.org/10.1016/j.jamcollsurg.2008.09.007
https://doi.org/10.1016/S0140-6736(05)67530-7
https://doi.org/10.1016/S0140-6736(05)67530-7
https://doi.org/10.1097/SLA.0b013e318176c4d3
https://doi.org/10.1016/j.jhep.2003.11.030
https://doi.org/10.1016/j.jhep.2003.11.030


Oncotarget113826www.impactjournals.com/oncotarget

5.	 Dodson RM, Weiss MJ, Cosgrove D, Herman JM, Kamel 
I, Anders R, Geschwind JF, Pawlik TM. Intrahepatic 
cholangiocarcinoma: management options and emerging 
therapies. J Am Coll Surg. 2013;217:736–750.e4. https://
doi.org/10.1016/j.jamcollsurg.2013.05.021.

6.	 Yamashita YI, Taketomi A, Morita K, Fukuhara T, Ueda S, 
Sanefuji K, Iguchi T, Kayashima H, Sugimachi K, Maehara 
Y. The impact of surgical treatment and poor prognostic 
factors for patients with intrahepatic cholangiocarcinoma: 
retrospective analysis of 60 patients. Anticancer Res. 
2008;28:2353–9.

7.	 Kaczynski J, Hansso G, Wallerstedt S. Incidence, Etiologic 
aspects and clinicopathologic features in intrahepatic 
cholangiocellular carcinoma: a study of 51 cases from a 
low-endemicity area. Acta Oncologica. 2009;37:77–83. 
https://doi.org/10.1080/028418698423212.

8.	 de Jong MC, Nathan H, Sotiropoulos GC, Paul A, 
Alexandrescu S, Marques H, Pulitano C, Barroso E, Clary 
BM, Aldrighetti L, Ferrone CR, Zhu AX, Bauer TW, et al. 
Intrahepatic cholangiocarcinoma: an international multi-
institutional analysis of prognostic factors and lymph node 
assessment. J Clin Oncol. 2011;29:3140–5. https://doi.
org/10.1200/JCO.2011.35.6519.

9.	 Guglielmi A, Ruzzenente A, Campagnaro T, Valdegamberi 
A, Bagante F, Bertuzzo F, Conci S, Iacono C. Patterns 
and prognostic significance of lymph node dissection 
for surgical treatment of perihilar and intrahepatic 
cholangiocarcinoma. J Gastrointest Surg. 2013;17:1917–28. 
https://doi.org/10.1007/s11605-013-2331-1.

10.	 Cho SY, Park SJ, Kim SH, Han SS, Kim YK, Lee KW, 
Lee SA, Hong EK, Lee WJ, Woo SM. Survival analysis 
of intrahepatic cholangiocarcinoma after resection. Ann 
Surg Oncol. 2010;17:1823–30. https://doi.org/10.1245/
s10434-010-0938-y.

11.	 Morine Y, Shimada M, Utsunomiya T, Imura S, Ikemoto 
T, Mori H, Hanaoka J, Kanamoto M, Miyake H. 
Clinical impact of lymph node dissection in surgery 
for peripheral-type intrahepatic cholangiocarcinoma. 
Surg Today. 2011;42:147–51. https://doi.org/10.1007/
s00595-011-0057-9.

12.	 Kim HJ, Kim CY, Hur YH, Koh YS, Kim JC, Kim HJ, 
Cho CK. The prognostic factors for survival after curative 
resection of distal cholangiocarcinoma: Perineural invasion 
and lymphovascular invasion. Surg Today. 2014;44:1879–
86. https://doi.org/10.1007/s00595-014-0846-z.

13.	 Weber SM, Ribero D, O’Reilly EM, Kokudo N, Miyazaki 
M, Pawlik TM. Intrahepatic cholangiocarcinoma: expert 
consensus statement. HPB (Oxford). 2015;17:669–80. 
https://doi.org/10.1111/hpb.12441.

14.	 Morine Y, Shimada M. The value of systematic lymph node 
dissection for intrahepatic cholangiocarcinoma from the 
viewpoint of liver lymphatics. J Gastroenterol. 2016:1–15. 
https://doi.org/10.1007/s00535-015-1071-2.

15.	 Choi SB, Kim KS, Choi JY, Park SW, Choi JS, Lee 
WJ, Chung JB. The prognosis and survival outcome 

of intrahepatic cholangiocarcinoma following surgical 
resection: association of lymph node metastasis 
and lymph node dissection with survival. Ann Surg 
Oncol. 2009;16:3048–56. https://doi.org/10.1245/
s10434-009-0631-1.

16.	 Kim Y, Spolverato G, Amini N, Margonis GA, Gupta R, 
Ejaz A, Pawlik TM. Surgical management of intrahepatic 
cholangiocarcinoma: defining an optimal prognostic lymph 
node stratification schema. Ann Surg Oncol. 2015;22:2772–
8. https://doi.org/10.1245/s10434-015-4419-1.

17.	 Nakagawa T, Kamiyama T, Kurauchi N, Matsushita 
M, Nakanishi K, Kamachi H, Kudo T, Todo S. Number 
of lymph node metastases is a significant prognostic 
factor in intrahepatic cholangiocarcinoma. World 
J Surg. 2005;29:728–33. https://doi.org/10.1007/
s00268-005-7761-9.

18.	 Suzuki S, Sakaguchi T, Yokoi Y, Okamoto K, Kurachi K, 
Tsuchiya Y, Okumura T, Konno H, Baba S, Nakamura 
S. Clinicopathological prognostic factors and impact 
of surgical treatment of mass-forming intrahepatic 
cholangiocarcinoma. World J Surg. 2002;26:687–93. https://
doi.org/10.1007/s00268-001-0291-1.

19.	 Noji T, Kondo S, Hirano S, Tanaka E, Suzuki O, Shichinohe 
T. Computed tomography evaluation of regional lymph 
node metastases in patients with biliary cancer. Br J Surg. 
2008;95:92–6. https://doi.org/10.1002/bjs.5920.

20.	 Wong MK, Jonasch E, Pal SK, Signorovitch JE, Lin PL, 
Wang X, Liu Z, Culver K, Scott JA, George DJ, Vogelzang 
NJ. Prognostic factors for survival following initiation 
of second-line treatment with everolimus for metastatic 
renal cell carcinoma: evidence from a nationwide sample 
of clinical practice in the united states. Expert Opin 
Pharmacother. 2015;16:805–19. https://doi.org/10.1517/14
656566.2015.1020298.

21.	 Chang ME, Lei HJ, Chen MH, Yeh YC, Li CP, Hung 
YP, Hsia CY, Liu CA, Chau GY, Chao Y. Evaluation of 
prognostic factors and implication of lymph node dissection 
in intrahepatic cholangiocarcinoma: 10-year experience at a 
tertiary referral center. J Chin Med Assoc. 2017;80:140–6. 
https://doi.org/10.1016/j.jcma.2016.09.010.

22.	 Bagante F, Gani F, Spolverato G, Xu L, Alexandrescu 
S, Marques HP, Lamelas J, Aldrighetti L, Gamblin 
TC, Maithel SK, Pulitano C, Bauer TW, Shen F, et al. 
Intrahepatic cholangiocarcinoma: prognosis of patients 
who did not undergo lymphadenectomy. J Am Coll 
Surg. 2015;221:1031–40.e1–4. https://doi.org/10.1016/j.
jamcollsurg.2015.09.012.

23.	 Seo S, Hatano E, Higashi T, Nakajima A, Nakamoto Y, 
Tada M, Tamaki N, Iwaisako K, Mori A, Doi R, Ikai I, 
Uemoto S. Fluorine-18 fluorodeoxyglucose positron 
emission tomography predicts lymph node metastasis, 
P-glycoprotein expression, and recurrence after resection 
in mass-forming intrahepatic cholangiocarcinoma. 
Surgery. 2008;143:769–77. https://doi.org/10.1016/j.
surg.2008.01.010.

https://doi.org/10.1016/j.jamcollsurg.2013.05.021
https://doi.org/10.1016/j.jamcollsurg.2013.05.021
https://doi.org/10.1080/028418698423212
https://doi.org/10.1200/JCO.2011.35.6519
https://doi.org/10.1200/JCO.2011.35.6519
https://doi.org/10.1007/s11605-013-2331-1
https://doi.org/10.1245/s10434-010-0938-y
https://doi.org/10.1245/s10434-010-0938-y
https://doi.org/10.1007/s00595-011-0057-9
https://doi.org/10.1007/s00595-011-0057-9
https://doi.org/10.1007/s00595-014-0846-z
https://doi.org/10.1111/hpb.12441
https://doi.org/10.1007/s00535-015-1071-2
https://doi.org/10.1245/s10434-009-0631-1
https://doi.org/10.1245/s10434-009-0631-1
https://doi.org/10.1245/s10434-015-4419-1
https://doi.org/10.1007/s00268-005-7761-9
https://doi.org/10.1007/s00268-005-7761-9
https://doi.org/10.1007/s00268-001-0291-1
https://doi.org/10.1007/s00268-001-0291-1
https://doi.org/10.1002/bjs.5920
https://doi.org/10.1517/14656566.2015.1020298
https://doi.org/10.1517/14656566.2015.1020298
https://doi.org/10.1016/j.jcma.2016.09.010
https://doi.org/10.1016/j.jamcollsurg.2015.09.012
https://doi.org/10.1016/j.jamcollsurg.2015.09.012
https://doi.org/10.1016/j.surg.2008.01.010
https://doi.org/10.1016/j.surg.2008.01.010


Oncotarget113827www.impactjournals.com/oncotarget

24.	 Lee SW, Kim HJ, Park JH, Park DI, Cho YK, Sohn CI, Jeon 
WK, Kim BI. Clinical usefulness of 18F-FDG pet-ct for 
patients with gallbladder cancer and cholangiocarcinoma. 
J Gastroenterol. 2010;45:560–6. https://doi.org/10.1007/
s00535-009-0188-6.

25.	 Wang Y, Li J, Xia Y, Gong R, Wang K, Yan Z, Wan X, 
Liu G, Wu D, Shi L, Lau W, Wu M, Shen F. Prognostic 
nomogram for intrahepatic cholangiocarcinoma after partial 
hepatectomy. J Clin Oncol. 2013;31:1188–95. https://doi.
org/10.1200/JCO.2012.41.5984.

26.	 Kiriyama M, Ebata T, Aoba T, Kaneoka Y, Arai T, 
Shimizu Y, Nagino M; Nagoya Surgical Oncology Group. 
Prognostic impact of lymph node metastasis in distal 
cholangiocarcinoma. Br J Surg. 2015;102:399–406. https://
doi.org/10.1002/bjs.9752.

27.	 Amini N, Ejaz A, Spolverato G, Maithel SK, Kim 
Y, Pawlik TM. Management of lymph nodes during 
resection of hepatocellular carcinoma and intrahepatic 
cholangiocarcinoma: a systematic review. J Gastrointest 
Surg. 2014;18:2136–48. https://doi.org/10.1007/
s11605-014-2667-1.

28.	 Konstantinidis IT, Arkadopoulos N, Ferrone CR. Surgical 
management of intrahepatic cholangiocarcinoma in the modern 
era: advances and challenges. Chin Clin Oncol. 2016;5:9. 
https://doi.org/10.3978/j.issn.2304-3865.2016.02.06.

29.	 Kim DH, Choi DW, Choi SH, Heo JS, Kow AW. Is there 
a role for systematic hepatic pedicle lymphadenectomy in 
intrahepatic cholangiocarcinoma? A review of 17 years of 

experience in a tertiary institution. Surgery. 2015;157:666–
75. https://doi.org/10.1016/j.surg.2014.11.006.

30.	 Shimada K, Sano T, Nara S, Esaki M, Sakamoto Y, 
Kosuge T, Ojima H. Therapeutic value of lymph node 
dissection during hepatectomy in patients with intrahepatic 
cholangiocellular carcinoma with negative lymph node 
involvement. Surgery. 2009;145:411–6. https://doi.
org/10.1016/j.surg.2008.11.010.

31.	 Adachi T, Eguchi S, Beppu T, Ueno S, Shiraishi M, Okuda 
K, Yamashita Y, Kondo K, Nanashima A, Ohta M, Takami 
Y, Noritomi T, Kitahara K, et al. Prognostic impact of 
preoperative lymph node enlargement in intrahepatic 
cholangiocarcinoma: a multi-institutional study by the kyushu 
study group of liver surgery. Ann Surg Oncol. 2015;22:2269–
78. https://doi.org/10.1245/s10434-014-4239-8.

32.	 Chaiteerakij R, Harmsen WS, Marrero CR, Aboelsoud 
MM, Ndzengue A, Kaiya J, Therneau TM, Sanchez W, 
Gores GJ, Roberts L. A new clinically based staging system 
for perihilar cholangiocarcinoma. Am J Gastroenterol. 
2014;109:1881–90. https://doi.org/10.1038/ajg.2014.327.

33.	 Uenishi T, Ariizumi S, Aoki T, Ebata T, Ohtsuka M, Tanaka 
E, Yoshida H, Imura S, Ueno M, Kokudo N, Nagino M, 
Hirano S, Kubo S, et al. Proposal of a new staging system 
for mass-forming intrahepatic cholangiocarcinoma: a 
multicenter analysis by the study group for hepatic surgery 
of the japanese society of hepato-biliary-pancreatic surgery. 
J Hepatobiliary Pancreat Sci. 2014;21:499–508. https://doi.
org/10.1002/ jhbp.92.

https://doi.org/10.1007/s00535-009-0188-6
https://doi.org/10.1007/s00535-009-0188-6
https://doi.org/10.1200/JCO.2012.41.5984
https://doi.org/10.1200/JCO.2012.41.5984
https://doi.org/10.1002/bjs.9752
https://doi.org/10.1002/bjs.9752
https://doi.org/10.1007/s11605-014-2667-1
https://doi.org/10.1007/s11605-014-2667-1
https://doi.org/10.3978/j.issn.2304-3865.2016.02.06
https://doi.org/10.1016/j.surg.2014.11.006
https://doi.org/10.1016/j.surg.2008.11.010
https://doi.org/10.1016/j.surg.2008.11.010
https://doi.org/10.1245/s10434-014-4239-8
https://doi.org/10.1038/ajg.2014.327
https://doi.org/10.1002/ jhbp.92
https://doi.org/10.1002/ jhbp.92

