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Abstract
Purpose: To assess the feasibility and safety of percutaneous intraductal
radiofrequency ablation (RFA) for unresectable Bismuth types III and IV hilar
cholangiocarcinoma.
Results: Percutaneous intraductal RFA combined with metal stent placement was
successful in all patients without any technical problems; the technical success rate
was 100%. Chemotherapy was administered to two patients. After treatment, serum
direct bilirubin levels were notably decreased. Six patients died during the followup period. Median stent patency from the time of the first RFA and survival from the
time of diagnosis were 100 days (95% confidence interval (CI), 85–115 days) and
5.3 months (95% CI, 2.5–8.1 months), respectively. No acute pancreatitis, bile duct
bleeding and perforation, bile leakage, or other severe complications occurred. Four
cases of procedure-related cholangitis, three cases of postoperative abdominal pain,
and five cases of asymptomatic transient increase in serum amylase were observed.
One patient who presented with stent blockage 252 days’ post-procedure underwent
repeat ablation.
Materials and Methods: Between September 2013 and May 2015, nine patients
with unresectable Bismuth types III and IV hilar cholangiocarcinoma who were
treated with percutaneous intraductal RFA combined with metal stent placement after
the percutaneous transhepatic cholangial drainage were included in the retrospective
analysis. Procedure-related complications, stent patency, and survival after treatment
were investigated.
Conclusion: Percutaneous intraductal RFA combined with metal stent placement
is a technically safe and feasible therapeutic option for the palliative treatment of
unresectable Bismuth types III and IV hilar cholangiocarcinoma. Its long-term efficacy
and safety is promising, but needs further study via randomized and prospective trials
that include a greater number of patients.

BACKGROUND

or left hepatic ducts, secondary biliary confluence, or distal
second order bile ducts (which together form the hilum)
[3]. Its poor prognosis is closely related to its staging and
regional invasion. Radical surgical resection is the only
curative treatment, conferring a 5-year survival rate in
the range of 20% to 42% [4]. Because of the nonspecific
early stage symptoms, Hi CC is usually diagnosed only in

Hilar cholangiocarcinoma (Hi CC), also called
perihilar cholangiocarcinoma or Klatskin tumor, is a
common malignant tumor of the biliary tree with about
40%-60% of all cholangiocarcinoma cases [1, 2]. The
tumor may arise from the primary biliary confluence, right
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the advanced stages, and only one-third of Hi CC patients
undergo curative resection [5]. Hi CC is classified into
four types according to Bismuth’s scheme on the basis of
the involvement of the hepatic confluence [6]. The patients
with types I and II tumors had a high 5-year survival rate
after R0 resection [7–9]. Although symptomatic patients
are eligible for curative resection, hilar bile duct resection
with major liver resection is the standard treatment for
Bismuth types III and IV Hi CC[10], which confers a very
poor surgical prognosis, often with further complications
[11, 12]. For patients with Bismuth types III and IV Hi
CC who cannot tolerate or benefit from surgery, the use
of percutaneous transhepatic cholangial drainage (PTCD),
chemotherapy, radiotherapy, or chemoradiation therapy as
palliative treatment can alleviate obstructive symptoms,
improving the quality of life and disease-free survival
[13–15]. However, biliary stenting, chemotherapy, and
radiotherapy only relieve symptoms in the short-term,
and do not benefit intraductal tumor recurrence. Thus, it is
extremely important to find a safe and efficient method to
treat types III and IV Hi CC.
Radiofrequency ablation (RFA) has been widely
recognized in the treatment of solid tumors, especially
hepatocellular carcinoma. It has similar survival rate as
liver resection and transplantation [16–18]. However, there
are few studies about the clinical applicability of RFA for
malignant bile duct obstruction. Recently, intraductal
RFA has shown to confer satisfactory therapeutic
effects. Additionally, the safety and efficacy of RFA
catheter deployment combined stent placement has been
demonstrated in patients with unresectable malignant
obstructive jaundice [14, 19–21].The RFA procedure can
be performed either through an endoscopic or percutaneous
route with the use of a special RFA catheter (HabibTM
EndoHPB, EMcision Ltd, London, UK). In this study, we
performed clinical study to select a percutaneous approach
for RFA combined with non-covered self-expanding metal
stent placement (SEMS) (WallFlex, Boston Scientific,
Natick, MA) because RFA can be applied following PTCD
with minimal discomfort to the patient, and metal stent
placement is considered to relieve obstructive symptoms
and improve quality of life [13]. Moreover, intraductal
RFA may decrease tumor ingrowth and benign epithelial
hyperplasia, achieve local tumor control, and prolong stent
patency due to substantially increasing the diameter of
malignant biliary strictures [22]. The purpose of this study
was to evaluate the safety and efficacy of this procedure as
well as the survival of patients with unresectable Bismuth
types III and IV Hi CC.

with a mean age of 65.3 ± 3.6 years (range, 46–77 years).
All patients were diagnosed with unresectable Hi CC
(Bismuth classification: Type IIIA, 1; Type IIIB, 1; Type
IV, 7) .The median performance status was 1 with a range
of 0–2 (Table 1).
Percutaneous RFA with SEMS placement was
achieved successfully in all nine patients. The median
energy and time used during single procedure was 10 W
for 2 × 90 s. Most patients (8 of 9) underwent only one
RFA session; re-RFA was only performed non-electively
in one patient (No. 1; Table 1) because of a stent occlusion
at 252 days post-procedure. The mean (± standard
deviation [SD]) length of the biliary stricture was 5.18 ±
1.37 cm, and the median duration of each ablation was
90 seconds (range, 60–120 seconds). The ablation energy
used was 10 Watts (8 of 9 patients; Table 2). The mean (±
standard deviation [SD]) post-ablation direct bilirubin was
62.06 ± 17.21 umol/L reduced from a mean pre-ablation
level of 87.88 ± 18.99 umol/L. The mean amylase on the
first postoperative day was 97.67 ± 23.42 U/L reduced
from a mean (± SD) postoperative quick-check level of
163.37 (± 47.36) U/L. The remaining routine blood and
biochemical parameters remained largely unchanged
(Table 3).
The mean hospital stay was 18 ± 1.7 days (range,
8–24 days). There was no 30-day or hospital mortality.
There were also no early major complications, such as bile
duct perforation, bile leak, hemorrhage, or pancreatitis after
the intervention. There was 3 patients suffered with pain (3
of 9) which could be alleviated with analgesics. There were
4 patients with cholangitis (4 of 9) cured with antibiotics.
One patient developed recurrent cholangitis during the
follow-up period; it was successfully managed with
antibiotic therapy. However, one patient who had coronary
heart disease with percutaneous coronary intervention,
atrial fibrillation, hypertension, and hyperthyroidism
presented with atrial fibrillation with a rapid ventricular
rate and sudden onset of chronic heart failure after the RFA
procedure; this was controlled with medical treatment.
Two patients were also treated with chemotherapy
(oxaliplatin plus tegafur gimeracil oteracil), and one ceased
oxaliplatin during the first cycle because of unacceptable
gastrointestinal toxicity. At the end of the follow-up period,
three patients remained alive. One patient died of stroke,
one of heart disease, and five of tumor progression. Median
stent patency was 100 days (95% confidence interval
(CI), 85–115 days). Overall median survival (from initial
diagnosis until death) was 5. 3 months (95% CI, 2.5–8.1
months; Figure 1).

RESULTS

DISCUSSION

Between September 2013 and May 2015, 10 RFA
combined with SEMS placement treatment cycles were
performed in nine patients (seven men and two women)

Preoperative jaundice has been proven an
independent risk factor for poor prognosis, and
preoperative biliary drainage confers significant effects
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Table 1: Patient characteristics
No.

Gender

Age

PS

Bismuth types

No. of RFA treatment
cycles

Follow-up
(mo.)

Outcome

1

M

75

1

IV

2

12.2

Alive

2

M

65

0

IIIB

1

4.5

Alive

3

M

69

1

IV

1

3.9

Dead

4

M

61

2

IV

1

5.3

Dead

5

F

77

2

IV

1

3.5

Dead

6

M

67

1

IV

1

4.0

Alive

7

M

52

2

IIIA

1

3.7

Dead

8

F

46

1

IV

1

3.2

Dead

9

M

76

2

IV

1

9.9

Dead

F: Female; M: Male; No. of RFA treatment cycles: the number of treatment cycles during follow-up.

Table 2: Procedure details of all patients
No. of
patients

Length of stricture
(cm) (Left/Right)

Size of SEMS (Diameter×Length)
(Left/Right)

No. of
ablations

Duration
of ablation
(s)

Ablation
energy (watts)

1

6.4/8.1

6 mm × 8 cm/7 mm × 10 cm

2

100

10

2

4.5*

8 mm × 6 cm*

3

90

10

3

3.4/4.5

8 mm × 4 cm/8 mm × 4 cm

2

90

10

4

2.7*

8 mm × 4 cm*

2

90

10

5

4.7/5.0

8 mm × 6 cm/8 mm × 6 cm

2

120

6

6

5.1/6.2

8 mm × 6 cm/6 mm × 8 cm

2

90

10

7

5.7**

8 mm × 8 cm**

2

90

10

8

5.1*

8 mm × 8 cm*

2

90

10

9

6.0*

8 mm × 6 cm*

3

60

10

*: Right; **: Left.
on reducing bilirubin levels [23]. Previous studies have
shown that such techniques are not effective in reducing
post-operative morbidity and mortality rates [24].
Although such procedures are thought to be associated
with increased cholangitis and prolonged hospital stays
[25], drainage should still be considered in patients at
high-risk for cholangitis and liver failure from unrelieved
obstruction jaundice [26]. Biliary decompression, usually
biliary drainage using either an endoscopic (ERCP) or
a percutaneous approach combined with biliary stent
placement, has become the preferred method for palliative
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treatment of unresectable Hi CC. A key therapeutic
factor in prolonging survival and improving quality of
life is the prevention of post-operative biliary drainage
complications [26]. However, long-term biliary drainage
is underwhelming and modifications to stent design have
not been proven effective in prolonging stent patency [27].
SEMS have been proven superior to plastic stents
because of better durability, less frequent invasive
procedures, and longer survival [28]. SEMS have become
the standard treatment for patients with unresectable
malignant biliary obstruction whose life expectancy
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Table 3: Routine blood and biochemical level changes before and after procedure
Before treatment
(mean ± SD)

After treatment
(day 1–3) (mean ± SD)

WBC (×109/L)

10.98 ± 1.40

11.88 ± 1.12

4.00-10.00

Hb (g/L)

107.33 ± 7.46

102.67 ± 8.54

120–160

PLT (×109/L)

268.22 ± 26.03

295.33 ± 35.84

100–300

TB (µmol/L)

137.11 ± 29.27

117.54 ± 31.66

3.0–22.0

DB (µmol/L)

87.88 ± 18.99

62.06 ± 17.21

0.5–7.0

ALB (g/L)

34.72 ± 1.83

32.38 ± 1.22

35.0–50.0

ALT (U/L)

110.11 ± 35.33

68.44 ± 15.31

1–40

AST (U/L)

72.78 ± 12.82

68.78 ± 16.66

1–37

ALP (U/L)

333.89 ± 48.86

323.44 ± 57.59

0–110

GGT (U/L)

431.22 ± 92.26

327.44 ± 73.52

2–50

LDH (U/L)

195.56 ± 10.25

198.22 ± 26.66

114–240

AMYL (U/L)

163.67 ± 47.36*

97.67 ± 23.42

30–110

LIPA (U/L)

920.56 ± 391.92*

264.67 ± 124.89

23–300

UREA (mmol/L)

5.77 ± 0.65

7.31 ± 1.39

2.9–8.6

CREA (µmol/L)

74.11 ± 6.33

75.11 ± 7.59

53–115

Biochemical levels

Normal range

WBC: white blood cell: Hb: hemoglobin; PLT: platelet; TB: total bilirubin; DB: direct bilirubin; ALB: albumin;
ALT: alanine aminotransferase; AST: aspartate aminotransferase; ALP: alkaline phosphatase, GGT: gamma-glutamyl
transpeptidase; LDH: lactate dehydrogenase; AMYL: amylase; LIPA: lipase; UREA: blood urea nitrogen; CREA:
serum creatinine.
*:Post-operative quick-check levels.
is longer than 3 months [29,30]. However, tumor
growth through the uncovered stent mesh and epithelial
hyperplasia, biofilm deposition, and sludge limit median
metal stent patency to 6 months [27]. The stent patency
rate is even lower in patients with Hi CC. Although some
studies have reported that uncovered metal stent failure can
potentially be corrected with covered SEMS, the effects
of covered metal stents remain controversial. Covered
stent use may cause dysfunction due to sludge formation
and tumor overgrowth, thus increasing the incidence of
cholecystitis and pancreatitis, which are associated with
significant morbidity and mortality [26, 31, 32].
Given that standard biliary drainage results are
underwhelming and stent patency rates for patients with
Hi CC are low, patients in the present study were treated
with percutaneous intraductal radiofrequency ablation
combined with uncovered self-expand metal stent
placement after percutaneous transhepatic cholangial
drainage. In patients with malignant obstructive
www.impactjournals.com/oncotarget

jaundice, endoscopic drainage has the advantages of
less pain, absence of an uncomfortable external drainage
tube, and lower risk of biliary peritonitis. However, in
high level obstructions, bilateral or multiple strictures,
endoscopic stent placement is difficult or impossible,
with a lower success rate than the percutaneous route.
Hence, a percutaneous route may be preferable in
patients with Hi CC as opposed to endoscopic treatment
[31, 33, 34].
Preliminary studies of RFA in animal experiments
and clinical practice had very encouraging results.
Ex vivo and in vivo porcine studies had confirmed the
feasibility of the technique, providing preliminary
safety data and defining appropriate power settings
for human studies [35]. Endobiliary RFA application
prior to SEMS placement has also been proven safe
and effective in malignant biliary strictures. However,
there were few reports on percutaneous approach of
this technique for the treatment of malignant biliary
53914
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obstruction [14, 31, 32, 36]. Malkhaz et al. recruited
39 patients with malignant biliary obstruction and
demonstrated no early major complications or
30-day mortality, and only 38.5% of patients complained
of postoperative pain. Their outcomes were favorable
as compared to recently published large case studies on
the treatment of malignant biliary obstruction through
a percutaneous route without RFA [14, 37]. However,
there were only 11 cases of Bismuth types III and IV Hi
CC in Malkhaz’s study, with a poor median survival of
89.5 days and median stent patency of 84.5 days. One
recent study has reported that percutaneous transhepatic
cholangiography and intraductal RFA combined with
biliary stent placement for malignant biliary obstruction
has similar 1-week jaundice remission and 3-month
stent patency rates; however, the 6-month stent patency
rate was higher than those of percutaneous transhepatic
cholangiography or biliary stent placement alone [31].
This technique may have promising long-term benefits for
patients; however, only five Hi CC cases were included
in the cohort of 26 patients, and overall survival was not
reported.
Our study showed that percutaneous intraductal
RFA combined with SEMS placement should be safe and
feasible in the treatment of unresectable Bismuth types
III and IV Hi CC. All of our patients were diagnosed
with Hi CC that originated from the bile duct epithelium
and not cases involving the bile duct, such as is seen
in liver or pancreatic cancers. We emphasize that the
coagulation zone produced by a bipolar RF catheter is
too small in patients who have tumors involving the bile

duct. For most patients in our study, RFA of bilateral
intrahepatic bile ducts was required. For patients with
a long segmental obstruction of the common bile duct,
RFA was performed section by section. In our study, one
patient with a stent blockage 252 day post-procedure
underwent repeat ablation; he was still alive at the end
of the follow-up period. Re-ablation is easy to perform
and minimally invasive, and can be also used to clear
occluded metal stents [32]. One previous report asserted
that ablation treatment should be performed cautiously
because of excessive charring leading to perforation [31].
We agree that intraductal RFA can destroy the tumor tissue
to some extent to enlarge the lumen for stent placement,
leading to blood vessel loss; this is in agreement with the
findings of Monga et al. [21]. Median stent patency and
overall survival compare favorably with those of prior
reports [14]. However, another retrospective study of 84
consecutive applications, endoscopic RFA for malignant
biliary obstruction led to 17.9 months of median survival
from the time of initial diagnosis and 170 days of median
stent patency [38]. Because of the shortage of patient cases
and larger prospective studies, whether an endoscopic
approach is more effective and safe than the percutaneous
route warrants further study [31].
Serious complications including bile duct
perforation, bile leak, peribiliary sepsis, hemorrhage, or
thermal injury to the duodenum or pancreas were not
observed in our study, although they have been reported
in previous studies using an endoscopic route. In
addition, prior studies have reported other complications
such as liver infraction, symptoms of cholangitis,

Figure 1: (A) Kaplan-Meier curve of stent patency. The calculation starts on the day of the first RFA procedure and extends to the

time of proven stent occlusion, stent migration, or patient death. (B) Kaplan-Meier survival curve of the study patients. The calculation
starts on the date of diagnosis and extends to the date of death.
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abdominal pain, chills, and fever. Fortunately, each of
these complications can be controlled with symptomatic
and supportive treatment with low incidence, leading
to few deaths [20, 31, 36, 39]. Although five cases of
asymptomatic transient increase in serum amylase
were observed, no cases of clinical pancreatitis
were observed. We consider that these results may
be associated with preoperative fasting, water, and
prophylactic use of octreotide acetate. However, because
of the small sample size, whether these techniques are
preventative requires further study. In addition, four
cases of procedure-related cholangitis were observed,
which can be controlled with antibiotic agents. With
a high retrograde infection rate, we recommend that
antibiotics should be regularly used prophylactically
in these patients. We speculate that cholangitis may be
associated with the wire guide that was advanced into
the duodenum, carrying intestinal bacteria that resulted
in retrograde infection. Indeed, Li et al. have reported
that prophylactic antibiotic agent administration in
single doses may be necessary for these patients [31].
We also observed that atrial fibrillation and sudden
onset of chronic heart failure were induced in one
patient after the procedure, which may present a relative
contraindication for this technique.
The limitations of our study should be noted.
Foremost, this is a single-center study using
retrospective methods and a non-randomized design.
Therefore, selection bias was unavoidable and the results
may not be fully generalizable, in particular to patients
of other etiologies. Additionally, the sample size of

www.impactjournals.com/oncotarget

our study is small. However, Hi CC is a rare disease
and is thus difficult to study via large, randomized,
single-center studies. In addition, long-term followup is required to determine whether this technique
can prolong patient survival. Finally, our study lacks
a control group; further studies using randomization
to compare stent placement alone with RFA plus stent
placement are required.
In conclusion, percutaneous intraductal RFA
combined with metal stent placement is a feasible and
safe treatment strategy in unresectable Bismuth Types
III and IV Hi CC. A large multicenter prospective
study, preferably a randomized control trial, is required
to confirm the benefits of long-term stent patency and
survival.

MATERIALS AND METHODS
Patient selection
The study was approved by the ethics committee of
our hospital, and written informed consent was obtained
from each patient in according with the Declaration
of Helsinki. Eligible patients were ≥ 18 years of
age with clinical symptoms at presentation, medical
diagnoses confirmed as Bismuth types III and IV Hi CC
(Figure 2A– 2C), and an Eastern Cooperative Oncology
Group (ECOG) performance status of 0–2. Patients were
excluded for a history of a secondary malignancy, or if
they were lost to follow-up, or had missing data.
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Figure 2: (A–C) Computed tomography scans show an inoperable Bismuth type IV hilar cholangiocarcinoma.
(D) A percutaneous transhepatic cholangiography shows the stricture positioning. (E and F) Percutaneous radiofrequency ablation for the
left and right hepatic duct. (G) Metal stent in position. (H) A cholangiogram showing stent patency four days after the RFA treatment.

Treatment and assessments

intraductal RFA combined with SEMS placement. On the
first preoperative and postoperative day, octreotide acetate
(0.1 mg) was administered by intramuscular injection three
times a day to prevent acute pancreatitis. Three to four days
later, with the guidance of digital subtraction angiography
(DSA), the catheter was removed if the stent was draining
following recheck cholangiography (Figure 2H).

All patients underwent ultrasound (US)-guided PTCD
prior to the procedure. At the time of PTCD, hematological,
biochemical, and coagulation tests were performed.
Subsequently, preoperative fasting and water were prepared
for approximately 6 to 8 hours, followed by percutaneous

Figure 3: The HabibTM EndoHBP is a bipolar RF catheter with two radiologically marked electrodes at its tip.
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REFRENCEs

RFA procedure
The HabibTM EndoHBP is an 8 Fr. (2.6 mm), 1.8 m
long bipolar RF catheter with two radiologically
marked electrodes at its tip that inserts over a 0.035
inch guide wire into the bile duct (Figure 3). This
catheter can be used either for an endoscopic retrograde
cholangiopancreatography (ERCP) or a percutaneous
transhepatic cholangiography (PTC) procedure. Under
digital subtraction angiography (DSA) guidance, PTC was
performed to locate the biliary obstruction and to confirm
its length and diameter. A guide wire was then passed
through the stenosis via the PTCD catheter (Figure 2D).
The tip of the probe was then advanced over the wire, with
the tip of the probe placed across the malignant stricture. It
was then attached to a standard high-frequency generator,
and 6–10 W are typically applied for 90 to 120 s followed
immediately by SEMS placement (Figure 2E and 2F).
Depending on the stricture size, the RFA energy and
time can be controlled at different tumor sites during one
procedure. Immediately after RFA, an uncovered SEMS
(Wallstent; Boston Scientific, Boston, Mass) mounted on
a delivery system was placed (Figure 2G).
The primary endpoint was the technical safety and
feasibility of percutaneous intraductal RFA. Secondary
outcomes were overall survival, stent patency, and
complications. Stent patency was counted from the time
of the first electively performed RFA procedure to the time
of proven stent occlusion, stent migration, or patient death.
Overall survival was calculated from the date of diagnosis
until the date of death. Patients who died were excluded at
the date of their last follow-up.

1. DeOliveira ML, Cunningham SC, Cameron JL,
Kamangar F, Winter JM, Lillemoe KD, Choti MA, Yeo CJ,
Schulick RD. Cholangiocarcinoma. Ann Surg. 2007;
245:755–762.
2. Nakeeb A, Pitt HA, Sohn TA, Coleman J, Abrams RA,
Piantadosi S, Hruban RH, Lillemoe KD, Yeo CJ, Cameron JL.
Cholangiocarcinoma. A spectrum of intrahepatic, perihilar,
and distal tumors. Ann Surg. 1996; 224:463–473, 473–475.
3. Castellano-Megias VM, Ibarrola-de AC, Colina-Ruizdelgado F.
Pathological aspects of so called “hilar cholangiocarcinoma”.
World J Gastrointest Oncol. 2013; 5:159–170.
4. Akamatsu N, Sugawara Y, Hashimoto D. Surgical strategy
for bile duct cancer: Advances and current limitations.
World J Clin Oncol. 2011; 2:94–107.
5. Launois B, Reding R, Lebeau G, Buard JL. Surgery for
hilar cholangiocarcinoma: French experience in a collective
survey of 552 extrahepatic bile duct cancers. J Hepatobiliary
Pancreat Surg. 2000; 7:128–134.
6. Bismuth H, Castaing D, Traynor O. Resection or palliation:
priority of surgery in the treatment of hilar cancer. World J
Surg. 1988; 12:39–47.
7. Lygidakis NJ, Singh G, Bardaxoglou E, Dedemadi G,
Sgourakis G, Nestoriois J, Malliotakis A, Pedonomou M,
Safioleas M, Solomou EK, Grigorakos L, Vrachnos P.
Changing trends in the management of Klatskin tumor.
Hepatogastroenterology. 2004; 51:689–696.
8. Wang Y, Yang H, Shen C, Luo J. Surgical procedure and
long-term survival of hilar cholangiocarcinoma. Int J Clin
Exp Med. 2015; 8:1122–1128.
9. Jaeck D, Bachellier P, Oussoultzoglou E, Weber JC, Wolf P.
Surgical treatment of hilar cholangiocarcinoma (Klatskin
tumor)—analysis of the curative strategies. Med Sci Monit.
2001; 7:64–66.

Statistical analysis
Descriptive statistics are shown as mean ± standard
deviation (SD) or median and range, as appropriate. Stent
patency and overall survival were analyzed with KaplanMeier curves. All analyses were performed with SPSS
statistics software (Version 19.0). The database was closed
for analysis in May 2015.

10. Xiong J, Nunes QM, Huang W, Wei A, Ke N, Mai G, Liu X,
Hu W. Major hepatectomy in Bismuth types I and II hilar
cholangiocarcinoma. J Surg Res. 2015; 194:194–201.
11. Liu CL, Fan ST. Anterior approach for right hepatectomy
for hilar cholangiocarcinoma. J Hepatobiliary Pancreat
Surg. 2003; 10:292–294.

ACKNOWLEDGMENTS

12. Nagino M, Kamiya J, Uesaka K, Sano T, Yamamoto H,
Hayakawa N, Kanai M, Nimura Y. Complications of
hepatectomy for hilar cholangiocarcinoma. World J Surg.
2001; 25:1277–1283.

Drs. Yu Wang and Wei Cui share first authorship in
this work.

CONFLICTS OF INTEREST

13. Sangchan A, Kongkasame W, Pugkhem A, Jenwitheesuk K,
Mairiang P. Efficacy of metal and plastic stents in
unresectable complex hilar cholangiocarcinoma: a
randomized controlled trial. Gastrointest Endosc. 2012;
76:93–99.

None.

FUNDING

14. Mizandari M, Pai M, Xi F, Valek V, Tomas A, Quaretti P,
Golfieri R, Mosconi C, Guokun A, Kyriakides C,

None.

www.impactjournals.com/oncotarget

53918

Oncotarget

Dickinson R, Nicholls J, Habib N. Percutaneous intraductal
radiofrequency ablation is a safe treatment for malignant
biliary obstruction: feasibility and early results. Cardiovasc
Intervent Radiol. 2013; 36:814–819.

26. Skipworth JR, Olde DS, Imber C, Bridgewater J, Pereira SP,
Malago M. Review article: surgical, neo-adjuvant and
adjuvant management strategies in biliary tract cancer.
Aliment Pharmacol Ther. 2011; 34:1063–1078.

15. Aljiffry M, Walsh MJ, Molinari M. Advances in diagnosis,
treatment and palliation of cholangiocarcinoma: 1990–
2009. World J Gastroenterol. 2009; 15:4240–4262.

27. Loew BJ, Howell DA, Sanders MK, Desilets DJ, Kortan PP,
May GR, Shah RJ, Chen YK, Parsons WG, Hawes RH,
Cotton PB, Slivka AA, Ahmad J, et al. Comparative
performance of uncoated, self-expanding metal biliary
stents of different designs in 2 diameters: final results of
an international multicenter, randomized, controlled trial.
Gastrointest Endosc. 2009; 70:445–453.

16. Bruix J, Sherman M. Management of hepatocellular
carcinoma: an update. Hepatology. 2011; 53:1020–1022.
17. Benson AR, Abrams TA, Ben-Josef E, Bloomston PM,
Botha JF, Clary BM, Covey A, Curley SA, D’Angelica MI,
Davila R, Ensminger WD, Gibbs JF, Laheru D, et al. NCCN
clinical practice guidelines in oncology: hepatobiliary
cancers. J Natl Compr Canc Netw. 2009; 7:350–391.

28. Razumilava N, Gores GJ. Cholangiocarcinoma. Lancet.
2014; 383:2168–2179.
29. Andersen JR, Sorensen SM, Kruse A, Rokkjaer M,
Matzen P. Randomised trial of endoscopic endoprosthesis
versus operative bypass in malignant obstructive jaundice.
Gut. 1989; 30:1132–1135.

18. Peng ZW, Lin XJ, Zhang YJ, Liang HH, Guo RP, Shi M,
Chen MS. Radiofrequency ablation versus hepatic resection
for the treatment of hepatocellular carcinomas 2 cm or
smaller: a retrospective comparative study. Radiology.
2012; 262:1022–1033.

30. Shepherd HA, Royle G, Ross AP, Diba A, Arthur M, ColinJones D. Endoscopic biliary endoprosthesis in the palliation
of malignant obstruction of the distal common bile duct: a
randomized trial. Br J Surg. 1988; 75:1166–1168.

19. Lui KL, Li KK. Intraductal radiofrequency ablation of
tumour ingrowth into an uncovered metal stent used for
inoperable cholangiocarcinoma. Hong Kong Med J. 2013;
19:539–541.

31. Li TF, Huang GH, Li Z, Hao CF, Ren JZ, Duan XH,
Zhang K, Chen C, Han XW, Jiao DC, Zhang MF, Wang YL.
Percutaneous transhepatic cholangiography and intraductal
radiofrequency ablation combined with biliary stent
placement for malignant biliary obstruction. J Vasc Interv
Radiol. 2015; 26:715–721.

20. Tal AO, Vermehren J, Friedrich-Rust M, Bojunga J,
Sarrazin C, Zeuzem S, Trojan J, Albert JG. Intraductal
endoscopic radiofrequency ablation for the treatment of
hilar non-resectable malignant bile duct obstruction. World
J Gastrointest Endosc. 2014; 6:13–19.
21. Monga A, Gupta R, Ramchandani M, Rao GV, Santosh D,
Reddy DN. Endoscopic radiofrequency ablation of
cholangiocarcinoma: new palliative treatment modality
(with videos). Gastrointest Endosc. 2011; 74:935–937.

32. Pai M, Valek V, Tomas A, Doros A, Quaretti P, Golfieri R,
Mosconi C, Habib N. Percutaneous intraductal radio
frequency ablation for clearance of occluded metal stent in
malignant biliary obstruction: feasibility and early results.
Cardiovasc Intervent Radiol. 2014; 37:235–240.

22. Figueroa-Barojas P, Bakhru MR, Habib NA, Ellen K,
Millman J, Jamal-Kabani A, Gaidhane M, Kahaleh M.
Safety and efficacy of radiofrequency ablation in the
management of unresectable bile duct and pancreatic
cancer: a novel palliation technique. J Oncol. 2013;
2013:910897.
23. Grandadam S, Compagnon P, Arnaud A, Olivie D,
Malledant Y, Meunier B, Launois B, Boudjema K. Role
of preoperative optimization of the liver for resection in
patients with hilar cholangiocarcinoma type III. Ann Surg
Oncol. 2010; 17:3155–3161.

33. Indar AA, Lobo DN, Gilliam AD, Gregson R, Davidson I,
Whittaker S, Doran J, Rowlands BJ, Beckingham IJ.
Percutaneous biliary metal wall stenting in malignant
obstructive jaundice. Eur J Gastroenterol Hepatol. 2003;
15:915–919.
34. Madhusudhan KS, Gamanagatti S, Gupta AK. Imaging and
interventions in hilar cholangiocarcinoma: A review. World
J Radiol. 2015; 7:28–44.
35. Wadsworth CA, Westaby D, Khan SA. Endoscopic
radiofrequency ablation for cholangiocarcinoma. Curr Opin
Gastroenterol. 2013; 29:305–311.

24. Figueras J, Llado L, Valls C, Serrano T, Ramos E, Fabregat J,
Rafecas A, Torras J, Jaurrieta E. Changing strategies in
diagnosis and management of hilar cholangiocarcinoma.
Liver Transpl. 2000; 6:786–794.

36. Wu TT, Li HC, Li WM, Ao GK, Lin H, Zheng F, Song JY.
Percutaneous Intraluminal Radiofrequency Ablation for
Malignant Extrahepatic Biliary Obstruction: A Safe and
Feasible Method. Dig Dis Sci. 2015; 60:2158–2163.

25. van der Gaag NA, Rauws EA, van Eijck CH, Bruno MJ,
van der Harst E, Kubben FJ, Gerritsen JJ, Greve JW,
Gerhards MF, de Hingh IH, Klinkenbijl JH, Nio CY, de
Castro SM, et al. Preoperative biliary drainage for cancer of
the head of the pancreas. N Engl J Med. 2010; 362:129–137.

www.impactjournals.com/oncotarget

37. Uberoi R, Das N, Moss J, Robertson I. British Society of
Interventional Radiology: Biliary Drainage and Stenting
Registry (BDSR). Cardiovasc Intervent Radiol. 2012;
35:127–138.

53919

Oncotarget

38. Dolak W, Schreiber F, Schwaighofer H, Gschwantler M,
Plieschnegger W, Ziachehabi A, Mayer A, Kramer L,
Kopecky A, Schrutka-Kolbl C, Wolkersdorfer G, Madl C,
Berr F, et al. Endoscopic radiofrequency ablation for
malignant biliary obstruction: a nationwide retrospective

www.impactjournals.com/oncotarget

study of 84 consecutive applications. Surg Endosc. 2014;
28:854–860.
39. Rustagi T, Jamidar PA. Intraductal radiofrequency ablation
for management of malignant biliary obstruction. Dig Dis
Sci. 2014; 59:2635–2641.

53920

Oncotarget

