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The role of chemotherapy in biliary tract carcinoma
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Abstract

Cholangiocarcinoma is a rare malignancy associated with poor prognosis and high mortality. Surgical resection is the only
chance for cure depending on careful patient selection. There are no well-conducted studies regarding the role of adjuvant
chemotherapy. Preliminary data suggest that liver transplantation could offer long-term survival in selected patients when
combined with neoadjuvant chemoradiotherapy. The literature regarding treatment results with specific regimens in the
adjuvant setting is limited and no general recommendation can be given. In patients with locally advanced or metastatic
disease, most studies are small, non-randomized phase II trials, and many studies comprise a mix of bile duct cancers,
gallbladder cancer, and either pancreatic or hepatocellular cancers. In metastatic cancer, phase II studies with several
cytotoxics, including gemcitabine, the platinums, and the fluoropyrimidines, have shown a modest and often short-lasting
activity. No single chemotherapy agent or combination regimen can therefore be recommended as a standard of care at
present. In this review, we give an overview of chemotherapy in the adjuvant, neoadjuvant, and advanced settings.

Introduction

Five-year survival rates are 5-10% for patients with
gallbladder carcinoma and 10-40% for those with
cholangiocarcinoma [1]. The treatment of a patient
with cholangiocarcinoma should be the subject of a
multidisciplinary approach. The lack of randomized
trials in the field renders the decision-making process
difficult. Based on retrospective series of patients
with cholangiocarcinoma, resection can certainly offer
cure depending on the extent of the disease and
quality of the surgery. We review the impact — if any —
of chemotherapy in the adjuvant, neoadjuvant, and
advanced setting.

Adjuvant chemotherapy following surgery with
curative intent

The only treatment that offers a chance for cure in
patients with bile tract cancer is complete surgical
resection. Case series in expert and high volume
centers have demonstrated that extensive surgery is
possible with acceptable morbidity and mortality [2].
However, many patients suffer from recurrent disease,
either locoregional or metastases. Adjuvant chemo-

(radio)therapy has been studied in phase III studies,
but mixing up patients with periampullary and
pancreatic head cancers [3]. There have been several
small studies suggesting some benefit from adjuvant
chemotherapy in certain subgroups, but a consistent
benefit has not been demonstrated for adjuvant.
A recent update from a larger study of adjuvant
chemoradiotherapy did not show a benefit versus
observation [4]. There are no well-conducted studies
regarding the role of adjuvant chemotherapy following
resection of intrahepatic, extrahepatic cholangiocarci-
noma or gallbladder cancers. These studies are difficult
to perform.

In daily clinical practice, patients at our center are
followed clinically and undergo 6-monthly computed
tomography (CT) of the abdomen to detect early
recurrence.

Chemotherapy in patients with advanced biliary
tract cancer
More than 10 years ago, a Scandinavian group

published a randomized trial of chemotherapy
(5-fluorouracil, folinic acid +etoposide) versus best
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Table I. Selection of phase II studies of monochemotherapy in advanced biliary tract cancer.

Response Progression free Opverall survival
Location n rate (%) survival (months) (months)
5-Fluorouracil/folinic acid
Chen et al. 1998 [7] Cholangiocarcinoma 13 33 4 7
Gallbladder 6
Choi et al. 2000 [8] Biliary tract 28 32 NR 6
Gemcitabine
Kubicka et al. 2001 [9] Cholangiocarcinoma 23 30 NR NR
HCC 20 5 NR NR
Gallardo et al. 2001 [10] Gallbladder 26 35 NR 7.5
Park et al. 2005 [11] Cholangiocarcinoma 15 26.1 8.1 13.1
Gallbladder 8
S1 (oral fluoropyrimidine derivative)
Ueno et al. 2004 [12] Gallblad.der . 16 21.1 3.7 8.3
Cholangiocarcinoma 3

NR: not reported; HCC: hepatocellular carcinoma.

supportive care in 93 patients with metastatic biliary
and pancreatic cancer. The trial questioned the
nihilistic attitude adopted by some clinicians [5].
There was an improvement of survival and quality
of life (QOL) in the treated group. However, the
subgroup of patients with bile duct cancer was too
small (37 patients) to yield any significant difference
in overall survival (6 months versus 2.5 months).
There was a significant benefit though for QOL, with
more patients in the treated group having an improved
or high QOL (33% versus 5%; p <0.001).

So far, more than 120 trials on chemotherapy for
advanced biliary tract cancer have been published

since 1985, including nearly 3,000 patients. Most of
these trials have been small, non-randomized phase II
studies, which were pooled in a recent systematic
review [6]. This analysis demonstrated a significant
correlation between response rate, disease control
rate and overall survival, which is also known for
other tumors. Tables I and II summarize the results
of a few studies on single agent chemotherapy [7-12]
and combination treatment [13-18], respectively.
Despite the efforts of some authors, it remains an
impossible task to compare these trials because of
selection bias. Many studies show a worse survival
for patients with gallbladder carcinoma compared to

Table II. Phase II studies of combination chemotherapy in advanced biliary tract cancer.

Response Progression free Opverall survival
Location n rates (%) survival (months) (months)
Gemcitabine + oxalipatin
André et al. 2004 [13] Gallbladder 11 30
Intrahepatic CC 16 21 5.7 15.4
Extrahepatic CC 4 25
Gemcitabine +cisplatin
Kim et al. 2006 [14] Gallbladder 10 345 3 11
Non-gallbladder CC 19 ’
Gemcitabine + capecitabine
Riechelmann et al. 2007 [15] Gallbladder 27 29 6.2 12.7
Non-gallbladder CC 48 ‘ '
Capecitabine + oxaliplatin
Nehls et al. 2008 [16] Gallbladder 27 25 4.7 8.0
Intrahepatic CC 18 0 2.2 5.2
Extrahepatic CC 20 30 11.3 16.6
5FU/folinic acid +cisplatin
Taieb et al. 2002 [17] Gallbladder 10 34 6.5 95
Cholangiocarcinoma 19 ’ ’
S1 +cisplatin
Kim et al. 2008 [18] Gallbladder 16 30 4.8 8.7
Non-gallbladder CC 35 ' '

CC: cholangiocarcinoma.
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Table III. Randomized phase II studies of combination chemotherapy in advanced biliary tract cancer.

Response Progression free Overall survival
Chemotherapy n rates (%) survival (months) (months)

Kornek et al. 2004 [19] MMC +gemcitabine 25 20 4.2 6.7

MMC +capecitabine 26 31 5.3 9.25
Ducreux et al. 2005 [20] 5-FU 29 7.1 3.3 5.0

5FU/FA +cisplatin 29 19 3.3 8.0
Rao et al. 2005 [21] Epirubicin +cisplatin +5-FU 27 19.2 5.2 9.02

5FU+ FA +etoposide 27 15 7.3 12.03

CC: cholangiocarcinoma; MMC: mitomycin C; 5-FU: 5-fluorouracil; FA: folinic acid.

those with extrahepatic cholangiocarcinoma. In one
study with the combination of capecitabine and
oxaliplatin, no responses were noted for intrahepatic
cholangiocarcinoma, while 27% of patients with other
locations had a response [16]. In future phase III
studies, patients should be stratified according to
location of the primary tumor.

There are only three randomized studies in the
setting of advanced biliary tract cancer, and these
are summarized in Table III [19-21]. The first study
compared two mitomycin C (MMC) combinations
and suggested a better activity of MMC + capecita-
bine than for MMC +gemcitabin [19]. The EORTC
trial [20] showed a higher response rate for the
combination of cisplatin, 5-FU and folinic acid versus
high dose 5-FU, at the cost of more toxicity. The third
study was underpowered to show a difference between
the two arms [21].

Based on the current literature, it is clear that
there are several options that can be proposed for
patients with advanced biliary tract cancer. Patients
with a good performance status can benefit from
combination chemotherapy, which consists of two
of the following drugs: gemcitabine, 5-FU/FA (or
capecitabine) or a platinum analog. These schedules
may yield response rates between 20% and 30% and
offer median survival rates of 8-12 months. Patients
with gallbladder cancer or intrahepatic cholangiocar-
cinoma do worse compared to those with the extra-
hepatic cancer locations.

Targeted therapy for advanced biliary tract
cancer

Recently, more insights have been gathered on the
biology of bile duct cancer, which can occur anywhere
on the path between the finest ramifications of the
bile duct tree towards the ampulla from Vater. The
carcinogenic process includes the transformation of
normal bile duct cells or possibly stem cells — through
dysplastic lesions — towards cancer. Several abnorm-
alities in tumor suppressor genes (e.g. pl6, p27,
p53 ...) and oncogenes (beta-catenin, ERK, Ras,
c-neu ...) have been identified. Epidermal growth
factor receptor (EGFR) has been shown to be
activated by bile acids and induces cyclooxygenase-2

expression that may participate in the genesis and
progression of cholangiocarcinoma [22]. This increas-
ing knowledge has resulted in two phase II trials with
Her2-neu or EGFR inhibitors lapatinib or erlotinib,
which have shown little or no activity (0% and 8%
responses, respectively) in advanced biliary system
adenocarcinomas [23,24]. Interestingly, a small study
of cetuximab in 9 patients with tumor resistance to
gemcitabine and oxaliplatin (GEMOX) has shown the
possibility of reversal of resistance to GEMOX [25].

Multimodality treatment

A remarkable success of a neoadjuvant protocol from
the Mayo Clinic has been reported in patients with
unresectable hilar cholangiocarcinoma [26]. With the
use of pretreatment radiotherapy (including external
beam and brachytherapy) and subsequent capecita-
bine prior to liver transplantation, they could achieve
a 5-year actuarial survival of 82%. These results are
clearly better than the current results of surgery for
resectable cholangiocarcinoma. Only prospective and
randomized trials can define the respective contribu-
tion of the different components of the approach.

References

[1] de Groen PC, Gores GJ, LaRusso NF, Gunderson LL,
Nagorney DM. Biliary tract cancers. N Engl ] Med 1999;
341:1368-78.

[2] Jarnagin WR, Fong Y, DeMatteo RP, Gonen M, Burke EC,

Bodniewicz BS]J, et al. Staging, resectability, and outcome in

225 patients with hilar cholangiocarcinoma. Ann Surg 2001;

234:507-17.

Bakkevold KE, Arnesje B, Dahl O, Kambestad B. Adjuvant

combination chemotherapy (AMF) following radical resection

of carcinoma of the pancreas and papilla of Vater — Results of

a controlled, prospective, randomised multicentre study. Eur J

Cancer 1993;29:698-703.

Smeenk HG, van Eijck CH, Hop WC, Erdmann ], Tran KC,

Debois M, et al. Long-term survival and metastatic pattern of

pancreatic and periampullary cancer after adjuvant chemor-

adiation or observation: Long-term results of EORTC trial

40891. Ann Surg 2007;246:734-40.

Glimelius B, Hoffman K, Sjédén PO, Jacobsson G, Sellstrém

H, Enander LK, et al. Chemotherapy improves survival and

quality of life in advanced pancreatic and biliary cancer. Ann

Oncol 1996;7:593-600.

(3]

(4]

(5]



(el

(7]

(8]

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

Eckel F, Schmid RM. Chemotherapy in advanced biliary tract
carcinoma: A pooled analysis of clinical trials. Br J Cancer
2007;96:896-902.

Chen JS, Jan YY, Lin YC. Weekly 24 h infusion of high-dose
5-fluorouracil and leucovorin in patients with biliary tract
carcinomas. Anticancer Drugs 1998;9:393-7.

Choi CW, Choi IK, Seo JH. Effects of 5-fluorouracil and
leucovorin in the treatment of pancreatic-biliary tract adeno-
carcinomas. Am J Clin Oncol 2000;23:425-8.

Kubicka S, Rudolph KL, Tietze MK, Lorenz M, Manns M.
Phase II study of systemic gemcitabine chemotherapy for
advanced unresectable hepatobiliary carcinomas. Hepatogas-
troenterology 2001;48:783-9.

Gallardo JO, Rubio B, Fodor M, Orlandi L, Yanez M,
Camargo C, et al. A phase II study of gemcitabine in
gallbladder carcinoma. Ann Oncol 2001;12:1403-6.

Park JS, Oh SY, Kim SH, Kwon HC, Kim ]S, Jin-Kim H,
et al. Single-agent gemcitabine in the treatment of advanced
biliary tract cancers: A phase II study. Japan J Clin Oncol
2005;35:68-73.

Ueno H, Okusaka T, Ikeda M, Takezako Y, Morizane C.
Phase II study of S-1 in patients with advanced biliary tract
cancer. Br J Cancer. 2004;91:1769-74.

André T, Tournigand C, Rosmorduc O, Provent S, Main-
drault-Goebel F, Avenin D, et al. Gemcitabine combined with
oxaliplatin (GEMOX) in advanced biliary tract adenocarci-
noma: A GERCOR study. Ann Oncol 2004;15:1339-43.
Kim ST, Park JO, Lee ], Lee KT, Lee JK, Choi SH, et al.
A phase II study of gemcitabine and cisplatin in advanced
biliary tract cancer. Cancer 2006;106:1339-46.

Riechelmann RP, Townsley CA, Chin SN, Pond GR, Knox JJ.
Expanded phase II trial of gemcitabine and capecitabine for
advanced biliary cancer. Cancer 2007;110:1307-12.

Nehls O, Oettle H, Hartmann JT, Hofheinz RD, Hass HG,
Horger MS, et al. Capecitabine plus oxaliplatin as first-line
treatment in patients with advanced biliary system adenocar-
cinoma: A prospective multicentre phase II trial. Br J Cancer
2008;98:309-15.

Taieb J, Mitry E, Boige V, et al. Optimization of 5-fluorouracil
(5-FU)/cisplatin combination chemotherapy with a new
schedule of leucovorin, 5-FU and cisplatin (LV5FU2-P regi-
men) in patients with biliary tract carcinoma. Ann Oncol
2002;13:1192-6.

(18]

(19]

(20]

(21]

(22]

(23]

[24]

(25]

(26]

Chemotherapy and biliary tract cancer 167

Kim Y], Im SA, Kim HG, Oh SY, Lee KW, Choi IS, et al.
A phase II trial of S-1 and cisplatin in patients with metastatic
or relapsed biliary tract cancer. Ann Oncol 2008;19:99-103.

Kornek GV, Schuell B, Laengle F, Gruenberger T, Penz M,
Karall K, et al. Mitomycin C in combination with capecitabine
or biweekly high-dose gemcitabine in patients with advanced
biliary tract cancer: A randomised phase II trial. Ann Oncol
2004;15:478-83.

Ducreux M, Van Cutsem E, Van Laethem JL, Gress TM,
Jeziorski K, Rougier P, et al. A randomised phase II trial of
weekly high-dose 5-fluorouracil with and without folinic acid
and cisplatin in patients with advanced biliary tract carcinoma:
Results of the 40955 EORTC trial. Eur J Cancer 2005;41:
398-403.

Rao S, Cunningham D, Hawkins RE, Hill ME, Smith D,
Daniel F, et al. Phase III study of 5FU, etoposide and
leucovorin (FELV) compared to epirubicin, cisplatin and
5FU (ECF) in previously untreated patients with advanced
biliary cancer. Br J Cancer 2005;92:1650-4.

Yoon JH, Higuchi H, Werneburg NW, Kaufmann SH, Gores
GJ. Bile acids induce cyclooxygenase-2 expression via the
epidermal growth factor receptor in a human cholangiocarci-
noma cell line. Gastroenterology 2002;122:985-93.

Philip PA, Mahoney MR, Allmer C, Thomas J, Pitot HC, Kim
G, et al. Phase II study of erlotinib in patients with advanced
biliary cancer. J Clin Oncol 2006;24:3069-74.

Ramanathan RK, Belani CP, Singh DA, Tanaka M, Lenz HJ,
Yen Y, et al. Phase II study of lapatinib, a dual inhibitor of
epidermal growth factor receptor (EGFR) tyrosine kinase 1
and 2 (Her/2-neu) in patients (pts) with advanced biliary tree
cancer (BTC) or hepatocellular cancer (HCC). A California
consortium (CCC-P) trial. Proc Am Soc Clin Oncol 2006;24:
18S (abstract 4010).

Paule B, Herelle MO, Rage E, Ducreux M, Adam R, Guettier
C, et al. Cetuximab plus gemcitabine-oxaliplatin (GEMOX)
in patients with refractory advanced intrahepatic cholangio-
carcinomas. Oncology 2007;72:105-10.

Rea DJ, Heimbach JK, Rosen CB, Haddock MG, Alberts SR,
Kremers WK, et al. Liver transplantation with neoadjuvant
chemoradiation is more effective than resection for hilar
cholangiocarcinoma. Ann Surg 2005;242:451-8.



