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Abstract

Background: Biliary tract cancer is a rare malignancy that carries poor prognosis. Complete surgical resection is the
only curable treatment. However, biliary tract cancer patients are often diagnosed with advanced stages and treated in
systemic chemotherapy or palliative treatment settings rather than curative surgery.

Case presentation: This case report describes a pathological complete response of advanced biliary tract cancer
achieved after 2 years of intensive combined chemotherapy with gemcitabine and S-1. A 70-year-old female patient who
developed severe stenosis in the middle common bile duct with para-aortic lymph nodes swelling was diagnosed with
advanced extrahepatic biliary tract cancer that includes metastatic para-aortic lymph nodes and treated with combined
chemotherapy of gemcitabine and S-1. After 32 courses of the combined chemotherapy, substantial shrinkage of these
enlarged lymph nodes were confirmed and she underwent pylorus-preserving pancreaticoduodenectomy. The
pathological examination revealed no viable neoplastic cells in the common bile duct or lymph nodes. She did not
receive any further adjuvant chemotherapy. No recurrent lesions have been detected for 48 months after the primary
surgery.

Conclusions: This case shed light on the probability of conversion and/or adjuvant surgery for biliary tract cancer with
novel systemic chemotherapy regimens.
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Background
Biliary tract cancer (BTC) is rare and often aggressive
malignancy. BTC includes four distinct categories of
adenocarcinoma intrahepatic cholangiocarcinoma, extra-
hepatic cholangiocarcinoma, gallbladder cancer (GBC),
and ampullary carcinoma. Complete surgical resection
only offers patients a chance for cure. However, even if
curative intent surgery is applied to resectable BTC pa-

tients, 5-year survival rates still remain low: 33.1% for
bile duct cancer, 52.8% for ampullary cancer, and 41.6%
for gallbladder cancer [1]. BTC patients are often diag-
nosed with advanced stages in which tumor metastasizes
to distant organs or involves adjacent tissue and treated
with systemic chemotherapy. Gemcitabine has been the
mainstay of the systemic chemotherapy treatment of bil-
iary tract cancer. Moreover, recent advances in develop-
ment of chemotherapy regimens have gained additional
survival benefits for advanced BTC patients. The com-
bination of gemcitabine (GEM) and cisplatin (GC ther-
apy) has begun to be considered as the standard of care
for BTC treatment. Meanwhile, S-1 is often used as
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second-line treatment for advanced BTC that is refrac-
tory to GEM treatment. The use of the combined
chemotherapy of GEM and S-1 for advanced BTC has
been examined recently and shown favorable results.
This case report describes that a pathological complete
response was obtained by curative surgery after 32
courses of combined chemotherapy of GEM and S-1 for
a patient who was diagnosed with extrahepatic biliary
tract cancer with para-aortic lymph node metastasis.

Case presentation
A 70-year-old female patient was admitted to the hospital
because of 2 weeks of persisting epigastric discomfort. She
had medical history of untreated choledocolithiasis for
4 years. Physical examination was only remarkable for ten-
derness in the right upper quadrant area. The patient’s
white blood cell count was 5500/μl, hemoglobin was
12.4 g/dl, and platelet count was 190,000/μl. Any disorders
for liver function tests were not detected. Serum bilirubin
level was also within normal range. Serum tumor marker
values such as CEA and CA 19-9 were not elevated. How-
ever, CRP was elevated to 4.8 mg/dl. CT scan revealed
dilatation of intra and extra hepatic bile ducts, gallbladder
stones and gallbladder wall thickness. No mass lesions in
the head of the pancreas or in the biliary tract were de-
tected except for enlarged swollen intra abdominal and
para-aortic lymph nodes (Fig. 1a, b). Given these findings,
she was initially diagnosed with acute cholecystitis. Al-
though percutaneous transhepatic gallbladder drainage
(PTGBD) was safely performed, common bile duct was
not radiographically visualized. Magnetic response cholan-
giopancreatograpy (MRCP) showed severe stenosis in the
middle extrahepatic bile duct with dilatation of the intra-
hepatic bile ducts (Fig. 2). Histological diagnosis of adeno-
carcinoma of the middle extrahepatic bile duct was made
by endoscopic transpapillary bile duct biopsy (Fig. 3). A
covered self-expandable metallic stent (ZENOSTENT cov-
ered 10 mm× 80 mm; Zeon Medical Inc., Tokyo, Japan)
was placed endoscopically. Based on these findings, she
was diagnosed with BTC with para-aortic lymphnodes
metastasis and treated with a combined chemotherapy

regimen of GEM and S-1. 1000 mg/m2 of GEM was intra-
venously administered at day 1 and 8, and 80 mg/day of S-
1 was orally given for 14 days followed by 7 days of rest,
repeated every 3 weeks. After the six courses, enlarged
para-aortic lymph nodes began to shrink. Adverse effects
included grade 2 suppression of bone marrow function,
hair loss, and GI symptoms such as diarrhea, and vomiting
that were tolerable and managed by reducing administra-
tion dose to 80% of the initial dosage without discontinu-
ation of the chemotherapy.
Finally after 32 courses of the combined chemother-

apy, many enlarged lymph nodes were reduced by more
than 50% in diameter (Fig. 4a, b). The patient agreed to
undergo curative intent surgery 2 months after the final
dose administration. Peritoneal lavage cytology did not
detect any adenocarcinoma cells. Intra operative frozen
section analysis of para-aortic lymph node station 16b1
did not detect any tumor cells, either. Therefore,
pylorus-preserving pancreaticoduodenectomy was safely
performed. Hepatic duct was transected at the level of
1.0 cm below the union of left hepatic duct and right

Fig. 1 a An abdominal CT scan image shows dilatation of intrahepatic biliary duct. No mass lesions are seen in the liver. b A CT scan image
shows multiple para-aortic lymph nodes swelling and multiple gallbladder stones with gallbladder wall thickness

Fig. 2 A MRCP image shows sever stenosis in the middle common
bile duct (arrow). Gallbladder was not clearly visualized
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hepatic duct. Twenty-seven lymph nodes including sta-
tions 6, 8a, 12a, 12p, 13a, 13b, 16inter, 16b1, and17a were
harvested. Pathological examination of the resected speci-
men showed no residual neoplastic cells in bile duct,
cystic duct, and gallbladder. Fibrosis in the bile duct with
the presence of plasma cells and macrophages was ob-
served (Fig. 5a–c). Para-aortic lymph node specimens also
showed replacement fibrosis and aggregates of macro-
phages, but did not show any residual tumor cells. (Fig. 6a,
b). Postoperative complications included grade B pancre-
atic fistula that was treated conservatively. The patient
was discharged on postoperative day 45. The patient did
not agree to receive adjuvant chemotherapy. 48 months
after the surgery, the patient is in a good condition, and
no suspicious recurrent lesions have been detected.

Discussion
For those whose stage is beyond the scope of curative sur-
gery, systemic chemotherapy is chosen to apply. GEM has
achieved improved response rates and survival benefit
since its approval for BTC treatment [2–4]. For example,
GEM-based chemotherapy such as GC therapy achieves
good antitumor activity. Recent results from a multicenter,
randomized phase III trial, the UK ABC-02 trial that eval-
uated GEM with or without cisplatin in patients with ad-
vanced or metastatic BTC have demonstrated a clear
survival advantage (hazard ratio 0.68, P = 0.002) for the
combination of GEM and cisplatin (GC regimen) without
added clinically intolerable toxicity [5]. A Japanese multi-
center phase III trial using the same regimen has also
shown favorable results consistent with the result of ABC-

Fig. 3 Endoscopic transpapillary bile duct biopsy specimen shows infiltration of poorly differentiated adenocarcinoma cells beyond muscularis mucosa
a low power field image, b high power field image

Fig. 4 Abdominal CT images scan showing swollen regional lymph nodes before chemotherapy (a, b), and after 32 courses of chemotherapy (c, d).
Maximal diameter measurements of the regional lymph nodes were decreased by more than 50%: from 20 mm before chemotherapy (a) to 5 mm
after chemotherapy (c) for celiac lymph node #9 and from 20 mm before chemotherapy (b) to 8 mm after chemotherapy (d) for para-aortic lymph
node #16a2 inter
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02 study: the median survival and overall response rate of
GC vs. GEM alone were 11.2 vs. 7.7 months and 19.5 vs.
11.9%, respectively [6]. Along with these results, GC regi-
men has been considered as new standard regimen for ad-
vanced BTC. Meanwhile, S-1 is an oral fluoropyrimidine
anticancer drug designed to enhance the anticancer activ-
ity of fluorouracil and reduce its gastrointestinal toxicity
[7]. S-1 monotherapy has already shown its anticancer ef-
fect against BTC with a 35% of response rate [8]. Based on
this result, in 2013, a multicenter phase II study that com-
pares GEM alone, and a combination chemotherapy with
GEM and S-1 (GS regimen) was conducted, reporting that
GS regimen showed a 36.4% response rate and mild tox-
icity for patients with advanced biliary tract cancer [9]. A
comparison study between GS and GC regimens for ad-
vanced BTC is currently ongoing in a randomized setting
(JCOG1113, UNIM000010667).
On the other hand, data is derived from small

retrospective trials and case reports about neoadju-
vant and conversion chemotherapy of BTC. Kato et al.

revealed that GEM regimen is able to downsize tu-
mors towards resectable stages and lead to produce
more R0 resections than the control group [10]. A
few cases of successful conversion chemotherapy from
initially unresectable BTC to resectable have been re-
ported [11–13]. No general consensus about this issue
has been made.
The most astonishing point in this case report is the

achievement of pCR both in the primary tumor lesion
and metastatic lymph nodes, although preoperative diag-
nosis was not made. Preoperative CT evaluation de-
tected 13 lymph nodes, maximum short axis diameter
(MSAD) of which is larger than 10 mm. The shapes of
these lymph nodes are irregular round rather than flat
shape. MSAD of lymph node station 8a was 30 mm.
Nodal enlargement of station 16b1 was also found. Al-
though there is no agreement on the definition of the
threshold of nodal enlargement for metastasis, findings
such as total numbers of enlarged nodes, MSAD, and
wide spread of nodal enlargements strongly suggested

Fig. 5 Macrographs of the resected specimen show erosion of biliary mucosa and disappearance of biliary mucosa cells in the middle common
bile duct (a, b). Histopathological examination reveals no residual cancer cells in the middle common bile duct (c)

Fig. 6 Resected lymph node shows fibrosis with histiocyte infiltration (a, b)
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lymph node metastasis rather than nodal enragement
caused by cholecystitis. Furthermore, the presence of scar-
ring without tumor cells in the harvested lymph node spe-
cimen most likely represents complete response to
chemotherapy. Previous reports addressed pathological
complete response after chemotherapy for advanced BTC.
In a single center phase II study that evaluated combin-
ation chemotherapy of GEM and oxaliplatin (OXIGEM)
for advanced GBC patients, Sharma et al. [14] reported
one pCR. Another case report also showed one pCR case
of BTC with five courses of the OXIGEM regimen [15].
Walker et al. reported that a case of pCR for locally ad-
vanced common bile duct (CBD) cancer was achieved
with GC regimen [16]. Lim et al. also reported that GS
regimen produced pathological complete response for
CBD cancer and radiographic disappearance of liver me-
tastasis [17]. However, none of these reports achieved
pCR of the metastatic lesion along with the primary lesion
as described in this report. This patient was not initially
treated in the neoadjuvant setting. Overwhelming re-
sponse made her switch to undergo curative intent sur-
gery after 2 years of the chemotherapy treatment. It might
be possible that this patient had unique cancer profile and
responded to the chemotherapy very well.

Conclusions
We experienced a patient with advanced BTC who was
treated with GEM plus S-1 and achieved pCR. GS regi-
men may be applicable for advanced BTC. Further cases
treated with GS regimen are needed to evaluate its efficacy
as conversion chemotherapy regimen for advanced and
unresectable BTC.

Abbreviations
BTC: Biliary tract cancer; CA 19-9: Carbohydrate antigen 19-9; CBD: Common bile
duct; CEA: Carcinoembryonic antigen; CRP: C-reactive protein; CT: Computed
tomography; GC: Gemcitabine and cisplatin; GEM: Gemcitabine; GS: Gemcitabine
and S-1; JCOG: Japan Clinical Oncology Group; MRCP: Magnetic response
cholangiopancreatography; MSAD: The maximum short axis diameter; OR: Odds
ratio; pCR: Pathologic complete response; PTGBD: Percutaneous transhepatic
gallbladder drainage

Acknowledgements
None

Authors’ contributions
WT gathered the patient’s data and wrote the manuscript. FJ treated the
patient in the outpatient chemotherapy settings. SM, SY, and WT
participated in the surgery. All authors except KH had a hand in the daily
medical treatment for the case. KH is responsible for cystopathological and
histopathological diagnosis for the case. FJ and ON discussed the data with
WT and helped to draft the manuscript. SM represented our surgical
department and supervised the writing of the manuscript. All authors
significantly contributed to this study and approved the final manuscript.

Competing interests
FJ receives research funds, honoraria, and advisory fees from Taiho
Pharmaceutical, Eli Lilly Japan.
SM receives research funds from Taiho Pharmaceutical, Eli Lilly Japan.

Consent for publication
Written informed consent was obtained from the patient for publication of
this case report and any accompanying images.

Author details
1Department of Surgery, Kyorin University School of Medicine, 6-20-2
Shinkawa, Mitaka, Tokyo 181-8611, Japan. 2Department of Medical Oncology,
Kyorin University School of Medicine, Tokyo, Japan. 3Department of
Pathology, Kyorin University School of Medicine, Tokyo, Japan.

Received: 14 June 2016 Accepted: 6 February 2017

References
1. Miyakawa S, Ishihara S, Horiguchi A, Takada T, Miyazaki M, Nagakawa T.

Biliary tract cancer treatment: 5,584 results from the Biliary Tract Cancer
Statistics Registry from 1998 to 2004 in Japan. J Hepatobiliary Pancreat Surg.
2009;16:1–7.

2. Okusaka T, Ishii H, Funakoshi A, Yamao K, Ohkawa S, Saito S, Saito H,
Tsuyuguchi T. Phase II study of single-agent gemcitabine in patients with
advanced biliary tract cancer. Cancer Chemother Pharmacol. 2006;57(5):647–53.
Epub 2005 Sep 2.

3. Penz M, Kornek GV, Raderer M, et al. II trial of two-weekly gemcitabine in
patients with advanced biliary tract cancer. Ann Oncol. 2001;12:183–6.

4. Lin MH, Chen JS, Chen HH, Su WC. A phase II trial of gemcitabine in the
treatment of advanced bile duct and periamullar carcinomas.
Chemotherapy. 2003;49:154–8.

5. Valle J, Wasan H, Palmer DH, Cunningham D, Anthoney A, Maraveyas A,
et al. ABC-02 Trial Investigators. Cisplatin plus gemcitabine versus
gemcitabine for biliary tract cancer. N Engl J Med. 2010;362:1273–81. doi:10.
1056/NEJMoa0908721.

6. Okusaka T, Nakachi K, Fukutomi A, Mizuno N, Ohkawa S, Funakoshi A, et al.
Gemcitabine alone or in combination with cisplatin in patients with biliary
tract cancer: a comparative multicentre study in Japan. Br J Cancer. 2010;
103:469–74. doi:10.1038/sj.bjc.6605779. Epub 2010 Jul 13.

7. Shirasaka T, Shimamoto Y, Ohshimo H, Yamaguchi M, Kato T, Yonekura K, et al.
Development of a novel form of an oral 5-fluorouracil derivative (S-1) directed
to the potentiation of the tumor selective cytotoxicity of 5-fluorouracil by two
biochemical modulators. Anticancer Drugs. 1996;7:548–57.

8. Furuse J, Okusaka T, Boku N, Ohkawa S, Sawaki A, Masumoto T, et al. S-1
monotherapy as first-line treatment in patients with advanced biliary tract
cancer: a multicenter phase II study. Cancer Chemother Pharmacol. 2008;62:
849–55. doi:10.1007/s00280-007-0673-7. Epub 2008 Jan 23.

9. Morizane C, Okusaka T, Mizusawa J, Takashima A, Ueno M, Ikeda M, et al.
Randomized phase II study of gemcitabine plus S-1 versus S-1 in advanced
biliary tract cancer: a Japan Clinical Oncology Group trial (JCOG 0805).
Cancer Sci. 2013;104:1211–6. doi:10.1111/cas.12218. Epub 2013 Jul 25.

10. Kato A, Shimizu H, Ohtsuka M, Yoshidome H, Yoshitomi H, Furukawa K, et al.
Surgical resection after downsizing chemotherapy for initially unresectable
locally advanced biliary tract cancer: a retrospective single-center study. Ann
Surg Oncol. 2013;20:318–24.

11. Slupski MW, Szczylik C, Jasinski MK. Unexpected response to systemic
chemotherapy in case of primarily nonresectable advanced disseminated
intrahepatic cholangiocarcinoma. World J Surg Oncol. 2007;5:36.

12. Oshiro Y, Takahashi K, Sasaki R, Kondo T, Sakashita S, Ohkohchi N. Adjuvant
surgery for advanced extrahepatic cholangiocarcinoma. World J
Gastroenterol. 2013;19:6934–8. doi:10.3748/wjg.v19.i40.6934PMCID:
PMC3812497. Published online Oct 28, 2013.

13. Kim SH, Kim IH, Kim SW, Lee SO. Repetitive response to gemcitabine that
led to curative resection in cholangiocarcinoma. World J Gastroenterol.
2009;15:4593–5.

14. Sharma A, Mohanti B, Raina V, Shukla N, Pal S, Dwary A, et al. A phase II
study of gemcitabine and oxaliplatin (Oxigem) in unresectable gall bladder
cancer. Cancer Chemother Pharmacol. 2010;65:497–502. doi:10.1007/s00280-
009-1055-0. Epub 2009 Jul 3.

15. Moussata D, Bessayah A, Chauvenet M, Stroeymeyt K, Boschetti G, Cotte E,
et al. A pathologic complete response in the surgical specimen after systemic
chemotherapy for a gallbladder carcinoma. Cancer Res. 2012;5:106–8.

16. Walker EJ, Simko JP, Nakakura EK, Ko AH. A patient with cholangiocarcinoma
demonstrating pathologic complete response to chemotherapy: exploring the

Watanabe et al. Surgical Case Reports  (2017) 3:26 Page 5 of 6

http://dx.doi.org/10.1056/NEJMoa0908721
http://dx.doi.org/10.1056/NEJMoa0908721
http://dx.doi.org/10.1038/sj.bjc.6605779
http://dx.doi.org/10.1007/s00280-007-0673-7
http://dx.doi.org/10.1111/cas.12218
http://dx.doi.org/10.3748/wjg.v19.i40.6934PMCID:PMC3812497
http://dx.doi.org/10.3748/wjg.v19.i40.6934PMCID:PMC3812497
http://dx.doi.org/10.1007/s00280-009-1055-0
http://dx.doi.org/10.1007/s00280-009-1055-0


role of neoadjuvant therapy in biliary tract cancer. J Gastrointest Oncol. 2014;
5(6):E88–95. doi:10.3978/j.issn.2078-6891.2014.051.

17. Lim JH, Ryu JK, Choi YJ, Kwon J, Kim JY, Lee YB, et al. A case of common
bile duct cancer that completely responded to combination chemotherapy
of gemcitabine and TS-1. Gut Liver. 2013;7(3):371–6. doi:10.5009/gnl.2013.7.3.
371. Epub 2013 May 13.

Submit your manuscript to a 
journal and benefi t from:

7 Convenient online submission

7 Rigorous peer review

7 Immediate publication on acceptance

7 Open access: articles freely available online

7 High visibility within the fi eld

7 Retaining the copyright to your article

    Submit your next manuscript at 7 springeropen.com

Watanabe et al. Surgical Case Reports  (2017) 3:26 Page 6 of 6

http://dx.doi.org/10.3978/j.issn.2078-6891.2014.051
http://dx.doi.org/10.5009/gnl.2013.7.3.371
http://dx.doi.org/10.5009/gnl.2013.7.3.371

	Abstract
	Background
	Case presentation
	Conclusions

	Background
	Case presentation
	Discussion
	Conclusions
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Competing interests
	Consent for publication
	Author details
	References

