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Neoadjuvant and Adjuvant Chemotherapy for Cholangiocarcinoma
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Cholangiocarcinoma consists of a heterogeneous group of aggressive and rare
malignancies that arise from the bile ducts outside or inside the liver. Although
surgical resection remains the only potential curative treatment option for patients
with cholangiocarcinoma, curative surgery is only possible in a small number of

cases. Furthermore, recurrence rates are high even among patients who undergo
surgical resection. Unfortunately, a significant proportion of patients present with
locally advanced, unresectable disease. Recently, neoadjuvant chemotherapy has
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emerged as a promising method to identify patients with poor prognosis, avoiding

pathological and non-therapeutic resection, as well as potentially downstaging
tumors which cannot be resected initially. This therapeutic strategy has the potential
to improve local and distant control, to achieve RO resection and to prevent distant
metastasis. However, few data are currently available supporting neoadjuvant
chemotherapy in cholangiocarcinoma and several questions remains unanswered.
Adjuvant chemotherapy is administered after surgery to eradicate any remaining
cancer cells with the goal of reducing the chances of recurrence. And chemotherapy
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is also frequently used in cholangiocarcinoma as an adjunct to surgical resection, but

the appropriate sequence of chemotherapy with surgery is unclear.
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p=0.02). =5k, OS JA| L3-S S TH40 m vs. 33 m;
hazard ratio, 0.78; 95% confidence interval, 0.64-0.94; p=0.01).
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A
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Table 1. Previous studies related to neoadjuvant chemotherapy in cholangiocarcinoma

Study Study type Chemotherapy Sasl:;zle Conv:‘::i:;“ tst:sis:acltion/ Tumor condition
Kato et al.® (2013) Retrospective Gemcitabine 22 37% (8/22) Locally advanced or unresectable
Kato et al’ (2015) Retrospective ~ Gemcitabine+cisplatin 39 26% (10/39) Locally advanced or unresectable
Le Roy et al.” (2018) Retrospective Gemcitabine+oxaliplatin 74 53% (39/74) Locally advanced or unresectable
Yadav et al.” (2019) Retrospective N/A 1,450 RO: 71.2% vs. 61.6%, p=0.02 Stage I-Ill cholangiocarcinoma

Gemcitabine+cisplatin
Chaudhari et al." (2018)  Prospective or 160
Gemcitabine-+oxaliplatin

0S:40 m vs. 33 m, p=0.01

R0: 41.2% (66/160) Locally advanced or borderline resectable

0S, overall survival; N/A, not available.
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Table 2. Ongoing clinical trials for neoadjuvant chemotherapy in cholangiocarcinoma

Clinical trial Tumor site Phase No. of patients Neoadjuvant treatment
NCT03673072 GBC, CCA Phase Ill 300 Gemcitabine-+cisplatin

NCT03603834 CCA Phase Il 25 mFOLFOXIRI

NCT04308174 GBC, CCA Phase I 45 Gemcitabine+cisplatin+durvalumab

NCT03579771 Intrahepatic CCA Phase Il 34 Gemcitabine+cisplatin+nabpaclitaxel

GBC, gallbladder cancer; CCA, cholangiocarcinoma; mFOLFOXIRI, modified folinic acid, 5-fluorouracil, oxaliplatin and irinotecan.

Korean J Pancreas Biliary Tract 2022;27(3):111-115 113



5-FU+oxaliplatin, capecitabine+oxaliplatin,
gemcitabine-+capecitabine 5-0] =M ¥t} SFA| Rk o} 2] A1) §FoF
A= adpel ofA 29kl Higt JFA7E HE Aol
% 3ol g o] a4l Phase III BILCAP ¢ 1& 17
HHY Aol A 67 7R A mE Hadtth 9], F
0|7} gl Fafol A= 12 3ok 2] =7} UIE T, Category

122 capecitabineS A A3t}

t

=3

R=
gaere Bopol AR 9 Ao] whet SR H oz
thFstal, A& vhe =3 o] F Ao s A A¥ F
Qe $e 5 RO EAA FHoj o]5o] 9laL, A w | A
F710] AA A e A S S 7195 st B w4
3P4 Tt #A1o] downstagingS E39f &2 Ag
7FestAl & 4= ATk SRR ob A7 A v 34
WA O] §lof EE X &S AAISH |= o2& A oftt
Fu T EE g ¥ g ol bRt 34
A AT7F DY AR, oF2] BILCAP A+-7to] AHE£-2)
ol FUSHA EAFUAT. sHARE, @A Y T
5

gemcitabine+capecitabine, gemcitabine+cisplatin 5-2] JAF<d
Aol whet & shke] A 7 FAlo] A 4= & Aol

O OF
i 5

Hor2 7H e} o F dhttof| A A S o] TG R
A AAleo] §-Uet A7 FA oo 2 A9 3k Qo]
Bt o 57t o= = B4 mE H HY)E e Bt
ofye}, o & Ao EFo] E AL=E 7|ttt A
IR NA s T R Y 8HS PEES B
Ao R deA Sty g Fof Jaere] A3 38t o)
e R oo digh 24l AAd 9 F Aol o sl
ol&al7| & 7|t gttt
=2 MO e, M ot X a5 F HE Y K=

Conflicts of Interest
The author has no conflicts to disclose.

114  https://doi.org/10.15279/kpba.2022.27.3.111

ORCID

Hee Seung Lee https://orcid.org/0000-0002-2825-3160

REFERENCES

1. Banales JM, Marin JJG, Lamarca A, et al. Cholangiocarcinoma 2020:
the next horizon in mechanisms and management. Nat Rev Gastro-
enterol Hepatol 2020;17:557-588.

2. Brindley PJ, Bachini M, llyas SI, et al. Cholangiocarcinoma. Nat Rev
Dis Primers 2021;7:65.

3. Cillo U, Fondevila C, Donadon M, et al. Surgery for cholangiocarci-
noma. Liver Int 2019;39 Suppl! 1(Suppl Suppl 1):143-155.

4. Sano T, Shimizu Y, Senda Y, Kinoshita T, Nimura Y. Assessing resect-
ability in cholangiocarcinoma. Hepat Oncol 2014;1:39-51.

5. Dondossola D, Ghidini M, Grossi F, Rossi G, Foschi D. Practical review
for diagnosis and clinical management of perihilar cholangiocarci-
noma. World J Gastroenterol 2020;26:3542-3561.

6. Shroff RT, Kennedy EB, Bachini M, et al. Adjuvant therapy for resected
biliary tract cancer: ASCO clinical practice guideline. J Clin Oncol
2019;37:1015-1027.

7. Razumilava N, Gores GJ. Cholangiocarcinoma. Lancet 2014;383:2168-
2179.

8. Kato A, Shimizu H, Ohtsuka M, et al. Surgical resection after down
sizing chemotherapy for initially unresectable locally advanced biliary
tract cancer: a retrospective single-center study. Ann Surg Oncol
2013;20:318-324.

9. Kato A, Shimizu H, Ohtsuka M, et al. Downsizing chemotherapy for
initially unresectable locally advanced biliary tract cancer patients
treated with gemcitabine plus cisplatin combination therapy followed
by radical surgery. Ann Surg Oncol 2015;22(Suppl 3):51093-51099.

10. Yadav S, Xie H, Bin-Riaz I, et al. Neoadjuvant vs. adjuvant chemo-
therapy for cholangiocarcinoma: a propensity score matched analysis.
Eur J Surg Oncol 2019;45:1432-1438.

11. Chaudhari VA, Ostwal V, Patkar S, et al. Outcome of neoadjuvant
chemotherapy in “locally advanced/borderline resectable” gallbladder
cancer: the need to define indications. HPB (Oxford) 2018;20:841-
847.

12. Le Roy B, Gelli M, Pittau G, et al. Neoadjuvant chemotherapy for
initially unresectable intrahepatic cholangiocarcinoma. Br J Surg
2018;105:839-847.

13. Horgan AM, Amir E, Walter T, Knox JJ. Adjuvant therapy in the treat-
ment of biliary tract cancer: a systematic review and meta-analysis. J
Clin Oncol 2012;30:1934-1940.

14. Ebata T, Hirano S, Konishi M, et al. Randomized clinical trial of
adjuvant gemcitabine chemotherapy versus observation in resected
bile duct cancer. Br J Surg 2018;105:192-202.

15. Edeline J, Benabdelghani M, Bertaut A, et al. Gemcitabine and



Hee Seung Lee -

oxaliplatin chemotherapy or surveillance in resected biliary tract observation in resected biliary tract cancer (BILCAP): a randomised,
cancer (PRODIGE 12-ACCORD 18-UNICANCER Gl): a randomized controlled, multicentre, phase 3 study. Lancet Oncol 2019;20:663-
phase IlI study. J Clin Oncol 2019;37:658-667. 673.

16. Primrose JN, Fox RP, Palmer DH, et al. Capecitabine compared with

Korean J Pancreas Biliary Tract 2022;27(3):111-115 115



