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Introduction

<Bertuccio et al. 2013. Ann Oncol>

- Extrahepatic cholangiocarcinoma is a group of perihilar

(Klatskin tumor) and distal cholangiocaricinoma

- Epidemiologic feature 

: account for 80% of cholangiocarcinomas

: ASMR of extrahepatic CCCa was reported to be decreased

: 9th in incidence and 8th in mortality, Korea



Adjuvant chemotherapy for extrahepatic bile duct cancer

- The role of adjuvant therapy is poorly defined 

: Most of the evidence of adjuvant therapy from small sized 

retrospective studies. 

:  these studies often combined patients with gallbladder and bile duct 

cancers

<NCCN guideline 2018 ver.1>



- The sole phase III randomized trial with 5-FU/Mit-C was failed to 
prove the benefit of adjuvant chemotherapy except GB cancer

<Tanaka et al. 2004. Cancer>

- A meta-analysis showed benefit of chemotherapy or chemoradiation
therapy in extrahepatic cholangiocarcinoma, especially in N1 disease, 
R1 resection

<Overall>

<Node positive>

<R1 resection>
<Horgan et al. 2012. JCO>



- Several retrospective studies showed benefit of chemoradiation
therapy as adjuvant treatment

: superior in locoregional control and disease free survival 

<Kim TH et al. Int J Radiat Oncol Biol Phys 2011;81:e853-859>



- In summary of adjuvant treatment for extrahepatic cholangiocarcinomas, 

: adjuvant therapy is associated with improvement of OS compared with 

surgery alone

: chemotherapy or chemoradiotherapy was associated with statistically 

greater benefit than RT alone

: the most greatest benefit can be expaceted in patients with lymph node 

positive disease and R1 resection



Palliative chemotherapy for extrahepatic bile duct cancer

- Gemcitabine and cisplatin combination chemotherapy is the gold 

standard for advanced extrahepatic cholangiocarcinoma

: Among 410 cases, about 57% (241 cases) were cholangiocarcinoma

: median OS of gem/cisplatin was superior to gem. alone (11.7 vs. 8.1 

mon)



- The 95% of CI of harzard ration for death crossed one for the 

extrahepatic cholangiocarcinomas (pCCCA:0.4-1.23,  dCCCa:0.3-

1.03)



Novel treatment for extrahepatic bile duct cancer

- Molecular profiling studies have better delinated the genomic and 

transcritomic landscape of cholangiocarcinomas

- In 2015, comprehensive WES and transcriptome sequencing with 

260 patients of BTC (145 with iCCCa, 86 with eCCCa and 28 with 

GB cancers)

: revealed potentially targetable genetic driver alterations in ~ 40% 



- The poorest subgroup showed positive enrichment for genes 

involved in the immune system

- And hypermuated cases, where the high mutation load created 

abundant tumor-specific neoantigens, were significantly enriched in 

this subgroup



- According to the finding of molecular profiling studies, many 

clinical or preclinical trials with target agents or immune check 

point inhibitors have been ongoing



FGFR fusions targeted treatment for 
cholangiocarcinoma

- FGFR fusion genes were found in up to 17% of intrahepatic 

cholangiocarcinomas

- FGFR fusion can induce ligand independent FGFR 

autophosphorylation and activation of MAPK signaling

- The presence of FGFR fusions can predict FGFR inhibitor

- In interim analysis of a panFGFR inhibitor, BGJ398, DCR was 82% 

(3 patients of partial response, 15 of stable disease among 22 

patients, [NCT02150967])



- One of the common risk factor of cholangiocarcinoma is the viral or 

bacterial infections, which have definite association with better 

response to immune check point inhibitor

- Transcriptome sequencing and clustering of gene-expression 

profiles revealed a subgroup of patients with high tumor specific 

neoantigens and higher expression of PD-L1 

- In KEYNOTE-028 trial of biliary tract cancer cohort, 

: 42% of all cancer (N=87) was positive for IHC of PD-L1 

: ORR was 17% and tumor stabilization rate was 34% (N=24)

- Now, phase II basket trial including 100 cases of biliary tract cancer 

(KEYNOTE-158; NCT02628067) has been ongoing

Immunotherapy for cholangiocarcinoma
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Take home message

- Extrahepatic cholangiocarcinoma is the most common subtype of 

cholangiocarinoma and still hard to be overcome

- Adjuvant therapy is benefitial, but which is better b/w 

chemotherapy or chemoradiotherapy should be validated

- In palliative setting, gemcitabine/cisplatin can be the standard first 

line treatment, but targeted treatment including immune check point 

inhibitors are waiting for the promising data


