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Biliary Tract Cancer



● Biliary tract cancer (BTC) or cholangiocarcinoma, arises 
from the biliary epithelium:

○ Of  small ducts in the periphery of the liver 
(intrahepatic)

○ Main ducts of the hilum (extrahepatic), extending 
into the gallbladder 

● Incidence and epidemiology of biliary tract cancer are 
fluid and complex.
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Epidemiology Of Biliary Tract Cancer

● 3% of GI malignancy 
● Incidence: 

○ Intra-hepatic cholangiocarcinoma is 
increasing

○ Extra-hepatic cholangiocarcinoma is 
decreasing internationally
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Etiology

● Risk Factors

○ Primary sclerosing cholangitis

○ Parasites: Clonorchis infection 

○ Lynch syndrome: biliary papillomatosis

○ Cholelithiasis 

○ HCV infection 

○ Metabolic: DM, obesity
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Treatment Approach :

• Standard

– Operable candidate: surgery  adjuvant therapy

– Inoperable candidate: systemic therapy

• Variable approach in different centers 

– Locoregional therapy for IHC 

– Role of radiotherapy in adjuvant setting 

– Photodynamic therapy in EHC  
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First Line Therapy
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• RR=45% 
• G3-4 AE=58% (33% G3-4 neutropenia) 
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Second-line therapy & beyond 
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Molecular Drivers in BTC

● BTC- all share genomic aberrations in cell cycle regulators 
(specifically CDKN2B) and chromatin remodeling (ARID1A)

● IHCC feature FGFR fusions, IDH1/2 substitutions, BRAF 
substitutions, and MET amplifications with a low KRAS 
mutational frequency

● ERBB2 amplification and PIK3CA/mTOR pathway aberrations 

were more common in EHCC and gallbladder tumors.
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American Society of Clinical Oncology Educational Book 36 (May 19, 2016) e194-e203.



Oncogenic drivers in different subtype 
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Isocitrate dehydrogenase 1 (IDH1) variations occur in up to approximately

20% of patients with intrahepatic cholangiocarcinoma

Median OS was 10.3 with Ivosidenib vs 7.5 months with placebo (HR, 0.79)
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FGFR2 fusions or rearrangements

ORR was 36%, including 3 complete responses

The median DOR was 9.1 months with responses

lasting ≥ 6 months in 63% responding patients and ≥

12 months in 18% patients
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BRAF gene have been found in 5% of biliary tract tumours

BRAF inhibitor, and trametinib, a MEK inhibitor, achieved a

51% overall response rate in patients with BRAF V600E–

mutated cholangiocarcinoma



2nd line Biomarker-driven trial
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1 Zhu AX et al. JAMA Oncol 2021; 2 Abou-alfa G Lancet Oncol 2020; 3 Javel et al. Lancet Gastro & Hepatol 2021; 4 Javel et al. Lancet Oncol 

2021; 5 Meric-Bermstam ASCO 2021; 6 Ohba et a. ASCO 2022; 7 Lamarca et al Lancet Oncol 2021 



23



24

How about immunotherapy? 
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Early Phase studies

Lack comparative arm

Exact tumour location was not

available for some patients

KEYNOTE-158, the ORR was

5.8%. PFS & OS were 11.4%

& 56.4% at 6 months and

5.2% & 32.7 at 12 months

KEYNOTE-028, the ORR was

13.0%. PFS & OS was 13.0%

& 45.8% at 6 and 13% &

20.8% at 12 months
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Kim RD et al. JAMA Oncol. 2020; 6: 888
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Nivolumab can provide modest but

durable clinical efficacy with a manageable safety 

profile for

patients with refractory BTC
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Take Home Message
● Despite the advances in CCA management made in the last 

decade, the prognosis has remained poor for locally advanced 
and metastatic diseases

● Discovery of targetable mutations in IDH1, FGFR2, HER2, BRAF, 
and NTRK, as well as subgroups with PD-L1 expression and/or 
MSI-high/TMB-high has revolutionized the field

● 2nd line and beyond treatment options may give some 
responses in patients with targetable mutations 
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THANK 
YOU
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