Incyte-sponsored ILCA symposium:
Personalised Approaches in Cholangiocarcinoma
What is the best way to navigate the genomic diversity of cholangiocarcinoma (CCA)?
How do clinicians ensure patients with CCA receive the most appropriate treatment
tailored to their individual needs?
These were the key questions addressed by four leading CCA experts, as they shared
experiences and practical guidance on a precision medicine-based approach during the Incytesponsored educational symposium ‘Personalised Approaches in Cholangiocarcinoma’,
chaired by Professor Bruno Sangro. Watch the full symposium here.
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Professor Bruno Sangro – Welcome and introduction

Professor Sangro opened the meeting by highlighting that, although a rare cancer, the
incidence of CCA, in particular intrahepatic CCA (iCCA), is generally increasing worldwide.1
CCAs are usually asymptomatic in their early stages.1 Therefore, ~70% of patients are
diagnosed with advanced disease, which compromises therapeutic options and leads to a poor
prognosis (5-year overall survival <20%).1,2 Further, a lack of adequate screening means the
population at risk is poorly defined.1 Genomic characterisation of CCA has enabled the
evaluation of potential new treatments that target specific molecular alterations,3 with
Professor Sangro concluding that “this is the time of personalised therapy for CCA”.
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Dr Harpreet Wasan – Cholangiocarcinoma: Not a single disease

Dr Wasan discussed how CCA has major anatomical complexity leading to clinical and genetic
heterogeneity, and provided his expert insights on the potential relevance of this heterogeneity
to optimised disease management. As CCA has many differential diagnoses (eg, hepatocellular
carcinoma and cancers of unknown primary), defining the site of origin is a challenging but
critical step for the multidisciplinary team, as this will lead to radically different treatment
strategies.4 While serum tumour markers (eg, carbohydrate antigen 19-9 and cancer antigen
125) are helpful, they cannot be considered diagnostic as their low specificity/sensitivity limits
their clinical application.4,5 Pathology cannot clearly differentiate CCA from other upper
gastrointestinal/hepato-pancreato-biliary adenocarcinomas, and mixed hepatocellular CCA
tumours remain a diagnostic challenge.4 There is no clear evidence from randomised clinical
trials of a differential treatment effect of cytotoxic chemotherapy between different anatomical
sites of origin within the biliary tract; however, patients with gallbladder cancer have been
shown to have worse overall survival compared with tumours with other anatomic biliary tract
sites of origin.6 Dr Wasan concluded that a multidisciplinary approach is crucial for diagnosis
and optimising personalised management of patients with CCA.

Dr Ana Vivancos – Cholangiocarcinoma molecular characterisation:
Challenges and opportunities

Dr Vivancos explored the evolving role of molecular profiling in CCA and shared her
perspectives on the key considerations, challenges and opportunities associated with the
different technologies used. Potentially actionable genomic alterations have been identified in
~47.6% of patients with CCA,7 highlighting the importance of routine comprehensive genomic
profiling to inform treatment strategy. Dr Vivancos commented that multi-gene, DNA-based,
next-generation sequencing (NGS) is the best approach for thorough molecular profiling of
CCA biomarkers, due to its ability to identify gene fusions, single nucleotide variants, indels
and copy number alterations; the importance of a high-quality tumour sample of sufficient
quantity was highlighted. Fibroblast growth factor receptor 2 (FGFR2) gene fusions were
identified by Dr Vivancos “as of now, the biomarker to test in iCCA”. With regard to testing for
FGFR2 fusions, in contrast to fluorescence in situ hybridisation (in which fusion status is
determined by the uncoupling of collocated probes), NGS allows for precise identification of the
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underlying genomic breakpoint and identification of the fusion partner.8 Dr Vivancos concluded
by highlighting that liquid biopsy offers a non-invasive assessment of the tumour-specific
mutational profile for patients for whom a tissue biopsy is not available and can help identify
resistance mechanisms; however, not all patients shed circulating tumour DNA into the blood,
which may limit the clinical application of this technique.9,10

Dr Joachim Mertens – Cholangiocarcinoma clinical research: What’s new?
Dr Mertens gave an overview of evolving treatment strategies in CCA. Surgery remains the
only potential curative option for patients with resectable disease; however, relapse rates are
high (~60%).1 Based on the results of the Phase 3 BILCAP study, adjuvant capecitabine is
considered standard of care following surgery.11 For patients with unresectable disease,
gemcitabine plus cisplatin remains standard of care for first-line treatment.12 Therapeutic
options are limited in the second line; however, the Phase 3 ABC-06 trial supports the use of
modified 5-fluorouracil, leucovorin and oxaliplatin (mFOLFOX) plus active symptom control in
this setting.13 Liver transplantation in unresectable cases has been explored; however, this
remains investigational and rigorous patient selection is key.14 Dr Mertens highlighted three
key targets of molecularly driven therapies under investigation: FGFR2,15 isocitrate
dehydrogenase 1 (IDH1)16 and neurotrophic receptor tyrosine kinase (NTRK).17,18 With regards
to immunotherapy, Dr Mertens commented that there are no convincing data to date for
monotherapy; however, combination trials are ongoing. He concluded by highlighting that
future directions should focus on molecular testing, targeting the tumour stroma and
combination therapies.
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