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EARLY DX



• Rare cancers
– Incidence: <6/100,000

• Incidence increasing 
– iCCA

• Poor prognosis
– 5-year OS (<20%)
– Late diagnosis

• 70% advanced stages

– High relapse rate

CCA: Epidemiology

CCA, cholangiocarcinoma; EH, extrahepatic; iCCA, intrahepatic cholangiocarcinoma; IH, intrahepatic; OS, overall survival.
Bañales JM, et al. Nat Rev Gastroenterol Hepatol. 2016;13:261–80; DeOliveira ML, et al. Ann Surg. 2007;245:755–62; 
Valle JW, et al. Ann Oncol. 2016;27(Suppl 5):v28–37.



AAPC, average annual percent change; CCA, cholangiocarcinoma; HPB, hepato pancreatic biliary. 
Rahib L, et al. JAMA Netw Open. 2021;4:e214708.

Estimated incidence projections 
(2016  2040)

Estimated cancer death projections 
(2016  2040)

HPB cancers will be the second and third most 
common causes of cancer death by 2040 

CCA: Incidence/mortality increasing



• 35 patients: iCCA (42.9%), dCCA 
(17.1%), gallbladder (14.3%), 
ampullary (14.3%) and pCCA 
(11.4%). 

• Majority of patients (60%) had 
metastases at diagnosis. Only 37.1% 
had surgery and 17.1% did not 
receive any treatment.

BTC - delayed diagnosis an ongoing issue

Martirena el at, CCF 2025



• Majority 51.4% of patients 
were diagnosed through 
primary care (PC) and 45.7% 
in the emergency department 
(ED)

• Median time from symptom 
onset to diagnosis was 2.29 
months (3.28mo for PC and 
1,28mo for ED; p=0.39)

BTC - delayed diagnosis an ongoing issue

Martirena el at, CCF 2025



SAFIR IMPACT BTC

• Targeted therapies in the 
Adjuvant setting: phase III clinical 
trial

• Capecitabine vs Targeted 
therapies

• Funded secured (ATTRACT 2025) –
Coordinator: Dr Edeline
– Spain: Dr Lamarca- FJD + TTD 
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When and how to test patients



When and how to test patients

• As soon as possible following diagnosis (of advanced disease)
• Unless within a trial, not recommended to hold 1st-line 

therapy waiting for results



When and how to test patients

• Multigene tumour NGS testing – RNA-based may provide better sensitivity 
for fusions

• IHC for HER2 and MMR may be quicker and reliable 
• ctDNA may be of use if tissue not available 



MOLECULAR PROFILING IN BTC – ALGORITHM  

Stenzinger Expert Revire of Molec Diag 2024
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Oh et al, CCF 2024

TOPAZ-1 LONG TERM BENEFIT CCF 2024

Activity data 
confirmed



Finn et al, ESMO Asia 2023

First-line – Pembrolizumab + CisGem (KEYNOTE-966)

Updated data with longer follow-up: activity confirmed



TOURMALINE – IO + OTHER CHEMO BACKBONE

Vogel et al ESMO 2024

• Durvalumab + nonCisGem chemo
• CisGem PS2
• Ampullary tumours included



TOURMALINE – IO + OTHER CHEMO BACKBONE

Oh et al ESMO-GI 2025



TOURMALINE – IO + OTHER CHEMO BACKBONE

Oh et al ESMO-GI 2025



Oh et al ESMO-Asia 2025

TOURMALINE – Asian Population



Oh et al ESMO-Asia 2025

TOURMALINE – Asian PopulationCisGemDurva; Ps2; GLOBAL POPULATION



Oh et al ESMO-Asia 2025; Oh et al NEJM Evidence 2022

TOURMALINE – CisGemDurva PS2 efficacy and toxicity

TOURMALINE GLOBAL POPULATION; CisGemDurva PS2
Oh et al ESMO-Asia 2025

TOPAZ WHOLE POPULATION CisGemDurva PS0-1
Oh et al NEJM Evidence 2022



Oh et al ESMO-Asia 2025

TOURMALINE – Asian Population



Personal opinion- Dr Angela Lamarca; based on data from Oh et al ESMO-Asia 2025

TOURMALINE – Asian Population

• My take home message!

• Doublet better than monotherapy

• CisGemDruva is feasible in PS2!

• Important due to approval status of Durvalumab in many countries 
(limited to this chemo backbone)
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AG-120 (Ivosidenib) is a first-in-class, potent, oral 
inhibitor of the mutant IDH1 enzyme

n=186

2:1R

AG-120
n=124

Placebo
n=62

Cross-over to 
AG-120

on disease 
progression

Phase III study, 
second/third-line, 
placebo-
controlled (ClarIDHy) 
[NCT02989857]

Targeting IDH-1 in CCA: ClarIDHy

Abou-Alfa et al Lancet Oncol 2020; Zhu Jama Oncol 2021

• mPFS (months): 2.7 (Ivosidenib) vs 1.4 (placebo); 
HR 0.37 (95% CI 0.25-0.54)
• 6 months PFS rate: 32% vs 0%; 
• 12 months PFS rate:  22% vs 0%

• OS data update 2021: 
• mOS (months; adjusted for cross-over): 10.3 vs 5.1 months 

(HR = 0.49; 95% CI 0.34–0.70; p < 0.0001) 
• mOS (months; unadjusted for cross-over): 10.3 vs 7.5 months 

(HR = 0.79; 95% CI 0.56–1.12; one-sided p = 0.093) 

70% of pts



ProvIDHe – Phase 3b - Ivosidenib for mIDH1-CCA

Bridgewater et al. ESMO GI 2025

• Efficacy data – ESMO GI 2025



ProvIDHe – Phase 3b - Ivosidenib for mIDH1-CCA

Bridgewater et al. ESMO GI 2025

• Efficacy data – ESMO GI 2025



Current Ivosidenib funding approval in Spain

https://www.sanidad.gob.es/profesionales/medicamentos.do?metodo=verDetalle&cn=764181

• Residual neuropathy, 
prior myelosuppression…

• Not evidence based 
restriction



BTC – ESMO GUIDELINES eUpdate 2024 - SPANISH REALITY

Vogel ESMO Open 2024

ADEQUATE 
NGS



MOLECULAR PROFILING IN BTC – FGFR2 fusions  

Abou-Alfa Lancet Oncol 202; Vogel ESMO-GI 2023;  Goyal et al NEJM 2023

WHY IS IT IMPORTANT NOT TO MISS  FGFR2 FUSIONS IN CCA?

 Pemigatinib : FIGHT-202 (phase II)

• Median follow-up: 42,9 months
• ORR 37%
• Median PFS 7 months
• Median OS 17.5 months

 Futibatinib : FOENIX-CCA2 (phase II)

• Median follow-up 17.1 months
• ORR: 42%
• Median PFS 9.0 months 
• Median OS 21.7 months



MOLECULAR PROFILING IN BTC – FGFR2 fusions  

Stenzinger Expert Revire of Molec Diag 2024; Samorodnitsky et al, Juman Mutation 2015

“Amplicon-based enrichment
• Relies on multiplex PCR to amplify specific target 

regions using carefully designed primers. 

• Is faster, cost-effective, and requires minimal DNA 
or RNA input, making it well-suited for  targeted 
analyses 

• Amplicon-based enrichment is advantageous for 
identifying known mutations 

• However, amplicon-based enrichment has notable 
limitations. It depends on prior knowledge of the 
genetic alterations, which restricts its ability to 
detect unknown or novel variants, such as 
previously uncharacterized gene fusions. “

“For targeted NGS, two primary enrichment approaches, hybrid capture and 
amplicon-based approaches, are widely used.” 

“Hybrid capture method
• Allows for the selective capture of both 

the target genes and their flanking 
sequences, enabling the detection of gene 
fusions in a partner-agnostic manner

• High sensitivity and specificity for variant 
detection, providing uniform coverage and 
the ability to screen for complex 
biomarkers such as microsatellite 
instability (MSI) and tumor mutational 
burden (TMB) 

• Particularly suited for comprehensive 
genomic profiling in cancers like CCA, 
where structural variants such as FGFR2 
fusions are clinically significant”

FGFR2 fusions, multiple partners, many 
unknown! Amplicon-based not fit for 

purpose in CCA….



MOLECULAR PROFILING IN BTC – FGFR2 fusions  

Samorodnitsky et al, Juman Mutation 2015

Study comparing hybrid capture with amplicon-based
methods

• Hybrid capture was superior to amplicon-based 
enrichment regarding sequencing complexity, 
uniformity, and SNV and CNV detection accuracy

• Fewer false-positive and false-negative results with 
hybrid capture, further supporting its utility in high-
quality genomic profiling

• However, hybrid capture requires larger DNA or RNA 
inputs and is more time-consuming and costly 
compared with other approaches



CCA LungBladder CRCBreastOvarian Other BTCPDAC

Stenzinger Expert Revire of Molec Diag 2024; Samorodnitsky et al, Juman Mutation 2015

“For targeted NGS, two primary enrichment approaches, hybrid capture and 
amplicon-based approaches, are widely used.” 

MOLECULAR PROFILING IN BTC – FGFR2 fusions  



MOLECULAR PROFILING IN BTC – FGFR2 fusions  

Amplicon-based enrichment Hybrid capture method



MOLECULAR PROFILING IN BTC – FGFR2 fusions  

Amplicon-based enrichment Hybrid capture method



BTC – ESMO GUIDELINES eUpdate 2024 - SPANISH REALITY

Vogel ESMO Open 2024 NO ACCESS



Dabrafenib and trametinib: mBRAF V600E BTC

Subbiah et al, LancetOncol 2020

• Phase II study; n=43

• ORR 51% (95% CI 36-67) –
investigator assessed

• ORR 47% (95% CI 31-62) –
central review

• Duration of response: 9 
months (95% CI 6-14)

• PFS: 9 months (95% CI 5-10)
• OS: 14 months (95% CI 10-33)

 Promising activity and 
manageable safety profile. 



Dabrafenib and trametinib: mBRAF V600E BTC

Tumour agnostic 
approval (FDA)….

BUT
NOT EMA 

approved…
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T-DXd: antibody-drug conjugate 
humanized monoclonal anti-HER2 antibody  
+ topoisomerase I inhibitor

Targeting HER-2 – novel approaches

Trastuzumab deruxtecan
(T-DXd; DS-8201)

Zanidatamab

Zanidatamab: antibody directed against two 
non-overlapping domains of HER2



T-DXd: antibody-drug conjugate 
humanized monoclonal anti-HER2 antibody  
+ topoisomerase I inhibitor

Targeting HER-2 – novel approaches

Trastuzumab deruxtecan
(T-DXd; DS-8201)

Zanidatamab

Zanidatamab: antibody directed against two 
non-overlapping domains of HER2

Pant ASCO 2024; Meric-Bernstam ASCO 2023

FDA
EMA

FDA
(Tumour 
Agnostic)



T-DXd: antibody-drug conjugate 
humanized monoclonal anti-HER2 antibody  
+ topoisomerase I inhibitor

Targeting HER-2 – novel approaches

Trastuzumab deruxtecan
(T-DXd; DS-8201)

Zanidatamab

Zanidatamab: antibody directed against two 
non-overlapping domains of HER2

FDA
EMA

FDA
(Tumour 
Agnostic)

Tumour agnostic 
approval (FDA)….

BUT
NOT EMA 

approved…

FDA and EMA approved but 
funding decision pending in 

Spain

Early access programme 
available (hospital-funded)



TAKE HOME MESSAGES

• Early stage

– Adjuvant treatment not the best

– Patients are diagnosed late- research for early diagnosis is a MUST

• Advanced disease – 1st line

– Molecular testing: IHC (HEr2), NGS (others) ASAP in advanced disease; good use of tissue

– CisGem + durvalumab or pembrolizmunab is SOC – should be accessible to all

• Advanced disease: subsequent lines

– Targeted preferable to chemotherapy if targetable alterations are identified

– FOLFOX / Irinotecan-based modest activity

– Access limited for some therapies

– Adequate testing for specific targets – fFGFR2, MTAP?

– Clinical trials can be as good as approved therapies
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T-DXd: antibody-drug conjugate 
humanized monoclonal anti-HER2 antibody  
+ topoisomerase I inhibitor

Targeting HER-2 – novel approaches – ongoing trials

Trastuzumab deruxtecan
(T-DXd; DS-8201)

Zanidatamab

Zanidatamab: antibody directed against two 
non-overlapping domains of HER2

Macarulla et al, ESMO 2024; 



Ongoing clinical trial

Safety (n=6) completed

Ivosidenib in the first-line setting – ongoing trial

ClinicalTrials.gov. NCT06501625. Available at: https://clinicaltrials.gov/study/NCT06501625

A Phase 1b/2, safety lead-in and dose expansion, open-label, multicentre trial 
investigating the safety, tolerability, and preliminary activity of IVO in combination with 
durvalumab and gemcitabine/cisplatin as 1L therapy in participants with locally 
advanced, unresectable or metastatic CCA with an IDH1 mutation

A Phase 1b/2, safety lead-in and dose expansion, open-label, multicentre trial 
investigating the safety, tolerability, and preliminary activity of IVO in combination with 
durvalumab and gemcitabine/cisplatin as 1L therapy in participants with locally 
advanced, unresectable or metastatic CCA with an IDH1 mutation



FGFR inhibitors in CCA: Futibatinib - ongoing

Clinicaltrials.gov

Primary end-point: ORR



FGFR inhibitors in CCA: Tinengotinib - ongoing

Transthera website; Clinicaltrials.gov

 FIRST-308 (phase III) Randomised phase III 
TT420 vs physician choice after progression 

to prior iFGFR
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“Our patients deserve better” 

Dr John Bridgewater

We will make it work

¿Y yo, qué puedo hacer? 



Join ENS-CCA¿Y yo, qué puedo hacer? 



Join our COST-Action: Precision BTC

https://www.cost.eu/actions/CA22125/

¿Y yo, qué puedo hacer? 




