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Incidencia en España 2025 1

1.- SEOM. Cifras del Cáncer en España 2025

Colangiocarcinoma: Incidencia y mortalidad

iCCA (18%) = 1.230 casos

¿eCCA 
incluido?

3.589 casos/año

2.150 muertes/año
(Estimando una mortalidad del 60%)



Colangiocarcinoma: Enfermedad heterogénea

1. Lamarca A et al. Journal of Hepatol. 2020; 73(1):170-185. 2. Kendre G, et al.J Hepatol. 2022;3:614-626. 3. Mosele MF et al. Ann Oncol. 2024.

40% de alteraciones moleculares tratables

Alteraciones moleculares según localización
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After BILCAP…

mRFS 14,3m  vs 11,1m; HR=0.96 nes
mOS 35,7m vs 35,7m (HR=1.08 nes) 

STAMP (Ph2R)

N= 101

Cirugía Cisgem x8

Capecitabine x 8

mRFS 5,3y vs 3,5y; HR=0·80 (nes)
mOS NR vs NR

3yOS: 77,1% vs 67,6% (HR 0,69, p=0·0080) 

ASCOT/JCOG1202 (Ph3)

DFS

eCCA N+

N= 440

Cirugía
S1 x 4 (6 months)

Observation

os

Nakachi, Lancet 2023Jeong, Hepatology 2023

Adjuvant

5y FU

Nakachi, #4119

+ AAVR 1:1

5yOS: 64.1% vs 52.2%
(HR 0.72, p=0.019)

5yRFS: 53.6% vs 45.9%
(HR 0.79, nes)



How to improve adjuvant results?

Chemotherapy

Immunotherapy

Targeted
Capecitabine

(BILCAP)

CisGem

Capecitabine
N=789 R 1:1

 ACTICCA-1 (Ph3) NCT02170090

RFS

QT + Rilvegostomig

QT + PBO
N=750 R 1:1

 ARTEMIDE-Biliary01 (Ph3) NCT06109779

RFS
Jun/29

PemigatinibN=20 NR

 PEARLDIFER (Ph2) NCT05565794

1yRFS

Nov/26

Resected or SBRT
iCCA (<5cm)

f/rFGRF2+ (FISH/NGS)
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Treatment Patterns in BTC

Gem Chemo: gemcitabine monotherapy and combination therapy
5Fu Chemo: 5-fluorouracil (or capecitabine) monotherapy and combination therapy (includes 5FU+Gem 
combination)
Other chemo: any other chemotherapy regimen
Targeted therapy: pemigatinib or ivosidenib monotherapy and combination therapy
Other: any other regimen

• 85% of patients initiated 
gemcitabine-based chemotherapy 
as their first line treatment

• About 46% patients initiated 
second line treatments, which were
predominantly 5FU-based 
chemotherapies

• Few patients (17%) moved to third 
line of treatment

• Median time on treatment was  
3.2 (1st line) and 2.7 (both 2nd 
and 3rd line) months

1st line 2nd line 3rd line

      Valderrama, Elluri, et al. ASCO GI 2022





Valle, NEJM 2010. 

Oh, NEJM Evid, 2022 Kelley, Lancet, 2023

Durvalumab

IMMUNOTHERAPY IS DOUBTLESS HERE 
1L

BTC

Pembrolizumab

18/12/202331/10/2023 26/09/202410/11/202202/09/2022 20/03/2024

Gem Cis + Pembro
N 533

Gem Cis 
N 536



Three-year follow-up data from Topaz-1 and Keynote-966 OVERALL SURVIVAL

Finn et al, presented at 2024 ASCO meeting

HR 0.86, 95CI 0.75-0.98, p .0099

Do-Youn Oh et al, presented at 2024 CCF conference

Cut off 23/10/2023 Keynote 966Topaz-1 Cut off 13/04/2023
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N=162

Lamarca, Lancet Oncology 2021; Yoo, Lancet Oncology 2021; Vogel, Lan GI Hep 2024

mOS: 6.2 vs 5.3, HR 0.69, p 0.031
mPFS: 4m vs NR
ORR: 5% vs NR

 
ABC-06 (Ph3)

mOS: 8.6m vs 5.5m, HR 0.68 (p 0.035)
mPFS (BICR): 4,2m vs 1.7m, HR0.61, 

p=0·004)
ORR: 14.8% vs 5.8%

 
NIFTY (Ph2)

N= 447
N= 174ASC 

FOLFOX 

5FU/LV 

Naliri / 5FU-LV

mOS: 6,9m vs 8,21m, HR 1,08, nss
mPFS (Inv): 2·6m vs 2·3m, HR 0·87 nss

ORR: 14% vs 4%

N= 100

 
NALIRICC (Ph2)

5FU/LV 

Naliri / 5FU-LV

FOLFOX Naliri-5FU/LV

2nd line
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Alteraciones moleculares según localización
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Enfermedad 
metastásica:
2ª LÍNEA 
Y SUCESIVAS

Mutación IDH1: ClarIDHy

1. Kendre G, et al. J Hepatol. 2022;3:614-626. 2. Abou-Alfa GK, et al. Lancet Oncol. 2020; 21: 796-807.

R132

CCA tras 1-2L

Mut IDH1 (confirmación central)

R 
2:
1

Ivosidenib 500 mg / día / 28 días

Placebo
N = 185

R172

Objetivo primario: 
SUPERVIVENCIA LIBRE DE PROGRESIÓN

Estratificación 
por nº líneas 

previas

SLP
Ivosidenib Placebo

Mediana 2.7 1.4
6 meses 32 % 0 %

12 meses 22 % 0 %

Efectos adversos G3
Ascitis Anemia HiperBr

Ivosidenib 9 % 7.2 % 5.4 %
Placebo 6.8 % 0 % 1.7 %

N = 124

N = 61

CCA: colangiocarcinoma; SLP: supervivencia libre de progresión



Enfermedad 
metastásica:
2ª LÍNEA 
Y SUCESIVAS

Mutación IDH1: ClarIDHy

1. Abou-Alfa et al, presentedat CCF, 2024.

CCA tras 1-2L

Mut IDH1 (confirmación central)

R 
2:
1

Ivosidenib 500 mg / día / 28 días

Placebo
N = 185

Estratificación 
por nº líneas 

previas

Objetivo secundario: 
SUPERVIVENCIA GLOBAL

SG
Ivosidenib Placebo Placebo RPSFT

Mediana 10.3 7.5 5.1
HR 0.79  (0.56-1.12) p = 0.09

HR RPSFT 0.49  (0.34-0.70) p < 0.001

N = 124

N = 61

N = 43
70.5 %

Agosto 2021 Feb 2023 Mayo 2025



Ivosidenib in 1L!!
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Enfermedad 
metastásica:
2ª LÍNEA 
Y SUCESIVAS

Inhibidores FGFR

Ensayo clínico Fase Mecanismo N ORR (%) SLP (meses) SG (meses)
Pemigatinib2 FIGHT-202 II FGFR 1-3 107 35.5% 6.9 21.1
Futibatinib3 FOENIX-CCA2 II FGFR 1-4 (irreversible) 103 42% 9 21.7
RLY-40084 ReFocus I/II FGFR 2 (irreversible) 38 67% NR NR
Deranzatinib
5 FIDES-01 II FGFR 1-3 29 20.7 % 5.7 NR

Erdafitinib6 RAGNAR II FGFR 1-4 35 60 % 8.4 18.7

Tinengotinib7 - II Aurora A/B, FGFR1/2/3, 
VEGFRs, JAK1/2, and CSF1R 48 30% 6 -

1.  Kendre G, et al. J Hepatol. 2022;3:614-626. 2. Abou-Alfa GK, et al. Lancet Oncol. 2020; 21 (5): 671-684. 3. Goyal L, et al. NEMJ. 2023; 388: 228-39. 4. Subbiah V, et al. Cancer Discov. 2023 Sep 6;13(9):2012-2031. 5. Javle MM, et al. JCO. 2022;49 (4). 6. Pant S, et al. JCO. 2023;41(4). 7. Javle MM, et al. JCO. 2024; 42 (3).  



Enfermedad 
metastásica:
2ª LÍNEA 
Y SUCESIVAS

1. Abou-Alfa GK, et al. Lancet Oncol. 2020; 21 (5): 671-684.

Inhibidores FGFR: FIGHT-202

CCA localmente 

avanzado o metastásico

Status FGFR conocido

Cohorte A (N = 107): 
fusión/reordenamiento FGFR2 

Pemigatinib 
13.5 mg / día /14 días 

cada 21

Cohorte B (N = 20): 
otras alteraciones FGF/FGFR

Cohorte C ( N = 18): 
sin alteraciones FGFR

Cohorte A (n = 107) Cohorte B (n = 20) Cohorte C (n = 18)

ORR (%) 35.5 % 0 % 0 %

SLP (meses) 6.9 2.1 1.7

SG (meses) 21.1 6.7 4.0

Efecto adverso más 
frecuente:

• Hiperfosfatemia 60%

Efectos adversos G3:
• Hipofosfatemia 12%
• Artralgias 6%
• Estomatitis, dolor 

abdominal y astenia 5%

Objetivo primario: 
TASA DE RESPUESTA GLOBAL

N = 146



ORR 37% DCR 82% PFS 7m OS 17.5m

Pemigatinib

ORR 42% DCR 82% PFS 9,0m OS21,7m

Futibatinib

Vogel, ESMO open 2024

Goyal, NEJM 23

17/04/2020

26/03/2021

30/09/2022

04/07/2023

FIGHT-202

FOENIX-CCA2

01/01/2024

01/01/2024

ORR 23.1% DCR 84.3% PFS 7.3 OS 12,2m

Infigratinib

RLY4008

Pant, ASCO 2024

Javle, JCO21

ORR 73% (>70mg))/ 36% (<70mg) 

28/05/2021
Withdrawn
 (nov 2022)

RAGNAR
ReFOCUS

ORR 21% DCR 76% PFS 8m OS 17,2m

Derazantinib

Borad, ESMO22FIDES-01

Borad, ASCO23

BILIARY TRACT CANCER: The molecular revolution

Erdafitinib

ORR 55 PFS 8,5m OS 18.1m

FGFR2 fus/rear



Colangiocarcinoma
FGFR2 alterations

Primera línea Cisplatino - Gemcitabina

PROOF 301
Infigratinib

FIGHT 302
Pemigatinib

FOENIX-CCA3
Futibatinib

Fase 3

Caminando a la primera línea

N 384

N 432

N 216

Ensayos con iFGFR2 en 1ª línea

Moving TARGETED THERAPY HERE?

BILIARY TRACT CANCER: REVOLUTION
1st Line



Colangiocarcinoma
FGFR2 alterations

Primera línea Cisplatino - Gemcitabina

PROOF 301
Infigratinib

Fase 3

N 384

Moving TARGETED THERAPY HERE?

BILIARY TRACT CANCER: REVOLUTION
1st Line

Abou-Alfa et al, ASCO GI 2024

PROOF 301: Results of an early discontinued randomized phase 3 
trial of the oral FGFR inhibitor infigratinib vs. gemcitabine plus 
cisplatin in patients with advanced cholangiocarcinoma (CCA) with 
an FGFR2 gene fusion/rearrangement.

This study highlights the challenge of performing confirmatory studies in biomarker-selected subpopulations 
of rare tumors and the importance of exploring alternative approaches to delivering confirmatory data for 
regulatory purposes

N 48

2:1 randomization: 29 Infigratinib vs 19 Cisgem
• mPFS (BICR): 7.4m vs 8.0m
• ORRs (BICR): 37.9% vs 15.8%
• G3-4 Aes: 79.3% vs 58.8%

Early termination: power is insufficient to draw conclusions regarding its efficacy in comparison to gem/cis. 
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Enfermedad 
metastásica:
2ª LÍNEA 
Y SUCESIVAS

1. Kendre G, et al. J Hepatol. 2022;3:614-626. 2. Harding JJ, et al. Lancet Oncol. 2023 Jul;24(7):772-782. 3. Meric-Bernstmam, et al. JCO. 2023; 41(17). 4. Nakamura Y, et al. JCO. 2023. 41 (36):5569-5578. 

Sobrexpresión HER2

• Zanidatamab (Ac biespecífico)

• ORR 41.3 %

HERIZON-BTC-01 Trial

• Trastuzumab-Deruxtecan

• ORR 22 %

DESTINY-PanTumor02 Trial

• Tucatinib-Trastuzumab

• ORR 46.7 %

SGNTUC-019 Trial

•  Pertuzumab-Trastuzumab

• ORR 23 %

MyPathway Trial



HER2 [IHC] 3+ or 2+DESTINY-Pantumor02

N=41

T-Dxt
5.4 mg/kg q3w

• TREA G3-4 (40,8%):
Neutropenia, 
Anaemia, asthenia

• ILD 10,5%: G3-5 (1,5%)

Meric-Berstam, JCO, 2023
05/04/2024

No excluded if previous aHER2 (BTC  N=7 (17.1%)

TARGETED THERAPY IS HERE

BILIARY TRACT CANCER: THE REVOLUTION2L HER2 oe/ampDako
Gastric protocol 



DESTINY-BTC01: Ongoing Phase III Trial of T-DXd and Rilvegostomig versus Standard of Care for First-Line, Advanced 
HER2-Expressing BTC

Arm A

T-DXd + rilvegostomig

Arm C

Gemcitabine + 
cisplatin or carboplatin 

+ durvalumab

Eligibility

• Advanced or metastatic BTC or 
GBC

• No prior treatment in advanced or 
metastatic setting

• HER2 expressing (IHC 3+/2+)

Primary endpoint, randomized portion: 
Overall survival in HER2 IHC 3+ population

R

Trial identifier: NCT06467357 (Open)
Estimated enrollment: 620

Ikeda M et al. ESMO Asia Congress 2024;Abstract 261TiP; www.clinicaltrials.gov. Accessed January 2025.

T-DXd 5.4 mg/kg +
rilvegostomig 750 
mg q3w until PD

Safety run-in

Arm B

T-DXd monotherapy

GBC = gallbladder cancer; PD = disease progression

HER2



Zanidatamab in previously treated HER2-positive BTC
 Overall survival and longer follow-up from the phase 2b HERIZON-BTC-01 study

RR 41,3%

Randomized phase 3 study ongoing (HERIZON-BTC-02; 
NCT06282575) of Zanidatamab +SOC in first-line 
setting HER2-positive BTC

HERIZON BTC 01 (Ph2b)

Pant et al, ASCO 2024

Cut off 28/07/2023
N 87

HER2

mDOR 14.9m

20/11/2024



HERIZON BTC 302 (Ph3)

Macarulla et al, ESMO 2024

Zanidatamab

HER2
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Enfermedad 
metastásica:
2ª LÍNEA 
Y SUCESIVAS

1. Kendre G, et al. J Hepatol. 2022;3:614-626. 2. Subbiah V, et al. Lancet Oncol. 2020; 21(9): 1243-1243. 3. Marabelle A, et al. JCO. 2019; 38 (1).

Mutación BRAF V600E  

• Dabrafenib-Trametinib

• Aprobación agnóstica de tumor por la FDA

• ORR 51%

ROAR Basket Trial
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Enfermedad 
metastásica:
2ª LÍNEA 
Y SUCESIVAS

1. Kendre G, et al. J Hepatol. 2022;3:614-626. 2. Subbiah V, et al. Lancet Oncol. 2020; 21(9): 1243-1243. 3. Marabelle A, et al. JCO. 2019; 38 (1).

MSIh / dMMR 



Efficacy of Pembrolizumab in Patients With Noncolorectal High Microsatellite Instability/Mismatch 
Repair-Deficient Cancer: Results From the Phase II KEYNOTE-158 Study

(n:24)

Marabelle A,. J Clin Oncol. 2020 Jan 1;38(1):1-10. 

El subgrupo de tumores inestables (MSI-H) 
se beneficia de IO, 2L y sucesivas

Maio M. Ann Oncol. 2022 Sep;33(9):929-938. 

Colangiocarcinoma 

avanzado MSI/MMRD

Pembro aprobado 

en CC MSI 2ª L



BTC – Management 2024: ESMO GUIDELINES eUpdate

Vogel,   ESMO Open 2024

TMB-H
KRAS G12C

BRAF no V600E
FGFR2 mut
HER2 mut

MDM2
….

Otras posibles dianas



…y otras dos últimas cosas importantes…

Fundada en  Febr 2024
@atuvibi
www.atuvibi.es

Herramienta colangiocarcinoma del TTD Asociaciones de pacientes: ATUVIBI
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CONCLUSIONES
• Tratamiento complementario en la enfermedad resecable  capecitabina adyuvante 6 m

• 1L para enf avanzada  Gemcitabina + cisplatino + Inmuno (durva o pembro) 

• El estudio molecular es fundamental para la toma de decisiones sobre el tratamiento de 2L.

• 2L   Si dianas tratables tto dirigido:  IDH1mut; fus FGFR2; ampHer2, BRAF mut; IMS/dMMR.

           En caso de ausencia de estas alteraciones: FOLFOX 

• Sv aún pobre y hay que seguir avanzando

Colangiocarcinoma: algoritmo de tratamiento y selección molecular
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