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¿Quiénes somos?

• Medical Oncolgoist:
– Dr Angela Lamarca MD, PhD, MSc
– Dr Eva Ruiz MD 
– Dr Raquel Fuentes MD

• Research team
– Berta Martín: study coordinator
– Leticia Sanchez: data entry 

– Research nurses: Sergio Galán / Paula Gomez
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Un grupo en
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EXPERIENCIA
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• Completed training 2012
– Medical Oncologist HU Alcala de Henares (Madrid): May 2012-Dec 2012

• ESMO Translational Fellowship 2013-2015
– Joined The Christie (HPB/NET team) January 2013
– 2nd year ESMO Translational Fellowship prolongation 

• Prolongation of Fellowship by other funding sources (2015-2017)
– SEOM Fellowship Programme
– ASCO Conquer Cancer Foundation Young Investigator Award
– Cholangiocarcinoma Foundation Fellowship Programme

• 2017: Locum Consultant in Medical Oncology at The Christie (HPB/NET team)
– 2018: Consultant in Medical Oncology at The Christie (HPB/NET team): 50% protected time for research
– The Christie Charity

• 2022: Back to Madrid (HU-FJD)
– SEOM Beca de Retorno

My Madrid-Manchester-Madrid Journey: 2013-2022



Educational activities
Member of ESMO Council 2023
Chair of the ESMO Press and Media Affairs Working Group 2023
Faculty for upper GI malignancies; scientific committee for ESMO 2022, 2023, 2024, ESMO Asia 2023
Member of the ENETS Advisory Board (reelected 2023)

Guideline development:
Member of the ESMO Guidelines Committee – Subject Editor for Endocrine & NETs (1 January 2022 - 31 December 2023)
Authorship group for the ESMO Clinical Practice Guideline on Pancreatic Cancer 2021.
Authorship group for the ESMO Clinical Practice Guideline on Rare Neuroendocrine Tumours 2021.
Member of the ESMO/ESTRO "TKI IO vs RT" Project working group (October 2021 onwards) (Member of the Delphi team)
Member of the EASL Guidelines for the Diagnosis and Management of Extrahepatic Cholangiocarcinoma Working Group 2022
Reviewer of SEOM-GEMCAD-TTD guidelines in Hepatocelullar carcinoma 2023
Lead autor for the ENETS small intestinal neuroendocrine guidelines 2023

Research roles
Chair of the EORTC GITCG hepatobiliary and neuroendocrine tumours task force (since February 2022 onwards)
Member of the ENS-CCA Steering Committee
Member of International Biliary Tract Cancer Collaborators (IBTCC) since June 2017 onwards
Member of the “Evaluación de Resultados y Práctica Clínica” Section SEOM (February 2022 onwards; expected until 2024)
Member of the “Grupo de Trabajo conjunto con la Red Española de Registros de Cáncer (REDECAN)-SEOM” (February 2022 onwards; expected until 2024)
Member of the TTD  Hepato-Biliary working group (June 2022 onwards) 
Member of the Ethics Committee for Fundacion Jimenez Diaz University Hospital Research Institute (since September 2022 onwards)

My current roles: 2023

¡El equipo de oncologia
digestiva esta dipueso a 

colaborar CON TODOS y a ser un 
ALIADO!



ENS-CCA NETWORK MEMBERS



¿Qué hacemos y hacia dónde vamos?

•Biobanco
•Colaboraciones con 
otros equipos/centros

•Propuestas de EC 
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•Ensayos abiertos
•Ensayos en set-up
•Seleccionados como
centro

•Sub-especialización
por patologías

Asistencia
Ensayos 
clínicos

comerciales

Investigación 
translacional

Investigacion 
clínica

académicos
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Spanish CCA Patient association - Work in progress

Spain

Expected first 
steps Oct 2023
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Locoregional therapies in iCCA

Edeline et al, Cancer Treatment Reviews 2021

• Systematic review and meta-analysis

• 93 studies were eligible: 74% 
retrospective, 99% non-randomised. 

• Pooled mean weighted OS (months):
• Ablation: 30.2 (95%CI 21.8-38.6) 
• EBRT: 18.9 (95%CI 14.2-23.5) 
• SIRT: 14.1 (95%CI 12.1-16.0) 
• TACE: 15.9 (95%CI 12.9-19.0) 
• HAE 21.3 (95%CI 15.4-27.1)

• Conclusions: Available literature was 
heterogeneous and of insufficient 
quality to make strong 
recommendations. Ablation achieved 
satisfactory outcomes, and may be 
recommended when surgery is not 
feasible. 

Proposed recommendations for the current role of loco-regional treatment in the treatment 
of patients with intrahepatic cholangiocarcinoma



Liver Radioembolisation for iCCA

Edeline JAMA Oncol 2019

• Phase II trial: SIRT + CisGem; 41 patients 
(32 per-protocol population)

• Response rate at 3 months  of 39% (RECIST) 
(locally assessed); 41% at best response (central 
review)

• According to Choi criteria, the response rate 
was 93% 

• 22% of patients (9 patients) were downstaged
to surgical intervention; 8/9 achieved R0 

• Median progression-free survival was 14 
months (95% CI, 8-17 months), and median 
overall survival was 22 months (95% CI, 14-52 
months) 

Proposed clinical trial:
CisGem x 4 cycles – SIRT – CisGem

x 4 cycles
Chief Investigator: Alamarca
Countries: Spain, UK, France



Early diagnosis in BTC

Proposed clinical trial
pending funding

Property of A Lamarca - CONFIDENTIAL

Cataluña

Pais 
Vasco

Navarra

Madrid
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Adjuvant treatment – BilCap

• Cholangiocarcinoma and Gallbladder cancer (ampullary tumours EXCLUDED)
• Randomised phase III: Capecitabine vs Observation (n=447)

– Primary end-point: OS (pre-planned sensitivity analysis)

Bridgewater JCO 2022

Benefit

Long-term follow-
up confirms 
benefit from 

Capecitabine in 
this setting

Long-term follow-up 
(2022)



Potential utility of ctDNA

Shotton et al, World Journal of Gastrointestinal Oncology 2021



Potential utility of ctDNA: post-surgery

Lamarca et al, ASCO GI 2021

• Preliminary data: ctDNA after curative surgery could 
identify patients at high risk of recurrence with shorted 
DFS (n=11)



MRD in BTC: study proposal

Property of A Lamarca - CONFIDENTIAL

Proposed clinical trial
pending funding



Biomarkers for Immunotherapy

Blank et al, Science 2016

LESS desirable

MORE desirable



Oh NEJMEvidence 2022

• TOPAZ-1: improved ORR/PFS/OS in favour of Durvalumab + CisGem
Median OS 12.8 months (CisGem+Durva – TOPAZ-1)
Median PFS 7.2 months (CisGem+Durva – TOPAZ-1)

ORR 26.7% (CisGem+Durva – TOPAZ-1)

Overal survival 

Role of PD-L1 
unknown, not

required

First-line – Durvalumab + CisGem (TOPAZ-1)

Collaboration with Pharma 
and VHIO to develop 
radiomics in BTC (IO-
related biomarkers)
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Spoiler alert!

Los studios 
observacionales/retrospectivos

PUEDEN cambiar la practica
clinica



Role of 18FDG-PET for diagnosis and staging of BTCs

Lamarca et al,  J of Hepatol 2019

• Supports 18FDG-PET for the 
assessment of N, M and Relapse (Rel):
– if the identification of occult sites of 

disease would change management 
(i.e. surgery/local therapies)

– if diagnosis of Rel remains unclear 
following standard of care imaging.

• The use of 18FDG-PET for diagnosis of 
primary tumour (T) in the absence of 
other disease sites or pathological 
confirmation remains controversial, 
due to low specificity. 

Incorporated to ESMO 
guidelines 2022



Staging of iCCA: liver metastases

• Multifocal liver disease (liver metastases): T2 vs M1

Lamarca Hepatology 2020 

Under consideration by
AJCC for incorporation
to next staging update

(v.9)



CisGem in Jaundiced BTC patients

Lamarca et al EJC 2014

For PS 0-1 patients with ABC and high bilirubin 
due to luminal disease despite optimal 

stenting CisGem can be used safely with results 
similar to those in patients with normal 

bilirubin.

Incorporated to ESMO 
guidelines 2022



Stent-related events

Forner A, et al.  Liver International. 2019;39:98–107; Lamarca et al WJG 2016

• HPB (including BTC) patients with metal stent are 
at high risk of new stent related event (SRE)

– 43% of patients will have at least 1 SRE

 Median time-to-SRE was 4.4 months (95% CI 3.6-5.5)

 Cholangitis 39%
 Stent obstruction 29%
 Both 32%

 Further events 34%

• Proactive management of these complications is 
required: Biliary obstruction is a medical 
emergency!

Benchmark data for trial 
design (malignant biliary

obstruction)
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BTC: Precision Medicine is a dynamic field

Biobanco de muestras
PdX



Biomarkers are 
Urgently needed!

CCA

Primary site

Comorbidities 
or residual 

toxicity

Molecular 
profiling

???

Disease 
distribution

Disease 
stage

BIOMARKERS

Adjuvant setting

First-line (IO benefit)

Second-line (platinum?)

Clinical Decision Making in Advanced CCA



Tailoring chemotherapy options: DDR

Xiao et al, ESMO 2020; Chae EJC 2019; Lamarca  et al,  JCM 2020; Lamarca et al Cancer Treat Rev .

• Deficiency of DNA Damage Repair 
mechanism (dDDR) is present in ~15-20% 
of BTC.

• Platinum-based chemotherapy may 
achieve increased response rate in the 
presence of dDDR

• Impact on PFS/OS

 BAP-1: “BAP-1 alterations in patients with
biliary tract Tumours: international Study 
to assess clinical, therapeutic and 
molecular implications” SEOM Beca de Retorno 

2022
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Thank you for your attention


