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WHY CONSIDER LOCAL THERAPIES IN ADVANCED 
UNRESECTABLE DISEASE?

Is valid for the different subtypes?



iCCA- liver represent a specific subgroup

Lamarca A.  J Natl Cancer Inst (2020) 112. Purva Gopal. Arch Pathol Lab Med—Vol 148, March 2024



Multivariable analysis identified local therapy (resection or
radiation) as a sole predictor of death without liver failure

The most common cause of death in patients with ICC 
is liver failure secondary to local tumor progression

Suguru Yamashita.  Cancer 2017



Management of iCCA is complex and must be tailored to
specific patient and tumor characteristics.

Centers of expertise in BTC

Multidisciplinary team

Surgical resection
Systemic therapies

Local treatmens



IT SHOULD BE NOTED that current guidelines recommend systemic therapy as 
the preferred initial management for patients with locally advanced (LA) 

unresectable ICC. 

LOCAL THERAPY: POTENTIAL BENEFITS IN PATIENTS 
WITH iCC AND LIVER-ONLY DISEASE.





Edeline J. Cancer Treatment Reviews 99 (2021) 102258



Ablative therapies

Radiofrequency (RFA)
Microwave (MWA)



Kim, G.H. Eur. Radiol. 2022, 32, 1205–1215

Ali Yousaf. Journal of Clin. and Exp. Hepatology 2019

15 cohorts (645 patients)

Edeline J, Cancer Treatment Reviews 2021

OS  30.2 month

OS  3 años: 33%

OS  3 años: 42%



INTRA-ARTERIAL THERAPIES

Chemoembolization
Radioembolization

HAI



Chemoembolization

Edeline J, Cancer Treatment Reviews 2021

N= 1145
OS 15,9 m

Martin, R.C.G. Ann. Surg. Oncol. 2022, 29, 5462

DELTIC



Radioembolization

N= 1232
OS 14,1 m

Edeline J, Cancer Treatment Reviews 2021

Edeline J. Jama Oncol 2019

MISPHEC

JH 2025

Nicolas Adamus, JHEP Reports, February 2025

OS  22 m PFS 14 m

Downsizing 22%

ORR: 58.3% vs 28.5%
Cx: 18.7% vs 8.8%



Radioembolization

Edeline, Hepatology 2024

SIRCCA (NCT02807181)



HAI

Edeline J, Cancer Treatment Reviews 2021

N= 331
OS 21,3 m

PUMP II



HAIC significantly improves OS and tumor response in patients
with unresectable ICC compared to c-TACE, but HAIC shows no 

significant difference from drug-eluting bead-TACE

HAIC significantly improves OS and tumor response in patients
with unresectable ICC compared to c-TACE, but HAIC shows no 

significant difference from drug-eluting bead-TACE

HAI vs TACE

HAI  vs …..

HAI vs CIS-GEM 

Franssen S.  Ann Surg Oncol 2024; 31:115–124
Yi Zhang.  Eur Radiol 2025



RADIOTHERAPY



Molly A. Chakraborty. Current Oncology 2025

Edeline J, Cancer Treatment Reviews 2021

Radiotherapy

N= 541
OS 18,9  m



Maria A Hawkins. ASCO 2024

Radiotherapy
ABC-07



HOW TO SELECT PATIENTS 
FOR LRT?



Factors that will influence the choice of the LRT 
• Patient-related factors (age, comorbidities,PS, ..).

• Background liver-related factors (cirrhosis).

• Disease-related factors (proximity to vessels (blood

and/or biliary)), the maximal size, of the lesions,

number of lesions and unilobar vs. bilobar disease).

• Local expertise.

Bourien H. Cancers 2023



Burien H. Cancers 2023

HOW TO SELECT PATIENTS FOR LRT?

HAI



Is the impact of Locoregional Treatments the same in 
the era of Immunotherapy and Targeted Therapy?

Optimal timing between LRT and systemic therapy
(sequences and combinations)



Do-Youn Oh, NEJM Evid 2022

Robin Kate Kelley. The Lancet 2023



Yingxiao Cai. Curr. Oncol. 2025, 32, 87



Darren Cowzer. Journal of the National Cancer Institute, 2025,

 Hepatic artery infusion with floxuridine in combination with systemic therapy can offer long-term durable disease control.
 Molecular alterations may predict for response.

11,8 m 26,8 m



JNCI: Journal of the National Cancer Institute, 2025, 117(10)



Local treatments impact local control and survival in selected patients

Molecular data and biomarkers will further improve patient selection.

Combination strategies with newer systemic therapy:
Immune-checkpoint inhibitors, targeted therapies and locoregional therapies ?

Biology
Technology
Temporality

WHY CONSIDER LOCAL THERAPIES IN ADVANCED 
UNRESECTABLE DISEASE?




