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Do we need a 

new version? 



BCLC staging system 2022
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BCLC  2024

Reig M et al J Hepatol. 2022 Mar;76(3):681-693.



Management of the Complexity 



BCLC  2024

Reig M et al J Hepatol. 2022 Mar;76(3):681-693.
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Immunotherapy in Hepatocelullar Carcinoma
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Evidence-based 

Physicians – Multidisciplinary Teams -->  RESPONSABILITY 

‘Shared-Decision Making’  and ‘Value-Based Healthcare’

Clinical-Practice

Regulatory approvals?



Manage 'subjectivity,' 'complexity,' or 'uncertainty' in 
the clinical decision-making process in Liver Cancer

These are objective
data derived from

tomography, laboratory
tests, and other

assessments that have
a defined value

They are subjective, 
complex, or

unknown data in 
∼50 % of clinical

decisions

Reig et al Journal of Hepatology 2022



Clinical Decision-making – BCLC 2024

• Age
• Comorbidities
• Patient values
• Treatment availability
• HCC location
• Techniques (type of ablation, surgery or 

material for loco-regional treatments)

• Type of systemic treatments 
• Etc.

Reig et al. J Hepatol. 2022. 

Physician – Multidisciplinary Team -->  RESPONSABILITY 
‘Shared-Decision Making’  and ‘Value-Based Healthcare’

HCC, hepatocelular carcinoma; . 



Event Parameter Contrasts
HR 

(95%CI)

p-value 

(contrast)

pvalue 

(parameter

)

Death Change of 

treatment strategy 

(td)

BSC for UTP-comorbidities vs. TACE or systemic

treatment.

2 

(1.04 - 3.82)

0.0369 <.0001

BSC for UTP-HCC vs. BSC for UTP-liver dysfunction. 3.23 

(1.36 - 7.65)

0.0079

BSC for UTP-HCC vs. BSC for UTP-comorbidities. 3.65 

(1.53 - 8.26)

0.0035

BSC for UTP-liver dysfunction vs. BSC for UTP-

comorbidities.

1.13 

(0.53 - 2.42)

0.7470

td: time-dependent; HCC: Hepatocellular carcinoma; BSC: Best support care; UTP-liver dysfunction: Untreatable progression due liver dysfunction; 

UTP-comorbidities: Untreatable progression due comorbidities; UTP-HCC: Untreatable progression due symptomatic progression; TACE: Transarterial

chemoembolization. 

Risk factors for death 
by change of treatment strategy post ablation

Muñoz et al 2023



Liver Function Paves 
the Way, 
But It's Not the Only
Factor!

• Tumor Burden

• Symptoms 

• Comorbidities 

• Treatment options

• Line of treatment 

Impaired liver function and systemic treatment

Reig et al. Jorunal of Hepatology 2022

Preserved Mild dysfunction Sever dysfunction 



Certain and uncertain factors that influence
the decision-making process

Fortuny et al. United european gastroenterology journal 2023 



When is the right time for 
discontinuing?

• Treatment failure 
• Pattern of progression
• Intolerance

• Substantial response
• Less tumour burden (Downsizing)
• Downstaging  
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Systemic treatment (ST) in clinical decision-making 

Go/consider/no-go decisions based on the treatment options and patient decision  

Fortuny et  UEG  Journal2024

• Severe Adverse events (AE)
• Symptomatic progression
• Patient decision  

1st Treatment
Discontinuation

Reig M et al. Hepatology 2013;58:2023–31

BCLC upon progression

Bruix, daFonseca, Reig  Nature Review 2019



Cancer death
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Iavarone et al Hepatology 2023



Evolutionary events during HCC treatment

Reig at al Liver Interantional 2021

Iavarone et al. Hepatology 2015; Ogasawara et al Invest New Drugs. 2016; 

Rimassa et al. Lancet Oncol. 2018

de la Torre-Aláez et al.Cardiovasc Intervent Radiol 2020 

Bruix et al. Lancet. 2016

Impact of Pattern of progression on Post-Progression Survival  

Sorafenib

Regorafenib

Tivantinib

Ramucirumab

Radioembolization

Atezolizumab-Bevacizumab ;Campani et al Hepatology 2023Talbot et al. Liver Internatiuonal 2022
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Adverse Events



• BCLC upon progression
• Comorbidities and the history

of AE with previous ST
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Systemic treatment (ST) in clinical decision-making 

Go/consider/no-go decisions based on the treatment options and patient decision  

What is the optimal scheme 
per each patient?

• Several ST Lines
• ST and loco-regional/radiotherapy
• ST and surgical/ablative options
• Others 

Following Lines
Initiation

What is the 
alternative?

What is the evidence to 
deciding the discontinuation? 

Fortuny et al  UEG Journal 2023 (accepted)



• BCLC upon progression
• Comorbidities and the history

of AE with previous ST

C
er

ta
in

U
n

ce
rt

ai
n

Systemic treatment (ST) in clinical decision-making 

Go/consider/no-go decisions based on the treatment options and patient decision  

What is the optimal scheme 
per each patient?

• Several ST Lines
• ST and loco-regional/radiotherapy
• ST and surgical/ablative options
• Others 

Following Lines
Initiation

What is the 
alternative?

What is the evidence to 
deciding the discontinuation? 

Fortuny et al  UEG Journal 2023 (accepted)



Treatment Stage Migration –Indication  

Reig M et al J Hepatol. 2022 Mar;76(3):681-693.

Tai et al Lancet gastroenterology and Hepatology 2021

De la Torre at aJ Immunother Cancer 2022l 

Treatment Stage Migration 

Nivollumab, No esta aprobado
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Treatment Stage Migration –Indication  

Reig M et al J Hepatol. 2022 Mar;76(3):681-693.

Treatment Stage Migration Downsizing

Chiang et al Lancet Gastroenterol Hepatol 2023; 8: 169–78



48.5 %

26.5 %

Exploring HCC Conversion Therapy: Early Steps on a New Path

Chiang et al Lancet Gastroenterol
Hepatol 2023; 8: 169–78

• 8 resection
• 9 ablation
• 1 Liver Transplantation 1.5 %

3 %

5.6% Potential Candidate

Candidate  for 
Conversion 

Candidate for LT



Exploring HCC Conversion Therapy: Early Steps on a New Path

Chiang et al Lancet Gastroenterol Hepatol 2023; 8: 169–78

Overall Survival (n=33) 

1.5 %

26.5%

100% Potential Candidate
For conversion

Candidate  for 
Conversion 

Candidate for LT

Transplanted 0 %

Treated with 
Immunotherapy 48.5%



Bridge 
Liver Transplantation 

Downstaging Downsizing

Phase III trials: 
Progression Free Survival
Recurrence Free Survival  

Adjuvant Therapy 

Overall 
Survival 

Response 

Phase III trials Phase II/III trials 

Combination of IO based combinations

Evidence

Propose
&

Population

Combination Treatment 

Phase III trials: 
Survival 

Preliminar data and controversia
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The BCLC staging system
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We need a 

new version

Precision medicine?
Tailoring medicine? 
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