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Incidence of HCC: Geography and Etiology
Llovet J., et al. Hepatocellular Carcinoma. Nature Reviews Disease Prim ers. https://doi.org/10.1038/s41572-020-00240-3 7:6 (2021)
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Treatment§

HCC in cirrhotic liver

Very early stage (0)
Single <2 cm

Preserved liver
function*

PS 0

Early stage (A)
Solitary or 

2–3 nodules <3 cm
Preserved liver

function*
PS 0

Intermediate stage (B)
Multinodular,
unresectable

Preserved liver
function*

PS 0

Advanced stage (C)
Portal invasion/

extrahepatic spread
Preserved liver

function*
PS1†–2

Terminal stage (D)
Not transferable HCC

End-stage 
liver function

PS 3–4

Solitary
2–3 nodules 

≤3 cm

Optimal surgical
candidate‡

Yes No

Yes No

Transplant
candidate

Survival >5 years >2.5 years ≥10 months 3 months

Chemoembolization Systemic therapy‖ BSCAblation Resection Transplant Ablation

Barcelona Clinic Liver Cancer Staging System: 2018
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Issues with BCLC in 2018

Yau T, et al. Gastroenterology 2014;146:1691-1700; 
Chapiro J, Geschwind JF. Nature Review Gastroenterol. Hepatol 2014

• Too dogmatic
• Very rigid as it does not allow for patients to be treated outside their “class/stage”
• Does not account for the concept of treatment stage migration 
• Extremely heterogeneous B and C classes
• Performance status (ECOG) not reflecting cancer-related symptoms
• May not reflect practices in different regions of the world (see HKLC staging system)
• BUT BCLC endured the test of time + used throughout the world + allows 
comparisons to be made when reviewing studies

SOLUTIONS:
1. New staging system (yet another one!!)
2. Revise the existing BCLC = better option (FACELIFT needed!!)
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The Hong Kong Liver Cancer Staging System: 
More Reflective of Real-Life Clinical Practice?
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The Hong Kong Liver Cancer 
Staging System
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New Concepts in the Updated BCLC 2025
• Refines clinical decision-making and treatment recommendations in line with recent 
scientific advances

• Prognosis in HCC depends on the dominant drivers—tumor burden and/or liver 
function—while management adapts to evolving evidence

• BCLC update preserves the 2022 staging system but clarifies BCLC-B, replacing 
“multifocal” with explicit criteria: >3 nodules, or ≤3 nodules with at least one >3 cm

• First recommended treatment options for each stage listed preferentially according to 
level of scientific evidence for overall survival benefit

• Personalized treatment recommendations guided by the CUSE framework (Tumor 
Boards to address clinical complexity):

• Integrates Complexity, Uncertainty, Subjectivity, and Emotion with the patient’s full clinical, 
biological, and psychosocial profile

• CUSE = flexible, human-centered decision-support framework—not a rigid protocol—that 
helps make uncertainty explicit and fosters shared, multidisciplinary, and evidence-based 
decision-making across diverse clinical settings

Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025update
 Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020
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The New BCLC in 2025: Treatment Stage Migration

Yen et al.: Treatm ent Stage M igration M axim izes Survival Outcom es in Patients with Hepatocellular Carcinoma Treated with  Sorafenib: An Observational Study. 
Liver Cancer 2017;6:313–324

What is Treatment Stage Migration?
 
Permits access to a treatment that 
was reserved for a more advanced 
stage of the BCLC
For example, allow a BCLC-0 or A 
patient to be treated with TACE, 
SIRT or even systemic therapy
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Barcelona Clinic Liver Cancer Staging System: 2025
Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025 update
 Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020
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Barcelona Clinic Liver Cancer Staging System: 2025
Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025 update
 Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020
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New Developments in HCC Therapies: BCLC 0-A
• Ablation: RFA or Microwave preferred techniques (HIFU = histotripsy?)
• If ablation not feasible, surgical resection may be considered

• For BCLC A: Resection and RFA same survival benefit but not for tumors > 2cm
• MW = best for tumors < 4cm

• If surgery not possible, TACE = best option (although SIRT equally effective)
• Importance of LEGACY study confirmed by RASER trial: If patients match study 
inclusion criteria (single tumor <8cm, CP-A, ECOG PS 0-1), then SIRT should be 
considered

• If patients not candidates for any locoregional treatments, systemic therapy should be 
considered

• No role for SBRT…at least not yet
• Upon listing patients for liver transplant + if expected waiting time > 6 months: Consider 
treatment to prevent tumor progression (“bridging”)                                     
Ablation, TACE or SIRT most widely used

Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025 update. Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020
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Barcelona Clinic Liver Cancer Staging System: 2025
Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025 update
 Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020

12



11/20/25

3

New Developments in HCC Therapies: BCLC-B

• Addition of 3 sub-groups (well-defined HCC nodules, diffuse infiltrative HCC, and 
in between these 2 without possibility of transplant)

• For patients with well preserved liver function: Recommended therapy = cTACE
or DEB-TACE (both have pros and cons)

• For patients not candidates for TACE: Best option = systemic therapy (or clinical 
trials)

• Incorporation of AFP for possible downstaging to transplant (1000 to <500 ng/ml)

Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025 update
 Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020
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Barcelona Clinic Liver Cancer Staging System: 2025
Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025 update
 Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020
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Systemic Monotherapy for HCC in 2025-26: 
New Benchmarks!
• 2007: Sorafenib (SHARP Trial) = 10 months median overall survival (MOS)
• 2017-2025: 6 new drugs + combination drugs = >2 years MOS

• 3 multikinase inhibitors (TKIs)
• Lenvatinib (1st line)
• Regorafenib (2nd line): FDA approved in 2017
• Cabozantinib (2nd line)

• 2 check-point and 1 VEGFR inhibitors
• Nivolumab PD-1 (2nd line): FDA approved in 2017
• Pembrolizumab PD-1 (2nd line): FDA approved in 2018 and fully approved in 2024
• Ramucirumab VEGFR2 (2nd line): FDA approved in 2019

• WHAT ABOUT SIRT for BCLC-C?
• Prospective phase III trials all failed: NO EVIDENCE-BASED recommendation for SIRT!
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New Standards in HCC Therapies: Combination Drug Therapy 

Finn R., et al. N Engl J Med 2020; 382:1894-1905 DOI: 10.1056/NEJMoa1915745; Abou-Alfa GK, et al. J Clin Oncol 2022;40:379.  Abou-Alfa GK, et al. NEJM 2022;1(8).

• Can check-point inhibitors be combined with anti-angiogenic agents or with each 
other?

• YES ! IMbrave150
Atezolizumab plus Bevacizumab in Unresectable
Hepatocellular Carcinoma
N Engl J Med 2020; 382:1894-1905

• Care Changing clinical trial
• Continued progress for patients with advanced HCC
• Should be used in front-line over sorafenib
• New standard of care
• Median OS atezo-bev = 19.2 months          FDA APPROVAL 2020

• YES ! HIMALAYA Durvalumab + tremelimumab > sorafenib
• Another first-line therapy: Median OS =16.4 months (> sorafenib)
• Priming with CTLA-4 inhibitor?          FDA APPROVAL 2023
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Conclusions

• Despite criticisms and many rivals, BCLC has withstood the test of time
• Issues with BCLC: Heterogeneity of B and C classes, treatment stage 

migration, impact of locoregional therapies, performance status not cancer-
related

• Landscape for patients with advanced HCC has changed for the (much) 
better with new drugs and drug combinations that have significantly 
improved patient survival

• Other therapeutic advances had to be accounted for
• Therefore, BCLC badly in need of a fresh update
• New BCLC in 2025 maintained major changes from 2023 and added the 

concept of CUSI         markedly improved + addressed most issues
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New BCLC in 2025: Prognostic Model Based on Tumor Progression
Reig M., et al. BCLC strategy for prognosis prediction and treatment recommendations: The 2025 update
 Journal of Hepatology 2025 https://doi.org/10.1016/j.jhep.2025.10.020
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