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Systemic treatments for advanced HCC: Italy, TO DAY
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Patient and drug selection [patient’s willingness, CPT, ECOG-PS, staging, comorbidities (cardio-vascular risk, 
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1) Atezo+Bev becomes the standard first-line therapy whenever no contraindications preclude its use

2) Sorafenib or lenvatinib are alternative options for those patients not suitable for Atezo+Bev

Galle PR, et al. J Hepatol. 2018;69(1):182-236. eUpdate available at: eUpdate: Hepatocellular Carcinoma Treatment Recommendations (esmo.org).

Current Recommendations: ESMO Guidelines

https://www.esmo.org/guidelines/gastrointestinal-cancers/hepatocellular-carcinoma/eupdate-hepatocellular-carcinoma-treatment-recommendations


Systemic treatment in HCC : BCLC Guidelines

Reig M et al. Journal of Hepatology 2022 vol. 76 j 681–693.



IMbrave150: Atezolizumab + Bevacizumab vs Sorafenib

Updated OS





sorafenib superiority threshold

Abu-Alfa GK et al, N Eng J Med 2022

Systemic treatment for HCC: the HIMALAYA trial

Atezolizumab
+

Bevacizumab

Durvalumab
+

Tremelimumab
(STRIDE)

Primary Endpoint – OS for STRIDE vs Sorafenib (superiority)

• Histologically 
confirmed 

unresectable HCC

• No prior systemic 

therapy for HCC

• Not eligible for 
locoregional therapy
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Stratification2

• Macrovascular invasion (yes vs. no)
• Etiology of liver disease (HBV vs. HCV vs. other)

• ECOG PS (0 vs. 1)

N=389

N=393

N=389

N=153 Tremelimumab 75 mg IV X 4 doses + 
Durvalumab 1500 mg IV Q4W (Arm 
Closed) 

Sorafenib
sorafenib 400 mg BID

Durvalumab 
Durvalumab monotherapy 1500 mg IV 
(Q4W)

STRIDE (T300+D)
Tremelimumab 300 mg IV X 1 dose + 
Durvalumab 1500 mg IV Q4W

Durvalumab is an anti-

PD-L1 monoclonal 

antibody that primarily 
acts later in the immune 

response to enhance 
effector T cell function in 

the tumor • Tremelimumab is a selective 
human monoclonal antibody 

inhibitor of CTLA-41



Tumor immunologic microenviroment

Reversing local

Immunosuppression

Check Point Inhibitors



Atezo/Beva vs Treme/Durva

Patients’

choice

Eligibility

(Beva)

II-III° 

line
Etiology

Costs

Eligibility
Anti-PD1/PDL1



Modified from Cabibbo G et al. Digestive and Liver Disease 2022

Patient’s assessment
Patient and drug selection [patient’s willingness, CPT, ECOG-PS, staging, comorbidities (cardio-vascular risk, immunological-
profile), bleeding risk (EGV, CT-scan, drugs)]
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Potentially less suitable patients for an I/O + anti-angiogenic therapy regimen

ASCO Gastrointestinal Cancers Symposium, January 19-21, 2023, San Francisco, CA. Abstract Number: 511 

LT?



Llovet JM, Pinyol R, Kelley RK, et al. Molecular pathogenesis and systemic therapies for hepatocellular carcinoma. Nat Cancer. 2022;3(4):386-401. 

Some treatment algorithms are already published 



Evolving aetiology of HCC

(ITA.LI.CA database 2018)

Vitale A et al., for ITA.LI.CA. Gut Gut. 2023; 72:141-152



HCC NASH etiology



HCC NASH etiology



Espinoza M et ak. Gastroenterology. 2023;S0016-5085(23)00234-2. 

Atezo-beva according to etiology

• NAFLD: 47 patients
• HCV: 70 patients 
• HBV: 108 patients 
• ALD: 51 patients 
• Other/unknown causes: 3 patients 

Not significant different across multiple comparisons 
Log-rank test: multiple curves p=0.41
• NAFLD vs HCV HR=1.34, p=0.26
• NAFLD vs HBV HR=1.1, p=0.68
• NAFLD vs ALD HR=0.89, p=0.65

mOS
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Casadei-Gardini et al. European Journal of Cancer 180 (2023) 9e20
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• HCC diagnosed histopathologically
or clinically 

• No  prior systemic treatment

• Retrospectively collected between 
May 2015 and April 2022

• Western and Eastern populations 
from 42 centers in 5 countries (Italy, 
Germany, Portugal, Japan, and the 
Republic of Korea)

Atezo-bev
1200mg – 15mg/kg IV 

every 3 weeks 
n=864

Lenvatinib
8mg/day if > 60kg 

12mg/day if ≤ 60kg
n=1341

IPTW

Atezo-bev
1200mg – 15mg/kg IV 

every 3 weeks 

n=864

Lenvatinib
8mg/day if > 60kg 

12mg/day if ≤ 60kg

n=1343

• TTP
• OS
• Safety 

IPTW: Inverse Probability of Treatment Weights

Follow-up
Atezo-bev: 11.1 months (6.8, 15.0)
Lenvatinib: 13.8 months (7.6, 22.9)

Study Design

Casadei-Gardini et al. European Journal of Cancer 180 (2023) 9e20
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A-B: 16.4 months (IQR: 8.2, not reached) 
Len: 15.8 months (IQR: 8.4, 44.0)
p=0.445

➢ After adjustment for centres’ effect and 2L 

therapies received, no significant difference 

was observed, given a  HR for atezo-bev of 

0.97 (95%CI: 0.80, 1.17; p=0.739).

Overall Survival

All etiologies

Casadei-Gardini et al. European Journal of Cancer 180 (2023) 9e20
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OS subgroup analysis

Casadei-Gardini et al. European Journal of Cancer 180 (2023) 9e20
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HR:1.88 (95%CI: 1.16, 3.01); p=0.014HR:0.73 (95%CI: 0.54, 0.99); p=0.048 

Overall Survival by Etiology

Viral NASH/NAFLD

Casadei-Gardini et al. European Journal of Cancer 180 (2023) 9e20
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NAFLD/MAFLD/MASLD/SLD and CPI:                      ?



New challenges
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Adjuvant treatments

IMBRAVE 050



EMERALD-1: a Phase 3, randomized, placebo-controlled study of transarterial chemoembolization combined with durvalumab with or without bevacizumab in participants with 

unresectable hepatocellular carcinoma eligible for embolization 

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



EMERALD-1 study design

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



TTP

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Multiparametric ORDINAL therapeutic hierarchy
Aim: patient survival/cure CONVERSION!



CAVEATS…

Endpoints:
OS vs PFS vs ORR vs DCR 
vs QOL  

Lack of direct comparisons 
between drugs with the only
exception of sorafenib

Sequences/combined treatments
TKI/Immunoth./Antiangiogenetic
Adjuvant and neo-adjuvant sett.

Big Pharma
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HCC management ….2000 -> 2010

Epatologo

Gastro,     
Med Int

Chirurgo

Oncologo

Radiologo
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HCC management ….2020 -> 2024

Epatologo
(Gastro,     
Med Int) Chirurgo

Oncologo
Radiologo
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HCC management …. 2024

Lenvatinib

Atezo + Beva
Sorafenib

Cabozantinib
Durvalumab +

Tremelimumab
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HCC management …. 2024

Lenvatinib

Atezo + Beva Sorafenib

Cabozantinib
Durvalumab +

Tremelimumab
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E allora?
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«Epatologo»

«Oncologo»

Ambulatorio 
Multidisciplinare



Grazie!
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