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Rationale for immunotherapy: HCC versus other malignant diseases  

Disease
PD-L1 ≥ 1% Response Rate 

(Overall/PD-L1≥ 1%)

Malignant Melanoma 83-84% 40%

Lung cancer 63% 20%/15-40%

Head and neck cancer 85-86% 10-15%/15-23% 

Hepatocellular 
carcinoma

20-25% 14-18%/20-28%

▪ Immune class reported 24% in HCC 
▪ HCC ranking in the low range of PD-L1 expression 

& RR to PD-1 inhibitors single agent

Sia D et al, Gastroenterol 2017  



First line Second line

Overall Survival (OS)

Advanced stages

CheckMate-459 
(nivolumab versus sorafenib) 

KEYNOTE-240 
(pembrolizumab versus 

placebo) 

Negative phase III trials

Results of immunotherapy single agent phase III in advanced HCC  

Finn R et al, J Clin Oncol 2019  

Yau T et al, ESMO 2019  



Treatment-related grade 3-4 adverse events (AEs) occurred in 36% of patients receiving 
atezolizumab (Tecentriq) and bevacizumab (Avastin) and 46% of patients receiving sorafenib

The combination of atezolizumab + bevacizumab sets the first line for 
advanced hepatocellular carcinoma 
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Finn RS et al. NEJM 2020;382:1894-1905. 

Tolerance of atezolizumab + bevacizumab in first line for advanced 
hepatocellular carcinoma 



VEGFR-MKI 
Sensitive 

#50-60% DCR 
(# 25-30% mRECIST)

# 5-7 months

Hypervascular 
Phenotype 

(# 75% of cases)

Associating VEGF and PD-L1 inhibition using monoclonal antibodies

Duration of disease control

PD-1 Inhibitor sensitive 
(18% RECIST, 62% DCR, DOR 13.8 months)

Immune profile (# 24% of cases)

≥ 12 months

Sia D, Gastroenterol 2017; Finn RS, J Clin Oncol 2019; Finn RS, NEJM 2020

Drug exposure is optimized in comparison to per os 
administration 
Monoclonal Antibodies are not influenced by 
▪ liver metabolism 
▪ drug-drug interactions

BEVACIZUMAB

ATEZOLIZUMAB



Finn RS, ASCO GI® 2021, 267
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Nb patients

Overall Survival (actualized)

Atezo + Bev 
(n = 336)

Sorafenib 
(n = 165)

Death, n (%) 180 (54) 100 (61)

Median OS, months  
(IC 95%)

19.2 
(17.0-23.7)

13.4 
(11.4-16.9)

HR (IC 95%)
0.66 (0.52-0.85) 

p = 0.0009

%

IMbrave150: Updated overall survival (OS) of atezolizumab + 
bevacizumab for advanced hepatocellular carcinoma 

▪ First analysis conducted after median follow up of 8.6 months (Finn RS et al. N Engl J Med 2020) 
▪ Updated analysis performed after additional 12 months follow up, i.e. median FU of 15.6 months



Finn RS, ASCO GI® 2021, 267

IMbrave150: Updated tumor response and duration of atezolizumab + 
bevacizumab for advanced hepatocellular carcinoma 

RECIST 1.1 mRECIST

Atezo + Bev 
(n = 326)

Sorafenib 
(n = 159)

Atezo + Bev 
(n = 325)

Sorafenib 
(n = 158)

Objective response 
Complete response 
Partial response

30 % 
8 % 

22 %

11 % 
< 1 % 
11 %

35 % 
12 % 
23 %

14 % 
3 % 

11 %
Stable disease 44 % 43 % 37 % 41 %

Disease control rate 74 % 55 % 73 % 55 %

Progression 19 % 25 % 20 % 25 %

Ongoing response 56 % 28 % 50 % 27 %

Median duration of response, months 
(IC 95%)

18.1 
(14.6-NE)

14.9 
(4.9-17)

16.3 
(13.1-21.4)

12.6 
(6.1-17.7)

Updated Tumor Response and Duration 



First line Second line

Overall Survival (OS)

Advanced stages

CheckMate-459 
(nivolumab versus sorafenib) 

KEYNOTE-240 
(pembrolizumab versus 

placebo) 

Adjuvant

Early stages
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Recurrence-free survival 
(RFS)

Negative phase III trials

IMbrave150 
(atezolizumab + bevacizumab  versus 

sorafenib)

Positive phase III trials

CheckMate-9DX 
(nivolumab versus surveillance) 

IMbrave50 
(atezolizumab + bevacizumab  

versus surveillance) 
Ongoing trials 

 (MKI + IO or IO combinations versus 
sorafenib) 

Phase III of immunotherapy in HCC across disease stages  



▪ PD-1 inhibitors single agent phase III did not reached OS primary endpoint in 1L and 2L, 
possibly linked to weakness of target relevance in the overall population 

▪ In first line, combining VEGF and PD-L1 inhibition using antibodies is superior to previous 
standard with oral VEGFR-MKI sorafenib (OS, PFS) in IMbrave 150 trial 

▪ The high rate of OR by RECIST (≥30%) observed with atezolizumab + bevacizumab in 
advanced HCC makes it attractive for neoadjuvant/downstaging strategies 

▪ Other immunotherapy agents (CTLA4 inhibitors) or immunotherapy + VEGFR-MKI 
combinations are actively investigated in first line in HCC  

▪ Trials are ongoing in the adjuvant setting with immunotherapy used as single agent or in 
combination

Immunotherapy today in HCC – Summary



Thank you for your attention !


