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Colorectal Cancer: Novel 
Combination Therapies 

Lonardi discussed recent advancements 
in immunotherapy for CRC, focusing on 
the impact of MSI-H status on treatment 
response. Historically, CRC was not 
considered responsive to immunotherapy 
until the identification of MSI-H, a marker of 
DNA mismatch repair associated with high 
mutation rates and neoantigen exposure.1-3 
These insights have transformed the 
treatment landscape for MSI-H tumours, 
enabling the development of immune 
checkpoint inhibitors. Despite these 
advancements, MSI-H CRCs continue 
to exhibit complex immune evasion 
mechanisms, including overexpression of 
immune checkpoints such as programmed 
death-1 and cytotoxic T-lymphocyte-
associated protein 4 (CTLA-4), 
underscoring the ongoing need to explore 
combination therapies.4

Development and Results of 
Combination Regimens 
The CheckMate 142 trial, a Phase II multi-
cohort study, evaluated the combination of 
nivolumab (NIVO) and low-dose ipilimumab 
(IPI) in patients with MSI-H metastatic 
(m) CRC who had progressed after prior 
treatments. In a cohort of 119 patients 
treated with NIVO + IPI, the combination 

demonstrated a median progression-
free survival (PFS) that had not yet been 
reached, with 52% of patients remaining 
progression-free at 5 years. Grade 3 or 4 
treatment-related adverse events (TRAE) 
occurred in 32% of patients.5

Pembrolizumab was subsequently 
investigated in the 1L setting through 
the KEYNOTE-177 trial, comparing it with 
standard chemotherapy in patients with 
MSI-H/mismatch repair deficient (dMMR) 
mCRC. The trial enrolled 307 patients, 
with 153 receiving pembrolizumab and 
154 receiving chemotherapy. The median 
PFS was 16.5 months (95% CI: 5.4–32.4) in 
the pembrolizumab group and 8.2 months 
(95% CI: 6.2–10.2) in the chemotherapy 
group (hazard ratio [HR]: 0.60; 95% CI: 
0.45–0.79). Grade 3 or higher TRAEs 
were reported in 21.6% of patients in the 
pembrolizumab group compared to 66% in 
the chemotherapy group.6

Ongoing Trials and Future Directions 
The randomised Phase III trial 8HW 
is currently comparing nivolumab 
monotherapy, nivolumab + ipilimumab, 
and standard chemotherapy in the 1L 
setting for MSI-H patients. This study 
features dual primary endpoints: PFS 
between NIVO + IPI and chemotherapy 
and a direct comparison between 

Meeting Summary
At the European Society for Medical Oncology (ESMO) Congress 2024 in 
Barcelona, Spain, the latest advancements in immunotherapy for colorectal 

cancer (CRC), gastro-oesophageal cancers, and hepatocellular carcinoma (HCC) 
were presented. Sara Lonardi from the Veneto Institute of Oncology, Italy, discussed 
the role of neoadjuvant immunotherapy in patients with high microsatellite instability 
(MSI-H) CRC, highlighting promising data from the CheckMate 8HW and NICHE-2 trials. 
Tania Fleitas Kanonnikoff from INCLIVA, Hospital Clínico Universitario de Valencia, 
Spain, provided insight into the use of immunotherapy-based regimens for gastro-
oesophageal cancers, including treatment considerations based on key biomarkers and 
emerging treatment options. Thomas Decaens from the University of Grenoble-Alpes, 
France, presented results from several trials, including IMbrave150, HIMALAYA, and 
CheckMate 9DW, supporting the increasing role of immunotherapy combinations in 
first-line (1L) HCC treatment, which has been shown to improve overall survival in this 
challenging disease.
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nivolumab monotherapy and nivolumab 
+ ipilimumab. In the NIVO + IPI arm, 
which included 171 patients, the median 
PFS was not reached, with a CI of 38.4 
months to not evaluable. This compared 
to a median PFS of 5.9 months (95% CI: 
4.4–7.8) in the chemotherapy group of 84 
patients (HR: 0.21; 97.91% CI: 0.13–0.35; 
p<0.0001). The study demonstrated that 
79% of patients in the NIVO + IPI arm 
were progression-free at 12 months, and 
72% remained progression-free at 24 
months, compared to 21% and 14% in the 
chemotherapy group, respectively. The 
PFS benefit with NIVO + IPI was consistent 
across various analyses, including PFS 
by blinded independent central review. 
Data comparing nivolumab monotherapy 
versus nivolumab + ipilimumab are still 
awaited, and ongoing analysis aims to 
provide further insights. Additionally, 
NIVO + IPI had a different safety profile 
compared with chemotherapy, with 
fewer Grade 3/4 TRAEs, while improving 
health-related quality of life and reduced 
symptoms versus chemotherapy. Figure 1 
demonstrates the data from  
CheckMate 8HW.7-9

Lonardi discussed the potential for 
further improving outcomes in MSI-H CRC 
through various dual immuno-oncology 
(IO) combinations. While multiple IO-based 
combinations are under investigation, she 
emphasised that using IO earlier in locally 
advanced resectable disease for MSI-H 
patients could deliver the most substantial 
improvement in outcomes.

Lonardi highlighted the NICHE-2 trial, which 
investigated neoadjuvant immunotherapy 
in patients with previously untreated, 
resectable clinical Stage II/III dMMR colon 
adenocarcinoma. In this trial, patients 
were treated with NIVO and low-dose IPI 
for one dose, followed 2 weeks later by 
a single dose of nivolumab monotherapy 
before surgery. A pathological complete 
response (pCR), defined as no residual 
viable tumour, was achieved in 67% of 
patients. Additionally, 95% of patients 
achieved a major pathological response, 
which includes both pCR and patients 
with ≤10% residual tumour. The trial 
also demonstrated promising long-term 
outcomes. With a median follow-up of 
26.2 months, no disease recurrences 
were observed. The safety profile of this 

Figure 1: CheckMate 8HW study results.

1L: first line; dMMR: deficient DNA mistmatch repair; HR: hazard ratio; IPI: ipilimumab; mCRC: metastatic colorectal 
cancer; MSI-H: microsatellite instability high; NIVO: nivolumab; NR: not reached; PFS: progression-free survival. 
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neoadjuvant IO approach was notable, 
with only 4% of patients experiencing 
Grade 3 or 4 immune-related AEs.10,11 
Data presented at ESMO 2024 of 3-year 
disease-free survival from NICHE-2 showed 
unprecedented 3-year DFS of 100% in 
patients with high-risk, locally advanced 
dMMR colon cancer with only two cycles 
of neoadjuvant immunotherapy. All patients 
were circular tumour (ct)DNA negative at 
minimal residual disease time point, in line 
with 0% recurrences. Association of (early) 
clearance with pCR: ctDNA may aid in  
organ preservation.12

KRAS Mutations and Other  
Colorectal Cancer Subtypes 
Lonardi closed the session by noting that 
only about 5% of CRC patients are MSI-H,13 
highlighting the need to develop new 
strategies for the remaining 95% of patients 
with CRC. One promising approach is 
targeting Kirsten rat sarcoma virus (KRAS) 
mutations, specifically KRASG12C, which is 
present in approximately 3% of patients 
with CRC.14 Preclinical data suggest that 
activation of epidermal growth factor 
receptor signalling can overcome KRASG12C 
inhibition in CRC.15,16

The CodeBreaK 300 trial evaluated 
sotorasib + panitumumab versus standard 
of care (SOC) in pre-treated KRASG12C-
mutant mCRC. The median PFS was 5.62 
months in the higher-dose group (sotorasib 
960 mg + panitumumab) and 3.91 months 
in the lower-dose group, compared to 2.20 
months with SOC. The objective response 
rate (ORR) was 30% in the higher-dose 
group, 8% in the lower-dose group, and 
2% with SOC. Grade 3 or higher TRAEs 
occurred in 36% of the higher-dose group, 
30% of the lower-dose group, and 43% of 
the SOC group.17

The KRYSTAL-1 trial evaluated the efficacy 
of adagrasib combined with cetuximab 
in pre-treated KRASG12C-mutant mCRC. In 
this trial involving 94 patients, the median 
PFS was 6.9 months (95% CI: 5.7–7.4), 
and the median OS was 15.9 months (95% 
CI: 11.8–18.8). The ORR was 34%, with a 
median duration of response of 5.8 months. 
Grade 3 or 4 TRAEs were reported in 

28% of patients. These findings highlight 
the potential of targeted therapies like 
adagrasib combined with cetuximab in 
managing KRASG12C-mutant mCRC.18

Lonardi concluded that MSI is the more 
robust biomarker in CRC and recommended 
testing all patients from the outset. 
Pembrolizumab and NIVO + IPI are the 
SOC in the 1L setting for MSI-H patients,10 
and NIVO + IPI in the neoadjuvant setting 
has shown high efficacy in resectable 
MSI-H colon cancer, with a 68% pCR rate. 
Data presented at ESMO 2024 of 3-year 
disease-free survival from NICHE-2 showed 
unprecedented 3-year DFS of 100% in 
patients with high-risk, locally advanced 
dMMR colon cancer with only two cycles 
of neoadjuvant immunotherapy.11,12 Lastly, 
targeting KRASG12C and epidermal growth 
factor receptor is an effective therapeutic 
approach for advanced, pre-treated mCRC 
with a KRASG12C mutation. The continued 
exploration of these strategies will be 
essential in refining treatment options and 
optimising outcomes for patients  
with CRC.15,16

Gastro-oesophageal Cancers:  
The Role of Immunotherapy 

Tania Fleitas Kanonnikoff 

Overview of  
Gastro-oesophageal Cancers 
Kanonnikoff provided an overview of 
oesophageal and gastric cancers, which 
rank as the 7th and 5th most common causes 
of cancer-related death worldwide.19 The 
main types of oesophagal cancer are 
oesophageal squamous cell carcinoma 
(ESCC) and oesophageal adenocarcinoma 
(EAC). Gastro-oesophageal adenocarcinoma 
(gastric, gastro-oesophageal junction, or 
oesophageal adenocarcinoma) is treated 
in a similar way. Gastric cancer is known to 
exhibit significant heterogeneity. Biomarkers 
such as human epidermal growth factor 
receptor 2 (HER2), MSI-H, programmed 
death ligand-1 combined positive score 
(PD-L1 CPS), and recently Claudine 18.2 are 
essential in guiding treatment.

Symposium Review

https://creativecommons.org/
https://www.emjreviews.com/therapeutic-area/oncology/


CC BY-NC 4.0 Licence  ●  Copyright © 2024 EMJ   ●   October 2024  ●  Oncology 61

ESMO Guidelines for 1L  
Treatment in Oesophageal  
Squamous Cell Carcinoma 
The ESMO guidelines recommend platinum 
plus fluoropyrimidine chemotherapy 
in the 1L treatment for PD-L1-negative 
patients. For PD-L1-positive patients 
with a tumour proportion score (TPS) 
of ≥1%, NIVO + chemo or NIVO + IPI is 
advised. For patients with a CPS score of 
≥10, pembrolizumab plus chemotherapy 
is recommended.20 As of July 2024, the 
Committee for Medicinal Products for 
Human Use (CHMP) recommended the 
approval of toripalimab + chemotherapy 
for the 1L treatment of advanced ESCC.21

CheckMate 648: NIVO + 
Chemotherapy Versus  
Chemotherapy in Oesophageal 
Squamous Cell Carcinoma 
CheckMate 648 is a pivotal trial  
that evaluated NIVO + chemotherapy 
versus chemotherapy alone as a 1L 
treatment in ESCC. The trial included 
patients with varying levels of PD-L1 
expression. The median OS for the entire 
population was 13.2 months (95% CI: 
11.1–15.7) in the NIVO + chemotherapy 
group, compared to 10.7 months (95% CI: 
9.4–12.1) in the chemotherapy-only group 
(HR: 0.77; 95% CI: 0.65–0.92). In patients 
with PD-L1 tumour cell expression ≥1%, 
also known as PD-L1 TPS, the median 
OS was 15.0 months (95% CI: 11.9–18.7) 
for the NIVO + chemotherapy arm 
versus 9.1 months (95% CI: 7.7–10.0) for 
chemotherapy alone (HR: 0.60; 95% CI: 
0.47–0.77). In the subgroup of patients 
with tumour cell PD-L1 expression <1%, 
the HR for OS was 0.97, indicating that 
enriched benefit was observed in patients 
with higher PD-L1 expression.22

The long-term follow-up provided 
valuable insights into the survival benefit 
of immunotherapy combined with 
chemotherapy. Grade 3 or 4 TRAEs were 
reported in 49% of patients receiving 
NIVO + chemotherapy and 37% in the 
chemotherapy-only group.22

CheckMate 648: NIVO + IPI Versus 
Chemotherapy in Oesophageal 
Squamous Cell Carcinoma 
An additional arm of CheckMate 648 
assessed NIVO + IPI versus chemotherapy 
alone as a 1L treatment for ESCC. The 
trial reported a median OS of 12.7 months 
(95% CI: 11.3–15.5) for the NIVO + IPI group 
compared to 10.7 months (95% CI: 9.4–12.1) 
for the chemotherapy-only group (HR: 0.78; 
95% CI: 0.65–0.92). In patients with tumour 
cell PD-L1 expression ≥1%, the median OS 
was 13.1 months (95% CI: 11.2–17.4) for NIVO 
+ IPI versus 9.1 months (95% CI: 7.7–10.0) 
for chemotherapy (HR: 0.63; 95% CI: 0.49–
0.81). For patients with tumour cell PD-L1 
expression <1%, the HR for OS was 0.94, 
indicating that the benefit of NIVO + IPI was 
more pronounced in patients with higher 
PD-L1 expression. Grade 3 or 4 TRAEs were 
reported in 33% of the NIVO + IPI group and 
37% in the chemotherapy-only group.22

KEYNOTE-590:  
PEMBRO + Chemotherapy Versus 
Chemotherapy in Oesophageal 
Squamous Cell Carcinoma 
The KEYNOTE-590 trial evaluated PEMBRO 
+ chemotherapy versus chemotherapy 
alone in ESCC. In the overall ESCC 
population, the median OS was 12.6 
months (95% CI: 10.2–14.2) for PEMBRO + 
chemotherapy versus 9.8 months (95% CI: 
8.6–11.1) for chemotherapy alone (HR: 0.71; 
95% CI: 0.60–0.85).23

For ESCC patients with PD-L1 CPS ≥10, the 
median OS was 13.9 months (95% CI: 11.1–
16.0) in the PEMBRO + chemotherapy group 
compared to 8.8 months (95% CI: 7.8–10.5) 
in the chemotherapy group (HR: 0.59; 95% 
CI: 0.45–0.76). The 5-year OS rate was 
13.8% for PEMBRO + chemotherapy and 
3.7% for chemotherapy alone, highlighting 
the long-term benefit of immunotherapy in 
this subgroup.24

Additionally, in patients with PD-L1 CPS 
<10, the OS HR was 0.84, indicating a less 
pronounced benefit in this lower expression 
group.24 Grade 3 or higher TRAEs were 
reported in 71.9% of patients receiving 
PEMBRO + chemotherapy and 67.6% in the 
chemotherapy-only group. 
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Fleitas discussed the duration of 1L 
therapies in her clinical practice. Current 
guidelines recommend chemotherapy 
combined with either PEMBRO or NIVO.19 
In her practice, she typically discontinues 
oxaliplatin after eight cycles and continues 
with immunotherapy and fluoropyrimidine 
if there is a clinical benefit for the patient. 

KEYNOTE-811 in HER2- 
Positive Gastric/Gastro-oesophageal 
Junction Cancer 
For HER2-positive advanced  
gastric, gastro-oesophageal junction  
cancer, and EAC, the addition of PEMBRO 
to trastuzumab (TRAS) and chemotherapy 
is now a recommended treatment option 
for PD-L1 CPS ≥1, supported by results 
from the KEYNOTE-811 trial.24,25 The trial 
demonstrated significant improvements  
in PFS and OS when PEMBRO was  
added to the standard TRAS + 
chemotherapy regimen for the PD-L1 
positive population.26,27 

For patients with PD-L1 CPS ≥1, the 
median PFS was 10.9 months (95% CI: 
8.5–12.5) in the PEMBRO group compared 
to 7.3 months (95% CI: 6.8–8.5) in the 
placebo group (HR: 0.71; 95% CI: 0.59–
0.86). The median OS was 20.5 months 
in the PEMBRO group versus 15.6 months 
in the placebo group (HR: 0.79; 95% CI: 
0.64–0.98). The ORR was 73.2% in patients 
with PD-L1 CPS ≥1 receiving PEMBRO + 
TRAS + chemotherapy, compared to 58.4% 
in the placebo group.26,27

Grade 3 or 4 TRAEs occurred in  
58% of patients receiving PEMBRO and 
50% of patients in the placebo group, 
reflecting the manageable safety profile  
of the combination therapy. This 
combination has become an established 
standard of care for HER2-positive 
patients with PD-L1 expression. Fleitas 
mentioned that in her practice she 
continues both pembrolizumab and 
trastuzumab until the disease progresses 
as a maintenance strategy.26,27

CheckMate 649 and KEYNOTE-859 
in HER2-Negative Gastric/Gastro-
oesophageal Junction Cancer/
Oesophageal Adenocarcinoma 
The CheckMate 649 and KEYNOTE-859 
trials investigated the addition of 
immunotherapy to chemotherapy in 
advanced gastric, gastro-oesophageal 
junction cancer, and EAC, demonstrating 
that the addition of IO to chemotherapy 
showed superior benefit to chemotherapy 
alone. It also demonstrated that higher 
PD-L1 expression levels are associated with 
better treatment outcomes. EAC patients 
were only enrolled in CheckMate 649 study. 

CheckMate 649 trial in HER2-negative 
gastric/gastro-oesophageal junction 
cancer/oesophageal adenocarcinoma28

• NIVO + chemotherapy was compared to 
chemotherapy alone.

• For PD-L1 CPS ≥5:

 • Median OS: 14.4 months (95% CI: 
13.1–16.2) with NIVO + chemotherapy.

 • 11.1 months (95% CI: 10.1–12.1) in the 
chemotherapy group (HR: 0.70; 95% CI: 
0.61–0.81).

• For PD-L1 CPS ≥1:

 • Median OS: 13.8 months (95% CI: 
12.4–14.8) with NIVO + chemotherapy.

 • 11.4 months (95% CI: 10.7–12.3) in 
the chemotherapy group (HR: 0.75; 95% 
CI: 0.67–0.85).

• In all-randomised population:

 • Median OS: 13.7 months (95% CI: 
12.4–14.5) with NIVO + chemotherapy.

 • 11.6 months (95% CI: 10.9–12.5) in 
the chemotherapy group (HR: 0.79; 95% 
CI: 0.71–0.88).

• For lower PD-L1 expression (CPS <1 and 
CPS <5), OS HRs were 0.98 and 0.95, 
respectively.

• Grade 3 or 4 TRAEs occurred in 60% of 
patients receiving NIVO + chemotherapy.
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• 45% of patients experienced Grade  
3 or 4 TRAEs in the chemotherapy- 
only group.

KEYNOTE-859 trial of pembrolizumab 
+ chemotherapy versus chemotherapy 
in HER2-negative gastric/gastro-
oesophageal junction cancer29,30

• PEMBRO + chemotherapy was 
compared to chemotherapy alone.

• For PD-L1 CPS ≥10:

 • Median OS: 15.8 months  
(95% CI: 14.0–19.3) with  
PEMBRO + chemotherapy.

 • 11.8 months (95% CI: 10.3–12.7) in  
the placebo group (HR: 0.64; 95%  
CI: 0.53–0.78).

• For PD-L1 CPS ≥1:

 • Median OS: 13.0 months  
(95% CI: 11.6–14.2) with  
PEMBRO + chemotherapy.

 • 11.4 months (95% CI: 10.5–12.0) in  
the placebo group (HR: 0.75; 95% CI: 
0.66–0.85).

• Grade 3 or higher TRAEs were reported 
in 59.4% of patients in the PEMBRO + 
chemotherapy group.

• 51.3% of patients experienced Grade 3 
or higher TRAEs in the placebo group.

Both trials highlight the critical role of  
PD-L1 expression as a predictive biomarker, 
with higher expression correlating with 
improved survival outcomes when 
immunotherapy is added to chemotherapy.

Fleitas emphasised the critical role of 
biomarker testing in the management of 
gastro-oesophageal cancers. Ongoing 
research and future trials will continue to 
refine these treatment strategies, with a 
focus on expanding therapeutic options and 
improving outcomes across different  
patient subgroups.

Hepatocellular Carcinoma: 1L 
Treatment Options in the  
Metastatic Setting  

Thomas Decaens 

Rationale for Immunotherapy in 
Hepatocellular Carcinoma
Decaens discussed immunotherapy’s 
role in HCC. HCC often arises from 
chronic inflammatory liver conditions 
such as non-alcoholic steatohepatitis, 
alcohol-related liver disease, and 
viral aetiologies, like hepatitis B and C 
infection.31-33 These chronic conditions 
create an immunosuppressive environment 
characterised by a low tumour mutation 
burden and fewer tumour-associated 
antigens, contributing to the resistance of 
HCC to immune-modulating therapies.34-36 

The inherent immunotolerance of the 
liver further complicates effective 
immune engagement.37 In most cases in 
the West, cirrhosis is present, leading 
to modifications in liver endothelial cells 
that hinder tumour-associated antigen 
presentation.38 Additionally, the fibrotic 
liver alters cell trafficking, affecting the 
entry of immune cells from the blood.39

Mechanisms of  
Combination Therapy 
Due to these challenges, combination 
therapy has become necessary in 
HCC treatment, as trials investigating 
single agents have often failed. In the 
current landscape, anti-PD-L1 agents, 
which enhance pre-existing T cell 
responses and cytokine production, 
are combined either with anti-vascular 
endothelial growth factor therapies to 
normalise tumour vasculature and reduce 
immunosuppression or anti-CTLA-4 
therapies to increase T cell priming.40-42 

This combination shifts a cold tumour to 
a hot tumour. Anti-CTLA-4 therapies, in 
addition to increasing T cell priming in 
the lymph node, enhance tumour antigen 
presentation and activate T cells,  
providing a broader immune response 
against the tumour.43,44
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Clinical Trials and  
Efficacy of 1L Treatments 
Decaens highlighted pivotal Phase III 
clinical trials comparing immunotherapy 
combinations to standard tyrosine kinase 
inhibitors (TKI), sorafenib (SOR), or 
lenvatinib in the 1L setting:

1. IMbrave 150 Trial: This trial compared 
atezolizumab (ATEZO, PD-L1i) + 
bevacizumab (BEV, VGEFi) against SOR 
(TKI) in previously untreated patients 
with HCC. ATEZO + BEV demonstrated 
a median OS of 19.2 months compared 
to 13.4 months with SOR (HR: 0.66; 
95% CI: 0.52–0.85; p<0.001). Grade 3 
or 4 TRAEs were reported in 43% of 
patients receiving ATEZO + BEV and 
46% of those receiving SOR. The rate 
of survival at 18 months was 52% in 
the immunotherapy group.45

2. HIMALAYA Trial: This trial compared 
the combination of tremelimumab 
(TREME, CTLA-4) + durvalumab 
(DURVA, PD-L1I) versus SOR in a 1L 
setting. At a predetermined interim 
analysis, the study was positive, and 
the median OS was 16.4 months for 
the TREME + DURVA group compared 
to 13.8 months for SOR (HR: 0.78; 95% 
CI: 0.67–0.92; p=0.0037). The median 
follow-up of this trial was 48 months, 
and 25% of the patients survived at 
the end of the follow-up. The TREME 
+ DURVA combination was associated 
with a lower incidence of serious 
TRAEs (17.5%) compared to the current 
SOC (ATEZO + BEV). The SOR group 
registered a cumulative serious TRAE 
rate of 9.4%.46 Serious AEs, regardless 
of attribution, occurred in 41.2%, 31.7%, 
and 29.7% of participants receiving 
STRIDE (tremelimumab + durvalumab), 
durvalumab, and sorafenib, 
respectively. Serious treatment-related 
AEs occurred in 17.5% of participants 
treated with STRIDE, 8.5% of 
participants treated with durvalumab, 
and 9.6% of participants treated with 
sorafenib. No new serious treatment-
related AEs occurred after the primary 
analysis for STRIDE. The updated 
5-year OS for STRIDE (tremelimumab + 
durvalumab) demonstrated a sustained 

OS benefit versus sorafenib, with OS 
rates of 19.6% versus 9.4% at 5 years 
and the OS rate ratios for STRIDE 
versus sorafenib increasing over time. 
There were no new serious treatment-
related AEs after the primary analysis 
for STRIDE. This was presented at 
ESMO 2024.47

3. CheckMate 9DW Trial: This recent 
trial evaluated NIVO (PD1i) + IPI 
(CTLA-4) versus lenvatinib (LENVA) 
or SOR. In 85% of the patients, the 
investigators chose lenvatinib, the 
strongest TKI in the market.  This is a 
huge distinguishing factor compared 
to other studies in the 1L space, as 
competitors used SOR only. SOR is a 
first-generation TKI with a narrower 
efficacy profile than LENVA. NIVO + IPI 
showed a median OS of 23.7 months 
compared to 20.6 months for LENVA/
SOR (HR: 0.79; 95% CI: 0.65–0.96; 
p=0.018). Grade 3 or 4 TRAEs were 
reported in 41% of patients in the NIVO 
+ IPI group and 42% in the LENVA/SOR 
arm. The median follow-up was 35.2 
months, which was relatively longer 
than the other trials, and in the NIVO + 
IPI arm, 38% of the patients were alive 
at the end of the follow-up.48

4. CARES-310 Trial: The trial compared 
camrelizumab (CAMRE, PDL1-i)) + 
rivoceranib (RIVO, VGEFR-2i) versus 
SOR in the 1L setting for HCC. The 
combination of CAMRE + RIVO showed 
a median OS of 23.8 months compared 
to 15.2 months with SOR (HR: 0.64; 
95% CI: 0.52–0.79; p<0.0001). The 
survival rates at 12 months were 
76.6% for the CAMRE + RIVO group 
and 60.9% for the SOR group, 
highlighting the significant benefit 
of the combination therapy. Grade 3 
or 4 TRAEs were reported in 81% of 
patients receiving CAMRE + RIVO and 
52% in the SOR group.49,50 Table 151,52 

refers to the first-line systemic therapy 
recommendations for first-line HCC. 
The results of the trial are summarised 
in Table 2.45-50

Symposium Review

https://creativecommons.org/
https://www.emjreviews.com/therapeutic-area/oncology/


CC BY-NC 4.0 Licence  ●  Copyright © 2024 EMJ   ●   October 2024  ●  Oncology 65

Clinical Considerations and  
Future Directions  

Decaens discussed important clinical 
considerations, including the potential 
between increased exposure to  
CTLA-4 inhibitors and its assumed 
prolonged clinical benefit.50,53,54 Another 
consideration is that any patient with HCC 
is at risk of gastrointestinal bleeding due to 
the existing liver disease and the possibility 
of portal hypertension. The bleeding risk 
increases with advanced stages and 
antiangiogenic agents in combination 
regimens, as they could exacerbate portal 
hypertension.55-57 

Looking ahead, Decaens highlighted the 
evolving landscape of HCC treatment. He 
noted that NIVO + IPI shows promise as 
a new SOC in 1L treatment. Researchers 
continue to explore new IO agents and 
combination therapies, with ongoing trials 
potentially defining a more optimised 
approach to managing advanced HCC. 
Decaens concluded that the recent 
advancements in 1L immunotherapy have 
significantly improved survival outcomes in 
HCC, offering a brighter outlook for patients 
with this challenging disease. 

Table 1: First-line systemic therapy recommendations for advanced HCC. 

*Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Hepa-
tocellular Carcinoma V.2.2024. © National Comprehensive Cancer Network, Inc. 2024. All rights reserved. Accessed 
July 10, 2024.

ATEZO: atezolizumab; BEV: bevacizumab; DURVA: durvalumab; EASL: European Association for the Study of the  
Liver; ESMO: European Society for Medical Oncology; HCC: hepatocellular carcinoma; LENVA: lenvatinib; NCCN:  
National Comprehensive Cancer Network; PEMBRO: pembrolizumab; SOR: sorafenib; TISLE: tislelizumab;  
TREME: tremelimumab. 

Regimen(s) EASL Clinical Practice 
Guidelines 201851

ESMO Clinical Practice 
Guidelines 202152

NCCN Clinical Practice 
Guidelines in Oncology (NCCN 

Guidelines®) v2.2024*

ATEZO + BEVc
— Standard

Preferred regimens
TREME + DURVA

— —

SOR, LENVA Recommended Additional options
Other recommended regimens

DURVA, TISLE, PEMBRO — —

Repotrectinib
— — Useful in certain 

circumstances (for NTRK+ 
solid tumors)

Symposium review

https://creativecommons.org/
https://www.emjreviews.com/therapeutic-area/oncology/


66 Oncology  ●  October 2024  ●  Copyright © 2024 EMJ   ●   CC BY-NC 4.0 Licence

References
1. Dienstmann R et al. Molecular 

subtypes and the evolution of 
treatment decisions in metastatic 
colorectal cancer. Am Soc Clin Oncol 
Educ Book. 2018;38:231-8.

2. Wu Wet al. Intratumor heterogeneity: 
the hidden barrier to immunotherapy 
against MSI tumors from the 
perspective of IFN-γ signaling and 
tumor-infiltrating lymphocytes. J 
Hematol Oncol. 2021;14(1):160.

3. Xiao Y, Freeman GJ. The microsatellite 
instable subset of colorectal cancer 
is a particularly good candidate for 
checkpoint blockade immunotherapy. 
Cancer Discov. 2015;5(1):16-8.

4. Vesely MD et al. Natural innate and 
adaptive immunity to cancer. Annu Rev 
Immunol. 2011;29:235-71.

5. Overman MJ et al. Durable clinical 
benefit with nivolumab plus ipilimumab 
in DNA mismatch repair-deficient/
microsatellite instability-high 
metastatic colorectal cancer. Abstract 
3510. ASCO Annual Meeting, 3-7 June, 
2022. 

6. Shiu KK et al. Pembrolizumab versus 
chemotherapy in microsatellite 
instability-high (MSI-H)/mismatch 
repair-deficient (dMMR) metastatic 
colorectal cancer (mCRC): 5-year 
follow-up of the randomized phase III 
KEYNOTE-177 study. Abstract LBA32. 
ESMO Annual Meeting, 20-24 October, 

2023.

7. Lenz HJ et al. Nivolumab (NIVO) plus 
ipilimumab (IPI) vs chemotherapy 
(chemo) as first-line (1L) treatment 
for microsatellite instability-high/
mismatch repair-deficient (MSI-H/
dMMR) metastatic colorectal cancer 
(mCRC): expanded efficacy analysis 
from CheckMate 8HW. ASCO Annual 
Meeting, 31 May-4 June, 2024.

8. Bristol-Myers Squibb. A study of 
nivolumab, nivolumab plus ipilimumab, 
or investigator's choice chemotherapy 
for the treatment of participants with 
deficient mismatch repair (dMMR)/
microsatellite instability high (MSI-H) 
metastatic colorectal cancer (mCRC) 
(CheckMate 8HW). NCT04008030. 

Table 2: Summary of immuno-oncology based 1L hepatocellular carcinoma treatments.

Cross-trial comparisons should not be made due to differences in study design, patient populations, treatment 
interventions, and duration of follow-up, among others. Data are presented side-by-side for ease of viewing. Unless 
otherwise specified, all data are reported as mo.

* Median follow-up 15.6 mo. 

† Median follow-up for median OS and 48-mo OS rate: –48 mo; median follow-up for other outcomes: –32 mo.

‡ Median follow-up: 35.2 mo. 

§ Median follow-up:  –18.5 mo. 

1L: first line; ATEZO, atezolizumab; BEV: bevacizumab; CAMRE: camrelizumab; CR: complete response; DOR: dura-
tion of response; DURVA: durvalumab; I-O: immuno-oncology; IPI: ipilimumab; LENVA: lenvatinib; mo: month; NIVO: 
nivolumab; ORR: objective response rate; OS: overall survival; SOR: sorafenib; TREME: tremelimumab.

ATEZO 
+ BEV SOR

TREME 
+ 

DURVA
SOR NIVO + 

IPI
LENVA/

SOR

CAMRE + 
rivoceranib SOR

Median 
OS (95% 

CI)

19.2 
(17.0-
23.7)

13.4 
(11.4-
16.9)

Median 
OS (95% 

CI)

16.4 
(14.2-
19.6)

13.8 
(12.3-
16.1)

Median 
OS (95% 

CI)

23.7 
(18.8–
29.4)

20.6 
(17.5–
22.5)

Median 
OS 

(95% 
CI)

23.8
(20.6-27.2)

15.2
(13.2-
18.5)

ORR 30% 11% ORR 20.1% 5.1% ORR 36% 13% ORR 26.8% 5.6%

CR 8% < 1% CR 3.1% 0% CR 7% 2% CR — —
Median 

DOR 18.1 14.9 Median 
DOR 22.34 18.43 Median 

DOR 30.4 12.9 Median 
DOR 17.5 9.2

OS rate OS rate OS rate OS rate

18-mo 52% 40% 18-mo 48.7% 41.5% 18-mo — — 18-mo — —

24-mo — — 24-mo 40.5% 32.6% 24-mo 49% 39% 24-mo 49.0% 32.6%

36-mo — — 36-mo 30.7% 20.2% 36-mo 38% 24% 36-mo 37.7% 24.8%

48-mo — — 48-mo 25.2% 15.1% 48-mo — — 48-mo — —

IMbrave15045,* HIMALAYA46,47,† CheckMate 9DW48,‡ CARES-31049,§

Symposium Review

https://creativecommons.org/
https://www.emjreviews.com/therapeutic-area/oncology/


CC BY-NC 4.0 Licence  ●  Copyright © 2024 EMJ   ●   October 2024  ●  Oncology 67

https://clinicaltrials.gov/study/
NCT04008030.

9. Andre T et al. Nivolumab (NIVO) plus 
ipilimumab (IPI) vs chemotherapy 
(chemo) as first-line (1L) treatment 
for microsatellite instability-high/
mismatch repair-deficient (MSI-H/
dMMR) metastatic colorectal cancer 
(mCRC): first results of the CheckMate 
8HW study. Abstract LBA768. ASCO-
GI Annual Meeting, 18-20 January, 
2024.

10. Chalabi M et al. Neoadjuvant 
immunotherapy in locally advanced 
mismatch repair-deficient 
colon cancer. N Engl J Med. 
2024;390(21):1949-58.

11. Chalabi M et al. Neoadjuvant 
immune checkpoint inhibition in 
locally advanced MMR-deficient 
colon cancer: the NICHE-2 study. 
Abstract LBA7. ESMO Congress, 9-13 
September, 2022.

12. Chalabi M et al. Neoadjuvant 
immunotherapy in locally advanced 
MMR-deficient colon cancer: 3-year 
disease-free survival from NICHE-2. 
Abstract LBA24. ESMO Congress, 13-
17 September, 2024.

13. Garcia-Carbonero R et al. Real-world 
study on microsatellite instability 
and mismatch repair deficiency 
testing patterns among patients with 
metastatic colorectal cancer in Spain. 
Clin Transl Oncol. 2024;26(4):864-71.

14. Strickler JH et al. Prevalence of KRAS 
G12C mutation and co-mutations 
and associated clinical outcomes 
in patients with colorectal cancer: 
a systematic literature review. 
Oncologist. 2023;28(11):e981-94.

15. Ryan MB et al. KRASG12C-
independent feedback activation 
of wild-type RAS constrains 
KRASG12C inhibitor efficacy. Cell Rep. 
2022;39(12):110993.

16. Amodio V et al. EGFR blockade reverts 
resistance to KRASG12C inhibition 
in colorectal cancer. Cancer Discov. 
2020;10(8):1129-39.

17. Fakih MG et al. Sotorasib plus 
panitumumab in refractory colorectal 
cancer with mutated KRAS G12C. N 
Engl J Med. 2023;389(23):2125-39.

18. Yaeger R et al. Efficacy and safety of 
adagrasib plus cetuximab in patients 
with KRASG12C-mutated metastatic 
colorectal cancer. Cancer Discov. 
2024;14(6):982-93.

19. Bray F et al. Global cancer statistics 
2022: GLOBOCAN estimates of 
incidence and mortality worldwide 
for 36 cancers in 185 countries. CA 
Cancer J Clin. 2024;74(3):229-63.

20. Obermannová R et al. Oesophageal 
cancer: ESMO Clinical Practice 
Guideline for diagnosis, treatment and 

follow-up. Ann Oncol. 2022;33:992-
1004.

21. European Medicines Agency. CHMP 
summary of opinion: Loqtorzi 
.Available at: https://www.ema.europa.
eu/en/documents/smop-initial/chmp-
summary-positive-opinion-loqtorzi_
en.pdf. Last accessed: 10 October 
2024.

22. Chau I et al. Nivolumab (NIVO) plus 
chemotherapy (chemo) or ipilimumab 
(IPI) vs chemo as first-line (1L) 
treatment for advanced esophageal 
squamous cell carcinoma (ESCC): 
45-month (mo) follow-up from 
CheckMate 648. Abstract 4034. ASCO 
Annual Meeting, 1-4 June, 2024.

23. Shah MA et al. First-line 
pembrolizumab plus chemotherapy 
for advanced esophageal cancer: 
5-year outcomes from the phase 3 
KEYNOTE-590 study. Abstract 250. 
ASCO-GI Annual Meeting, 18-20 
January, 2024.

24. Metges JP et al. First-line 
pembrolizumab plus chemotherapy 
versus chemotherapy in advanced 
esophageal cancer: longer-term 
efficacy, safety, and quality-
of-life results from the phase 3 
KEYNOTE-590 study. Abstract 241. 
ASCO-GI Annual Meeting, 18-20 
January, 2024.

25. Lordick F et al. Gastric cancer: 
ESMO Clinical Practice Guideline for 
diagnosis, treatment and follow-up. 
Ann Oncol. 2022;33(10):1005-20.

26. Janjigian YY et al. Pembrolizumab 
plus trastuzumab and chemotherapy 
for HER2-positive gastric or 
gastro-oesophageal junction 
adenocarcinoma: interim analyses 
from the phase 3 KEYNOTE-811 
randomised placebo-controlled trial. 
Lancet. 2023;402(10418):2197-208.

27. Janjigian YY et al. Pembrolizumab 
plus trastuzumab and chemotherapy 
for HER2+ metastatic gastric or 
gastroesophageal junction (mG/GEJ) 
adenocarcinoma: Survival results 
from the phase III, randomized, 
double-blind, placebo-controlled 
KEYNOTE-811 study. Abstract  
15510. ESMO Congress, 20-24 
October, 2023. 

28. Shitara K et al. Nivolumab (NIVO) + 
chemotherapy (chemo) vs chemo as 
first-line (1L) treatment for advanced 
gastric cancer/gastroesophageal 
junction cancer/esophageal 
adenocarcinoma (GC/GEJC/EAC): 
4 year (yr) follow-up of CheckMate 
649. Abstract 306. ASCO-GI Annual 
Meeting, 18-20 January, 2024.

29. Rha SY et al. Pembrolizumab 
(pembro) + chemotherapy (chemo) 
for advanced HER2-negative gastric 
or gastroesophageal junction (G/GEJ) 
cancer: Updated results from the 

KEYNOTE-859 study. Abstract 4045. 
ASCO Annual Meeting, 1-4 June, 2024. 

30. Rha SY et al. Pembrolizumab plus 
chemotherapy versus placebo 
plus chemotherapy for HER2-
negative advanced gastric cancer 
(KEYNOTE-859): a multicentre, 
randomised, double-blind, phase  
3 trial. Lancet Oncol. 2023;24(11): 
1181-95.

31. Sanyal AJ et al. The etiology of 
hepatocellular carcinoma and 
consequences for treatment. 
Oncologist. 2010;15(Suppl 4):14-22.

32. Tacke F et al. EASL–EASD–EASO 
Clinical Practice Guidelines on 
the management of metabolic 
dysfunction-associated steatotic 
liver disease (MASLD). J Hepatol. 
2024;81:492-542.

33. Kew MC. Aflatoxins as a cause 
of hepatocellular carcinoma. 
J Gastrointestin Liver Dis. 
2013;22(3):305-10.

34. Vogelstein B et al. Cancer 
genome landscapes. Science. 
2013;339(6127):1546-58.

35. Gabbia D, De Martin S. Tumor 
mutational burden for predicting 
prognosis and therapy outcome of 
hepatocellular carcinoma. Int J Mol Sci. 
2023;24(4):3441.

36. Lu L et al. Targeting neoantigens 
in hepatocellular carcinoma for 
immunotherapy: a futile strategy?. 
Hepatology. 2021;73(1):414-21.

37. Roth GS, Decaens T. Liver 
immunotolerance and hepatocellular 
carcinoma: pathophysiological 
mechanisms and therapeutic 
perspectives. Eur J Cancer. 
2017;87:101-12.

38. Eggert T, Greten TF. Tumor regulation 
of the tissue environment in the liver. 
Pharmacol Ther. 2017;173:47-57.

39. Ding DY et al. Collagen in 
hepatocellular carcinoma: a novel 
biomarker and therapeutic target. 
Hepatol Commun. 2024;8(7):e0489.

40. Llovet JM et al. Immunotherapies for 
hepatocellular carcinoma. Nat Rev Clin 
Oncol. 2022;19(3):151-72.

41. Wang C et al. In vitro characterization 
of the anti-PD-1 antibody nivolumab, 
BMS-936558, and in vivo toxicology in 
non-human primates. Cancer Immunol 
Res. 2014;2(9):846-56.

42. Hamanishi J et al. Programmed 
cell death 1 ligand 1 and tumor-
infiltrating CD8+ T lymphocytes are 
prognostic factors of human ovarian 
cancer. Proc Natl Acad Sci U S A. 
2007;104(9):3360-65.

43. Carlino MS et al. Immune checkpoint 
inhibitors in melanoma. Lancet. 
2021;398(10304):1002-14.

Symposium review

https://creativecommons.org/
https://www.emjreviews.com/therapeutic-area/oncology/


68 Oncology  ●  October 2024  ●  Copyright © 2024 EMJ   ●   CC BY-NC 4.0 Licence

44. Wei SC et al. Fundamental 
mechanisms of immune checkpoint 
blockade therapy. Cancer Discov. 
2018;8(9):1069-86.

45. Cheng AL et al. Updated efficacy 
and safety data from IMbrave150: 
atezolizumab plus bevacizumab 
vs. sorafenib for unresectable 
hepatocellular carcinoma. J Hepatol. 
2022;76(4):862-73.

46. Sangro B et al. Four-year overall 
survival update from the phase III 
HIMALAYA study of tremelimumab 
plus durvalumab in unresectable 
hepatocellular carcinoma. Ann Oncol. 
2024;35(5):448-57.

47. Rimassa L et al. Five-year overall 
survival (OS) and OS by tumour 
response measures from the  
Phase 3 HIMALAYA study of 
tremelimumab plus durvalumab  
in unresectable hepatocellular  
carcinoma (uHCC). ESMO  
Congress, 13-17 September, 2024.

48. Galle PR et al. Nivolumab (NIVO) plus 
ipilimumab (IPI) vs lenvatinib (LEN) or 
sorafenib (SOR) as first-line treatment 

for unresectable hepatocellular 
carcinoma (uHCC): first results from 
CheckMate 9DW. Abstract LBA4008. 
ASCO Annual Meeting, 31 May-4  
June, 2024. 

49. Vogel A et al. First-line treatment for 
hepatocellular carcinoma: CheckMate 
9DW trial results. Abstract 4110. ASCO 
Annual Meeting, 31 May-4 June, 2024. 

50. Qin S et al. Camrelizumab plus 
rivoceranib versus sorafenib as 
first-line therapy for unresectable 
hepatocellular carcinoma 
(CARES-310): a randomised, open-
label, international phase 3 study. 
2023;402(10408):1133-46.

51. European Association for the 
Study of the Liver. EASL Clinical 
Practice Guidelines: management of 
hepatocellular carcinoma. J Hepatol. 
2018;69(1):182–236. 

52. Vogel A et al. Updated treatment 
recommendations for hepatocellular 
carcinoma (HCC) from the ESMO 
Clinical Practice Guidelines. Ann Oncol. 
2021;32(6):801-5. 

53. Centanni M et al. Clinical 
pharmacokinetics and 
pharmacodynamics of immune 
checkpoint inhibitors. Clin 
Pharmacokinet. 2019;58:835-57.

54. Wang E et al. Population 
pharmacokinetic and 
pharmacodynamic analysis of 
tremelimumab in patients with 
metastatic melanoma. J Clin 
Pharmacol. 2014;54(10):1108-16.

55. Sangro B et al. Exposure-response 
analysis for nivolumab plus ipilimumab 
combination therapy in patients with 
advanced hepatocellular carcinoma 
(CheckMate 040).Clin Transl Sci. 
2023;16:1445-57.

56. Hsu C et al. Immunotherapy in 
hepatocellular carcinoma: evaluation 
and management of adverse events 
associated with atezolizumab plus 
bevacizumab. Ther Adv Med Oncol. 
2021;13:17588359211031141.

57. Finn RS et al. Atezolizumab plus 
bevacizumab in unresectable 
hepatocellular carcinoma. N Engl J 
Med. 2020;382:1894-905.

Symposium Review

FOR REPRINT QUERIES PLEASE CONTACT:   INFO@EMJREVIEWS.COM

https://creativecommons.org/
https://www.emjreviews.com/therapeutic-area/oncology/

