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Outline

The best in 2024 about…

• Gastroesophageal adenocarcinoma

• Biliary tract cancer

• Pancreatic adenocarcinoma

• Hepatocellular carcinoma



The best in 2024 about…

Gastroesophageal adenocarcinoma

Curative setting:

• ESOPEC & TOP-GEAR: No place for RT in the perioperative setting → Change on the SoC

• KEYNOTE-585: Final analyzes → NEGATIVE

• To be contextualized with MATTERHORN (awaited in 2025)

1st line, HER2-positive population

• KEYNOTE-811: Final analyzes → POSITIVE → Change on the SoC

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024

Shitara ESMO 2024; Shitara Lancet 2024

Hoppner ASCO 2024; Hoeppner NEJM 2025

Leong ESMO 2024; Leong NEJM 2025



KEYNOTE-811

IA1: ORR
• 74% vs 52%; p=0.00006 

IA2: mPFS
• mPFS: 10.0 vs. 8.1 mo in all patients (HR 0.72; p=0.0002)
• mPFS: 10.8 vs. 7.2 mo in patients with PD-L1 CPS ≥ 1 

(HR 0.70)

ESMO 2024: Results of the PP final analysis of OS

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



KEYNOTE 811: Final analysis

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



KEYNOTE 811: Final analysis

Lonardi/Janjigian ESMO 2024; Janjigian NEJM 2024



KEYNOTE 811: CONCLUSIONS

• KEYNOTE-811 met pre-specified criteria (ORR, PFS, OS)

• Pembrolizumab received the EMA approval for HER2-positive G/GEJ 
adenocarcinoma with PDL1 CPS ≥ 1



The best in 2024 about…

Biliary Tract Cancer

Refractory setting

• Two studies for the HER2-positive population

• HERIZON-BTC-02: Ph2b Zanidatamab in the refractory setting (OS results)

• HERB: Ph2 Trastuzumab deruxtecan in the refractory setting (Japan)

First-line setting

• TOPAZ-1 (3y FUP): POSITIVE → Change in SoC

• KEYNOTE-966 (3y FUP): POSITIVE → Change in SoC

Shubham Pant ASCO 2024

FDA Approved

Ohba ASCO 2022; Ohba J Clin Oncol 2024

Oh ESMO GI 2024; Oh Lancet Gastrointestinal Hepatology 2024

Finn ASCO 2024



TOPAZ-1: Update OS (3y FUP)

Oh ESMO GI 2024; Oh Lancet Gastrointestinal Hepatology 2024
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KEYNOTE-966: Update OS (3y FUP)

Finn ASCO 2024



KEYNOTE-966: Update OS (3y FUP)

Finn ASCO 2024

HR 0.86; p 0.0099



KEYNOTE-966: Update OS (3y FUP)

Finn ASCO 2024



KEYNOTE-966: Update OS (3y FUP)

Finn ASCO 2024



The best in 2024 about…

Pancreatic adenocarcinoma

First-line setting

• OPTIMIZE-1: Phase 1b/2  mFOLFIRINOX + mitazalimab (CD40 agonist): Primary analyses 

Refractory setting

• RMC-6236: Phase 1 → first pan-RASi that shows efficacy in PDAC

Garrido-Laguna ASCO GI 2025

Van Laethem ASCO 2024; Van Laethem Lancet Oncol 2024



The best in 2024 about…

Hepatocarcinoma
Unresectable – first line

• Ph3 HIMALAYA (5y FUP): Treme-durva better than sorafenib, consequent with prior data

• Checkmate 9DW (first interim analysis; OS): ipi-nivo better than lenva or sora

Unresectable – intermediate stage: 2 phase 3 trials demonstrating the value of TACE + IO

• Ph3 LEAP-012: TACE/lenva/pembro vs. TACE/pbo/pbo

• TACE/lenva/prembro improved mPFS over TACE/pbo/pbo (14.6 vs 10mo (HR 0.66; p 0.0002))
• Ph3 EMERALD 1: TACE/durva/beva vs. TACE/durva vs. TACE 

• TACE/durva/beva improved mPFS over TACE (mPFS 15.0 vs 8.2mo (HR 0.77; p 0.032))

High-risk after resection/ablation: 1 phase 3 trial, first to discharge adjuvant IO

• IMbrave050 (updated with RFS and OS): Adjuvant atezo/beva → NEGATIVE

Yopp ESMO 2024; Qin Lancet 2023

Lencioni ASCO GI 2024

Llovet ESMO 2024

Rimassa ESMO 2024

Galle ASCO 2024



IMbrave050: Updated analysis with mature OS

Yopp ESMO 2024

aHigh-risk features include: tumour>5 cm, >3 tumours, microvascular invasion, minor 
macrovascular invasion Vp1/Vp2, or Grade 3/4 pathology. 
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IMbrave050: Updated analysis with mature OS

Yopp ESMO 2024



Conclusions: Practice changing studies

• Gastroesophageal adenocarcinoma
• FLOT is the preferred perioperative option (ESOPEC & TOPGEAR)
• Pembro + trastu + chemo in 1st line of HER2-positive PDL1 CPS-positive 

• Biliary tract cancer
• 1st line with Cis/Gem + durva (TOPAZ-1) or pembro (KN-966)
• Zanidatamab and T-Dxd potential new options for HER2-positive

• Pancreatic adenocarcinoma
• RASmt PDAC will be probably targetable in the future

• Hepatocellular carcinoma
• Adjuvant IO don’t work
• TACE +/- IO/beva as new potential options for the intermediate stage
• 1st line approaches with durva-treme (HIMALAYA) and nivo-ipi (CM9WD), as the “old” atezo/beva

(IMbrave150)
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