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Role of adjuvant systemic therapy in HCC

• There is no standard of care adjuvant therapy after potentially 
curative therapy for BCLC B patients
– Ablation
– Surgery
– Embolization (TACE or TARE)

• Systemic therapy with TKIs had limited utility
• Immunotherapy may change how we treat  patients
• Rates of recurrences/progression is >50% after locoregional 

modalities



Hepatocellular Cancer: Adjuvant trials

IMbrave050 Trial
Emerald-1 Trial



IMbrave050

Kudo et al. 2023 ASCO Annual Meeting



IMbrave050: High Risk Features

• Tumor size > 5 cm
• > 3 tumors
• Microvascular invasion
• Grade 3/4 pathology
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IMbrave050: Study Design
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IMbrave050: Baseline Characteristics
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IMbrave050: Baseline Characteristics
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IMbrave050: RFS
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EMERALD-1

Lencioni et al. 2024 GI ASCO Symposium



EMERALD-1: Study Design
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EMERALD-1: Study Treatment

Lencioni et al. 2024 GI ASCO Symposium



EMERALD-1
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EMERALD-1: Baseline Characteristics
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Emerald-1: PFS (D + B + TACE)
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EMERALD-1: PFS (D + TACE)



Key Takeaways

• First time we have positive adjuvant trials in HCC
– Atezolizumab + bevacizumab post ablation/resection
– Durvalumab + bevacizumab post TACE

• OS data is immature for both trials
• Relevant for patients with high risk disease
• TACE vs TARE
• Is adjuvant therapy delaying recurrences vs increasing cure rates
• Increasing role of systemic therapy in HCC
• Eagerly awaiting mature OS data
• Is there role of radiation therapy in adjuvant setting



CARES-310: Camrelizumab + Rovoceranib



CARES-310: Camrelizumab + Rivoceranib

Qin et al. Lancet 2023



Systemic therapy for HCC: How to treat
Tremelimimumab + 
durvalumab

Tolerated 
sorafenib

Second 
Line

SorafenibLenvatinib

Regorafenib Ramucirumab Cabozantinib

First 
Line

Third 
Line

Ipilimumab 
+ nivolumab

Pembrolizumab

No prior 
immunotherapyAFP >400 

ng/ml

Ipilumumab + 
Nivolumab*

Camreilzumab 
+ rivoceranib*

Atezolizumab + 
bevacizumab

For IO ineligible:
Lenvatinib
Sorafenib

*Not FDA approved



Bile Duct Cancers: Targeted Therapy

• FGFR2 fusions
– Futibatinib
– Pemigatinib
– Infigratinib (withdrawn from the market)

• IDH1 mutation
– Ivosidenib

• MSI-high
– Pembrolizumab
– Ipilimumab + nivolumab

• Her-2 overexpression/amplification 



SGNTC-019
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SGNTUC-019: Her-2 eligibility
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SGNTUC-019: Waterfall Plot

CR: 3.3%
PR: 43.3%
SD: 30%
PD: 20%

mPFS: 5.5 
months

mOS: 15.5 
months
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SGNTUC-019: Adverse Events
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SGNTUC-019: Central vs Local Her-2 testing

Mizuno et al. 2023 ASCO Annual Meeting



Zanidatamab
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Zanidatamab: Her-2 targeted bispecific antibody
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Zanidatamab: Waterfall Plot 
CR: 1.3%
PR: 40%
SD: 27.5%
PD: 30%

mPFS: 5.5 months

mOS: 15.5 months

N=80

Her-2 2+ or 3+ by 
IHC were included
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Zandatamab: Duration of Response
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Key takeaways

• Tucatinib + trastuzumab had ORR of 46.7% and DCR of 76.7% in Her-2 
amplified BTCs
– The benefit was seen regardless of methodology: IHC, FISH, tissue 

or blood based NGS
• Zanidatamab had ORR of 41.3% and DCR of 68.8%

– Her-2 2+ and 3+ were included
• Relatively well tolerated regimens
• Her-2 is becoming a viable target with multiple therapies being tested
• Due to rarity of disease, it may not be feasible to do a randomized trial
• Possibly consider Her-2 targeted therapies as second line treatment in 

advanced BTCs 



Case Presentation

44 year old female presented with right upper quadrant pain

Biopsy consistent 
with recurrence

1/2022: Recurrence

3/2021: Left hepatectomy, T2N0
4/2021-12/2021: Adjuvant capecitabine



Case Presentation

1/2023: Solid tumor NGS showed mutation in IDH1, KRAS G12C, 
BAP1, PBRM1, ERBB3

2/2023-6/2023: Gemcitabine + cisplatin + durvalumab. Progressive 
disease
7/2023-9/2023: Sotorasib targeting KRAS G12C. Progressive disease
9/2023-10/2023: FOLFOX. Progressive disease
11/2023-1/2024: Ivosidenib targeting IDH1. Progressive disease



Case Presentation

2/2024: Repeat NGS showed mutation in CHEK2, TERT, TP53, ERBB2, IDH1
What would be next steps: 

Hospice? 
Phase 1 Clinical trial? 
Others?

2/2024



Case Presentation

2/2024: Fam-trastuzumab deruxtecan (6.4 mg/kg), 21 Day Cycles 

Keep in mind that this patient had ERBB2 mutation and not ERBB2 overexpression or amplification



Questions


