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Outline

Multidisciplinary
team/tumour boards
management of HCC

Application of next
generation sequencing in
liver cancer



Why we need multidisciplinary team and
tumour boards ?

Conventionally for..
« Regulation and accreditation
« Case review after action

 Documentation and reqgistry



Why we need
multidisciplinary team
and tumour boards ?

Improved Decision-Making

Enhanced Communication

Patient-Centred Approach

All Treatment Modalities Considered

Access to Latest Treatments



Curable or Incurable?

Collaborating to turn the incurable into curable



63 y/o male, BCLC-C, Child-Pugh A5

2023/04/08 _
Liver '[l:[mOI‘J-- H

2023/05/04

Atypical HCC, S1, with left portal
vein invasion (cCT4ANOMO AJCC 8th).
MDT discussion

Consensus: clinical trial enroliment
Atezolizumab plus bevacizumab
(Morpheus control arm)




71mm 23mm (12wKk)

2023/05/04
Atypical HCC, S1, with left portal
vein invasion (T4NOMO).
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MDT discussion

17 mm (54wk) 16 mm (66wk)
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Lung, upper lobe, right, right VATS wedge resection, chronic inflammation

The specimen submitted consists of 1 lung wedge tissue fragment measuring 3.8 x 2.8 X 1.8 ¢cm in size in fresh state.

Grossly, one brown nodule measures 8.5 x 8.4 x ©.3 cm 1s noted.

Representative section 1s taken and labeled as: Al Jar 1

Microscopically, section shows a focus of chronic inflammation composed of reactive pneumocytes, lymphocyte infiltrate and
myxoid plug. No dysplastic change is seen and no infiltration of HePar-1+ cells is noted. The case is also reviewed by another

pathologist Dr. Hu.

MDT discussion and follow-up: the next step ?
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Multidisciplinary Clinics of
Liver Cancer (Tuesday)

Surgeon

Medical oncologist
Hepatologist

Gl specialist
Interventional Radiologist

Anaesthesiologist



. Liver Cancer Multidisciplinary Team
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Why we need
multidisciplinary team
and tumour boards ?

Improved Decision-Making

Enhanced Communication

Patient-Centred Approach

All Treatment Modalities Considered

Access to Latest Treatments



CRAF alterations

e Amplifications

e Fusions

o Loss of N-terminal autoinhibitory domain

o Homodimers with other CRAF fusions
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KRAS - wildtype Cetuximab [2a] none
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Application of NGS In liver cancer ?
G030140 & IMbravel50 biomarkers study

Molecular correlates
of response and resistance

How anti-VEGF augments
antitumor activity of anti-PD-L1

Cohort 1

GO30140 phase 1b
group A

Atezo + Bev
ITT, 104, BEP, 90

GO30140 phase 1b
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- Differential gene expression
- Gene set enrichment
! - Cell type deconvolution

Clinical and preclinical validation

In situ analyses

GO30140 phase 1b

-
i

Pre- versus post-
treatment paired
biopsies, n=14 |

Mouse model

- PD-L1 IHC
-CD8 IHC
- Multiplex IHC (CD31, MHC-1)

¢ ./ MYC-lucOS;
CTNNB1

Genetic profiling

- Tumor mutation burden
- Neoantigen load
- Mutations (CTNNB1, TERT)

Survial analyses

Probability of survival
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- Pathway/immune signatures
- TMB, mutations
- CD8 T cell, vasculature density

Nat Med. 2022
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Limited experiences: cases with CBL alteration, TSC alteration
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TELOMERE MAINTENANCE
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Research of next generation seqguencing in liver cancer

Taiwan Cooperative Oncology Group (TCOG)

Pathology specimen
of hepatocellular
carcinoma

HBV (+)
steatosis (+)

HBV (-
steatosis (+)

)

HBV (+)
steatosis (-)

HBV (-)
steatosis (-)

4 Next-generation
seguencing:
targeted gene panel
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N= 535 (ongoing study)

2.4% TSC1

2.1% TSC2

1.7% VEGFA (amplification)
1.3% ERBB3

1.1% MET

0.9% ERBB2

1 patient with BRAF fusion



HCC or H-CCK progressing under
atezolizumab-bevacizumab

WGS + WES + RNAseq
&=
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Frozen sample . French Medicine Genomic program
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20 patients analyzed

16 HCC; 4 H-CCK l
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Druggable genetic alterations in 14 patients e
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3 patients presented a clinical benefit Joumal of Hepatology 2023

One patient with an HCC and
bi-allelic inactivation of TSC2
achieved CR under everolimus




Expert Opinion JOURNAL

OF HEPATOLOGY

Integration of new technologies in the multidisciplinary
approach to primary liver tumours: The next-generation
tumour board

Jean-Charles Nault'%**, Julien Calderaro®*®, Maxime Ronot’®
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Tumor board dashboard

John DOE - First diagnosis of HCC:01/22 - AFP level: 1,200 ng/ml - Upper endo (10/12/24): no EV
IR=12008=ra0F - Etiology of liver disease: HBV - Child-Pugh: A - Recent CT: 12/23/24
Gender: Male = Fibrosis NTL: Cirrhosis = ALBI score: 2 » Recent MRI: 11/11/24
Age: 72 » Comorbidities: T2 diabetes + Pt count 63,000/mm?
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