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Redefine ‘intermediate stage’ and treatment goals
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Optimize systemic therapies
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Redefine ‘intermediate stage’ and treatment goals (1)
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Stage (B) Stage (C) W Engl Med 2020 Tremelimumab Plus Durvalumab in Unresectable

Atezolizumab plus Bevacizumab
in Unresectable Hepatocellular Carcinoma

Richard S. Finn, M.D., Shukui Qin, M.D., Masafumi lkeda, M.D. Peter R Galle, M.D,
Michel Ducrew, M.D., Tae-You Kim, M.D., Masatoshi Kudo, M.D.
Valerly Breder, M.D, Philippe Merle, M.D, Ahmed O. Kaseb, M.D., Daneng Li, M.D.,
Wendy Verret, Ph.D., Derek-Zhen Xu, M., Sairy Hernandez, Ph.D, Juan Liv, Ph.D,
Chen Huang, M.D., Sohail Mula, Ph.D., Yulei Wang, Ph.D., Ho Yeong Lim, M.D,
AndrewX. Zhu, M.D., Ph.D., and Ann-Lii Cheng, M.D.,
for the IMbravel 0 Investigators

Hepatocellular Carcinoma NEIM Evid 2022
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Vascular invasion and/or extrahepatic spread
Any intrahepatic burden
Preserved liver function, PS 0-2

Muiltifocal (>3 nodules, or up to 3 nodules,
with at least 1 >3 cm)
Preserved liver function*, PS 0
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Diffuse, infiltrative, Camrelizumab plus rivoceranib versus sorafenib as first-line

?Xtens'.ve therapy for unresectable hepatocellular carcinoma
bilobar liver (CARES-310): a randornised, open-label, international Nivolumab plus ipilimumab versus lenvatinib or sorafenib as
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Regorafenib
(sorafenib-tolerant)
Post sorafenib { Cabozantinib

o Ramucirumab
(AFP 2400 ng/ml)

Treatment goal: prolong survival
Roles of liver-directed therapy:
* improve liver tumor control
* treat (oligo)metastases
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Redefine ‘intermediate stage’ and treatment goals (2)

, ‘Oncological resectability’
Intermediate The Japan Liver Cancer Association and Japanese Society
Stage (B) of Hepato-Biliary-Pancreatic Surgery Expert Consensus
Multifocal (>3 nodules, or up to 3 nodules, R BR1 BR2

with at least 1 >3 cm)
Preserved liver function*, PS 0

Single
(no size limit)
Multinodular: Multinodul Multinodular:
Multinodular:
Extended Well defined 2-3 nodules, i >5 nodules, and/or
[ nodules, preserved each <3cm any nodule >Scm
)
criteria portal flow,
(size, AFP) selective access Vpo-1 1 Vp2-3 Vp4
Vv0-1 Vv2 Vv3
B0-1 B2-3 B4
*Localized ; "
Extrabe e tclread Extrahepatic spread

Akahoshi K, et al. Liver Cancer 2024; 13: 579-89

Treatment goal: improve curability
Roles of liver-directed therapy:

——— * increase objective tumor response
— * maintain safety
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In the BCLC framework

Reig M et al. J Hepatol 2026;84:631-654

* Downsizing, downstaging and conversion approach through loco-regional treatment
* Downsizing, downstaging and conversion approach with systemic treatment

‘The concept of a conversion approach — using systemic or combined
treatment to achieve potential cure after major response — remains
unproven and is categorised as an alternative sequence in BCLC 2026.”

[ CUSE, complexity, uncertainty, subjectivity, and emotion factors involved in clinical-decision making process ]

Complexity Uncertainty

Multifactorial
Multiple options
Interdisciplinary

Prognosis uncertain
Evidence gaps
Evolving standards
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Subjectivity Emotion

Previous experiences
Personal hopes
Personal beliefs/values

Individual variability
Personal interpretation
Patient preferences



What if systemic therapy is good enough?

the case for non-small cell lung cancer

anti-PD1/ anti-PDL1 based

4- 6 weeks before surgery

Study Agent(s) Preoperative ICI
Forde and colleagues Nivolumab 2 x 3 mg/kg every 2 weeks
LCMC3 Atezolizumab 2 x 1,200 mg every 3 weeks
NEOSTAR Nivolumab 3 x 3 mg/kg every 2 weeks
Ipilimumab 1 x 1 mg/kg
NeoCOAST Durvalumab 1 x 1,500 mg
+ Oleclumab 2 x 3,000 mg every 2 weeks

NEOpredict-Lung

CheckMate 816

+ Monalizumab
+ Danvatirsen
Nivolumab
Relatlimab
Nivolumab
Ipilimumab

Shuler M. Clin Cancer Res 2025; 31:801-7

2 x 750 mg every 2 weeks
3+ 4 x 200 mg every week
2 x 240 mg every 2 weeks
2 x 80 mg every 2 weeks

3 x 3 mg/kg every 2 weeks
1 x 1 mg/kg




What if systemic therapy is good enough?

the case for non-small cell lung cancer

NEOSTAR (Nivo/Ipi) n=21

NeoCOAST (Durva/Danva) n=16

NeoCOAST (Durva/Mona) n=20

Immunotherapy NeoCOAST (Durva/Ole) n=21

NEOpredict-Lung (Nivo/Rela)

CheckMate 816 (Nivo/Ipi)

NADIM-II (Nivo/CTX)
Immunothera Py CheckMate 816 (Nivo/CTX)

+ chemotherapy CheckMate 77T (NVO/CTX)

KEYNOTE-671 (Pembro/CTX)

n =229

n =397
AEGEAN (Durva/CTX) n =400
Neotorch (Tori/CTX) n =202
RATIONALE-315 (Tisle/CTX) n =226

NEOSTAR (Ipi/Nivo/CTX)
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Anti-PD1/ anti-PD-L1 (ICl)+ targeted agents (anti-angiogenic)

Atezolizumab (anti-PD-L1)+

bevacizumab (anti-VEGF)

Camrelizumab (anti-PD1) +
rivoceranib (MKI)

Durvalumab (anti-PD-L1) +
Tremelimumab (anti-

CTLA4)

Anti-PD1/ anti-PD-L1 + anti-CTLA4 (duo - ICl)

Nivolumab (anti-PD-1)+
Ipilimumab (anti-CTLA4)

Trial IMbrave1501.2 CARES-310* HIMALAYA3 CheckMate-9DW5
o .
Control arm sorafenib sorafenib sorafenib Lenvatinib (80%) sorafenib
(20%)
Hazard 0.66 0.62 0.78 0.79
ratio 95% Cl (0.52-0.85) (0.49-0.80) (0.65-0.93) (0.65-0.96)
7S
© .2 Medi
g 3 vedan 19.2 vs. 13.4 22.1vs.15.2 16.4 vs. 13.8 23.7 vs. 20.6
& 2  (months)
. = Hazard 0.65 0.52 0.90 0.87
S 2 ratio (0.53-0.81) (0.41-0.65) (0.77-1.05) (0.72-1.06)
S 3 e
& g vedan 6.9 vs. 4.3 5.6 vs. 3.7 3.8vs. 4.1 9.1vs. 9.2
& & (months)
Response rate 30.0% 25.0% 20.1% 36.1%
(RECIST 1.1)
mFollow-Up 15.6 14.5 33.2 35.2
(months, range) (N/A) (9.1-18.7) (31.7 to 34.6) (26.8-48.9)

ICl: immune checkpoint inhibitor

MKI: multi-kinase inhibitor

1. Finn RS, et al. N Engl ] Med. 2020;382(20):1894-1905. 2. Cheng AL, et al. ] Hepatol. 2022;76(4):862-873. 3. Abou-Alfa GK, et al. NEJM Evid.

2022;1(8):EVID0a2100070. 4. Qin S, et al. Lancet 2023; 402:1133-46. 5. Yau T, et al. Lancet 2025; 405;1851-64



Is TACE a good partner?

EMERALD-1 LEAP-012 TALENTACE Cam + Rivo
[ Intermediate ]

stageB) Regimen  A:Durva + Pembrolizumab  Atezolizumab  A: STRIDE + Len ~ Camrelizumab
Muiltifocal (>3hn0dlu/es, fr t:;P to 3 nodules, (patient Placebo (207) + Lenvatinib + Bev (171) (293) + Rivoceranib
ith at t1> . o
Pres:;veg Ii\f:rsfunctiozT)PS 0 = B: Durva + Bev e 28 SITRIEE (7] e
(204)
| l Control  TACE TACE TACE TACE TACE
Extended Well defined ﬁ?;'e"t o3, 2 7L 252 Pz
LT nodules, preserved
criteria portal flow,
(size, AFP) selective access PF? HR 0.77 0.66 0.64 0.70 0.73

ﬁ?o/n fh's)) (0.61-0.98) (0.51-0.84) (0.50-0.82) (0.57-0.86) (0.56-0.96)
15.0 (A) vs. 8.2 14.6 vs. 10.0 10.32 vs. 6.37 13.0 (A) vs. 9.8 11.1vs. 8.3
(TACE) (TACE)

OS HR Not reported 0.80 Immature 0.84 Immature

(2650 Gl (0.57-1.11) (0.65-1.09)

(months) 39.5 (A) vs. 34.7

(TACE)
\ ORR A: 44% 46.8% vs. 49.1% vs. A: 38.9% 60.3% vs.
TACE (RECIST) B: 41% 33.3% 33.9% B: 40.8% 45.5%

C: 30% C: 27.0% (mRECIST)

1. Sangro B,,et al. Lancet. 2025;405(10474):216-232 (EMERALD-1). 2. Kudo M, et al. Lancet. 2025;405:203-215 (LEAP-012). 3. Dong J, et al. Ann Oncol 2025; 36 (suppl 1): S62
(TALENTACE). 4. Abou-Alfa G, et al. J Clin Oncol 2026; 44 (suppl): LBA4000 (EMERALD-3). 5. Jia W, et al. J Clin Oncol 2026; 44 (suppl): 4001 (camrelizumab + rivoceranib)



Multi-disciplinary management for HCC: synergize

Combining liver-directed therapy

BCLCC
PS 1-2, PVTT, EHS

rr | IEE

with immunotherapy for HCC:

Inducing ‘immunogenic cell death’

AASLD Systemic therapy, TARE
[
EASL Systemic therapy a b c d
Silent Tolerogenic Inflammatory Immunogenic
 Physiological « Physiological or pathological « Pathological « Pathological
. . . *N igenicil  Antigenici * N igenici « Antigenicif
APASL Systemic tx, resection, HAIC Systemic therapy el e ey Ve
* Normal tissue « Normal or diseased tissue « Diseased tissue « Diseased tissue
) ) Tissue-resident A - Pro-inflammatory DAMPs
KLCA Systemic tx, resection, HAIC Systemic therapy macrophage nergic mecrophage ', <o D
L > ~ 2.
Systemic t, resection, TACE+RT ; STy e’ o 7
% i ' 5 SV Tolerogenic \__| : Immunogenic
TLCA YS0-SIRT, HAIC Systemic therapy P>k ) * ol * o
| ar/‘/d/ o —Cancer o e . A o
) ) . Epithelial Dying & 5 — cell % 4 L 2l
JSH Systemic tx, resection, HAIC Systemic therapy el Fealtyjcall i @ ... TN 2 Cytokines <2V §ve Actvated
cancer cell

Adapted from lwamoto H et al. Clin Mol Hepatol 2023;29:593-604

Galluzzi L, et al. Nat Rev Drug Discov 2024; 23: 445-60



Combining systemic and local therapies:

Hepatic arterial infusional chemotherapy (HAIC)

Author Treatment (patient no.) ORR (%)
(year)

:(zuodlog) Not suitable for Sorafenib + HAIC (cisplatin + 5FU) (102) 11.8

surgery, ablation, Sorafenib (103) 11.5 3.5 18
TACE; Child score <7

He Portal vein invasion Sorafenib + HAIC (oxaliplatin + 5FU + leucovorin)
(2015) | (125) 13:3787:03

(+), Child A
Sorafenib (122) 7.13 2.60 2.5
Zheng Vpb3/ Vp4d portal vein Sorafenib + HAIC (oxaliplatin + 5FU + leucovorin)
ooy P3/Vpdpo ) 163 30°0; 41
invasion, Child A
Sorafenib (32) 6.5 2.5 3
Lyu Not suitable for HAIC (oxaliplatin + 5FU + leucovorin) (130)
2022 . 13:007°8 31%5)
surgery, ablation,
TACE; Child score < 7 Sorafenib (132) 8.2 4.3 1.5
Li Liver tumor =7 cm, HAIC (oxaliplatin + 5FU + leucovorin) (159)
(2022 2319 0°6) 73

no vascular invasion,
Child A TACE (epirubicin + lobaplatin)(156) 16.1 5.4 28



Management of unresectable HCC

Combination with liver-directed therapy
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Summary: how to synergize in HCC MDT

e.g., virus control, novel

imaging modalities, liver

directed therapy

(HAIC, SIRT, etc.)
e.g., SBRT,

Radiologist
particle
therapy Radiation
oncologist
Medical
oncologist
Pathologist

e.g., predictive
biomarkers

e.g., mini-
invasive surgery,
PV embolization

Surgeon
Palliative
care team
Nursing
specialist
Social worker

Hepatologist

e.g., new drug
combinations,
clinical trials




