Can Immunotherapies Enhance
Surgical Outcomes in HCC?



Real-world data from APAC INSIGHT Registry

Between Jan 2013 — Dec 2019, 2,533 HCC patients were recruited from 9 countries in Asia Pacific
» 1,052 in retrospective cohort and 1,481 in prospective cohort
« Australia, New Zealand, Korea, Taiwan, Hong Kong, Japan, China, Thailand and Singapore

Survival outcomes across all stages of HCC
stratified based on modality
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How can immunotherapies potentially enhance surgical outcomes in HCC?
Adjuvant /neoadjuvant therapy: Reduce recurrence in resectable HCC

Resectable HCC Neoadjuvant therapy
Reduce recurrence

Conversion therapy: Inoperable HCC to resectable HCC
Conversion therapy iver-resection
Bridging/downstaging: Liver transplantation

Liver transplantation Bridging therapy Transplant

Liver resection

l

Bridging therapy

Vo— R

HCC within Milan
criteria

HCC outside
Milancriteria

Liver transplantation Downstage therapy Transplant +/- Adjuvant therapy

Adapted from Xu et al. World Journal of Gastrointestinal Surgery. 2021.
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For patients who undergo resection, early recurrence of disease
(within 2 years) can significantly impact OS
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referred for resection and many have clinical features that increase the risk of HCC recurrence?3

Resection is specifically indicated for BCLC stage 0/A HCC?; however, patients with BCLC stage B/C are often ]
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Adjuvant treatment may overcome the risk of early HCC recurrence and improve patient prognosis;
however, there are currently no approved agents in this setting for HCC — this represents an urgent unmet need®

1. Reig et al. J Hepatol 2022; 2. Guo et al. Cancer Manag Res 2018; 3. Torzilli et al. Arch Surg 2008
4. Imamura et al. | J of Hepatology 2003; 5. Jung et al. J Gastrointest Surg 2019; 6. Hack et al. Future Oncol 2020.



Alongside tumour size/number, microvascular invasion may
be a critical risk factor for early recurrence following resection!=3"

Multinodular HCC (23 tumours)? HCC tumour 25 cm?
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Vascular invasion has previously been associated with increased tumour size and number,! but these data
suggest microvascular invasion is an independent negative prognostic marker in both multinodular and large HCC

*There are no validated criteria used to define high-risk patients following surgical resection 1. Lietal EurJ Surg Oncol 2019; 2. N%h st all.'kAntn lsqug Tr_erat ReT‘ 228356
. Pawlik et al. Liver Transp .



ORIGINAL ARTICLE

Evaluation of the seventh edition of the American Joint Committee
] on Cancer tumour-node-metastasis (TNM) staging system for
QMH Experlence patients undergoing curative resection of hepatocellular carcinoma:
implications for the development of a refined staging system

Factors P Hazard ratio 95% confidence interval
Albumin 0.017 0.978 0.961 — 0.996
Platelet count <0.001 0.998 0.996 — 0.999
Tumour >5cm 0.003 1.037 1.012 - 1.061
Bilobar HCC 0.035 1.304 1.019 - 1.670
Symptomatic HCC 0.004 1.355 1.099 - 1.670
Multiple tumours <0.001 1.633 1.349 — 1.976

v Microvascular invasion <0.001 1.910 1.592 — 2.291

Chan AC, Fan ST, Lo CM et al. HPB 2013



STORM: Adjuvant sorafenib vs placebo failed to demonstrate an

RFS benefit

* Phase 3, randomised, double-blind, placebo-controlled study in 28 countries (APAC: 59%; EU: 30%; America: 11%)
 Indication for resection/ablation based on BCLC/EASL, excluded patients with small solitary HCC, AFP >400 ng/L
« Vast majority of patients randomised had solitary, low volume HCC

Potentially curative HCC
Resection (n=900) or Ablation(n=214)
n=1114

3-7 weeks after complete removal or ablation

Placebo

Sorafenib 400mg BD
' '

Maximum 4 years

One lesion any size

High risk Intermediate risk
Single tumour any size + Single tumour 22cm
MV *  Well/Mod differentiated
* Satellite tumours * No MVI or satellite tumours

Risk

Intermediaterisk 298 417 308 387
258 249 250 222

* Poorly differentiated
Two or three tumours each 3 cm or smaller in size.
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Adjuvant autologous cytokine induced killer cells demonstrated
a significant RFS benefit

« Multicentre, randomised, open-label, phase 3 trial in Korea
» Post-surgical resection, RFA, or percutaneous ethanol injection
« 2 arms: Immunotherapy (injection of 6.4 x 10° autologous CIK cells, 16 times during 60 weeks) or no adjuvant (control)
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Adjuvant Sintilimab (PD-1 Inhibitor) vs active surveillance
demonstrated RFS benefit

« Open-label, randomised, phase 2 trial with 198 patients from 6 Chinese hospitals

« Majority HCC of CHB aetiology with microvascular invasion

Baseline patient characteristics

Characteristics Active surveillance Sintilimab group
group (n=99) (n=99)

Age (years), median (IQR) 54.0 (49.0-61.0) 53.0 (48.0-61.0)
Sex, n (%)

Male 83 (83.8) 85 (85.9)

Female 16 (16.2) 14 (14.1)
Etiology, n (%)

Hepatitis B 75 (75.8) 70 (70.7)

Hepatitis C 2(2.0) 3(3.0)

Other 22 (22.2) 26 (26.3)
Heavy drinking, n (%)

Yes 21(21.2) 30(30.3)

No 78 (78.8) 69 (69.7)
Cirrhosis, n (%)

With 56 (56.6) 44 (44.4)

Without 43 (43.4) 55 (55.6)
Tumor size, n (%)

>5¢cm 51(51.5) 58 (58.6)

<5cm 48 (48.5) 41(41.4)
Tumor number, n (%)

3 4 (4.0) 2(2.0)

2 9(9.1) 10 (10.1)

1 86 (86.9) 87 (87.9)
MVI grade, n (%)

High-risk 50 (50.5) 40 (40.4)

Low-risk 49 (49.5) 59 (59.6)

RFS (%)

Number at risk
(number censored)
Sintilimab

Active surveillance

OS (%)

Number at risk
(number censored)
Sintilimab

Active surveillance

Median RFS 27.7 vs 15.5 mo
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Wang K et al. Nat Med. 2024.



Phase 3 Global Adjuvant Immunotherapy Trials in HCC
I I Y T T e A R

* Complete radiological

. response 24 weeks after _ ; Placeboon

NCT03867084 s‘::"-"; complete surgical ';gg’;’“:}'f"-‘[';;abf;f Day 1ofeach oo o Active,
(KEYNOTE- rp 950 193 sites resection/ablation et .g _ ¥ 21-day cycle P May 28,2019 Oct 31, 2027 Not

Dohme — L each 21-day cycle for . - years) . MSD
937) Sy » Randomization within 12 G e 7 evclas for up to 17 os Recruiting

P- weeks of the date of surgical P HEyRias. cycles. '
resection or local ablation
_ _ Resection or ablation Placeb

NCT03383458  Bristol- - ECOG status of 0-1 Nivolumab — £ 2 Iﬁ;’d‘ o RFS Active,
(CheckMate Myers 530 218sites - Child Pugh score of 5-6 specified dose on -op-es‘-’ e Ise (Upto49  Dec 18,2017 Dec16,2025  Not BMS
9DX) Squibb * No tumor metastasis or co- specified days. d:yspe o months) Recruiting

existing malignant disease

I T I Y T T T e A T T R

Resection / ablation
» Histologically confirmed HCC
and has completed curative Durvalumab

Durvalumab Durvalumab

NCT03847428 , o a0 | AfDeTan | % g‘gc’)agy Fot _1--12-“'“9 (@3W)  4120mg (Q3W) placebo (Q3W) ---URFS_ Apr29 May 29 A‘;‘“’e' "'j Fa“.fa“d
(EMERALD-2) A trazeneca sites OG status of 0- an S Boiic imib Y Bovasturah (Up to 49 Soia | Bt ot ennifer
: ¢« Child Pugh score of 5-6 Bevacizumab S e ‘months) Recruiting Knox

+ No evidence of metastasis,  15mg/kg (Q3W). placebe (AaW).| iacebo (CIVY).

macrovascular invasion or
co-existing disease



IMbrave 050 Study design

/Patlent Population \ <«—— 12 months or 17 cycles ——» |

+ Confirmed first diagnosis of Atezolizumab 1200 mg q3w +
HCC_and had L_mdergone bevacizumab 15 mg/kg q3w >
.cgll'a:i,wef resection or (n=334) - Zg %
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Stratification
* Region (APAC excluding Japan vs rest of world)
= High-risk features and procedures:
Ablation
« Resection, 1 risk feature, adjuvant TACE (yes vs no)
+ Resection, 22 risk features, adjuvant TACE (yes vs no)

[ Crossover permitted ]

Primary endpoint

» Recurrence-free survival assessed by the independent
review facility®

ClinicalTrials.gov, NCT04102098. ECOG PS; Eastern Cooperative Oncology Group performance status; Q3W, every three weeks; R, randomization;

TACE, transarterial chemoembolization.

a High-risk features include: tumor >5 cm, >3 tumors, microvascular invasion, minor macrovascular invasion Vp1/Vp2, or Grade 3/4 pathology.

b Intrahepatic recurrence defined by EASL criteria. Extrahepatic recurrence defined by RECIST 1.1. Qin S et al. Lancet, 2023.



High-risk criteria by curative treatment

Curative treatment Criteria for high risk of HCC recurrence

» <3 tumors, with largest tumor >5 cm regardless of vascular invasion.2 or
poor tumor differentiation (Grade 3 or 4)

» 24 tumors, with largest tumor <5 cm regardless of vascular invasion,2 or

Resection poor tumor differentiation (Grade 3 or 4)

» <3 tumors, with largest tumor <5 cm with vascular invasion,? and/or poor
tumor differentiation (Grade 3 or 4)

= 1 tumor >2 cm but <5 cm

Ablation®

» Multiple tumors (24 tumors), all <5 cm

a Microvascular invasion or minor macrovascular portal vein invasion of the portal vein—Vpl/Vp2.
b Ablation must be radiofrequency ablation or microwave ablation. Qin S et al. Lancet. 2023.



Baseline characteristics were balanced across arms

Atezo + bev

Characteristic

(n=334)
Median age (range), years 60 (19-89)
Male sex, n (%) 277 (82.9)
Ethnicity, n (%)
276 (82.6) |

Asian | White | Other
35 (10.5) | 23 (6.9)

Geographic region, n (%)

Asia Pacific excluding 237 (71.0) |
Japan | Rest of world 97 (29.0)
ECOG PS score, n (%)
258 (77.2) |
0|1
76 (22.8)
PD-L1 status, n (%)abP
154 (54.0) |
21% | <1%
131 (46.0)
Etiology, n (%)
Hepatitis B | Hepatitis C | 210 (62.9) |
. 34 (10.2) | 45 (13.5)
Non viral | Unknown | 45 (13.5)

BCLC stage, n (%)

2 (0.6) | 286 (85.6
OIA[BI[C (0.6) | 286 (85.6) |

25 (7.5) | 21 (6.3)

Active

surveillance Characteristic

Atezo + bev

(n=334)

BARGELOMNA ﬂng
2024

Active
surveillance

(n=334) (n=334)
59 (23-85) Resection, n 293 292
278 (83.2) Longest diameter of_

largest tumour, median 5.3 (1.0-18.0) 5.9 (1.1-25.0)
(range), cm
a1 (21625_93§8|02-i)(l7_2) Tumours, n (%) 266 (90.8) |
1|>1 260 (89.0) |
w5 )| 27 (9.2) 32 (11.0)
: Adjuvant TACE following
96 (28.7) resection, n (%) 33 (11.3) 34 (11.6)
Any tumours >5 cm, n (%) 152 (51.9) 175 (59.9)
269 (80.5) | mVI present, n (%) 179 (61.1) 176 (60.3)
65 (19.5) Minor MVI (Vp1/Vp2) 21 (7.2) 17 (5.8)
present, n (%)
140 (50.4) | Poor tumourdiffersntiation 124 (42.3) 120 (41.1)
138 (49.6) (Gra(_je 3or4),n (_A)) _
Outside up-to-7 criteria, 135 (46.1) 148 (50.7)
n (%)
208 (62.3) | Ablation, n 41 42
38 (11.4) | 41 (12.3) Longest diameter of
47 (14.1) largest tumour, median 2.5 (1.2-4.6) 2.6 (1.5-4.6)

(range), cm

3(0.9) | 281 (84.1) |

Tumours, n (%)
31 (9.3)| 19 (5.7)

1]|>1

29 (70.7) | 12 (29.3)

Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. Minor changes to baseline characteristics have been made following the IA.
BCLC, Barcelona Clinic Liver Cancer; mVI, microvascular invasion; MVI, macrovascular invasion. 2n=285 for atezo + bev and 278 for active surveillance.
P PD-L1 expression is defined as the total percentage of the tumour area covered by tumour and immune cells stained for PD-L1 using the SP263

immunohistochemistry assay (VENTANA).

31 (73.8) | 11 (26.2)

Yopp et al.
IMbrave050 update
https:/iter.lilg4cyll
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Primary endpoint: RFS from first IA

AACR
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for Cancer Research’
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b 0 0
2 rate (95% Cl), % + 1r.4mo Median IRF-RFS (95% CI), mo:
§ ! Atezo + bev NE (22.1, NE)
20 - I Active surveillance NE (21.4, NE)
; HR=0.72 (95% CI: 0.56, 0.93)
I P value=0.012
I
0 :
] 1 ] 1 ] 1 1 1 1 ] 1 ] 1
0 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Time (months)
Atezo + bev 334 305 290 268 211 139 97 63 37 e 9 1 NE
Active surveillance 334 283 245 214 179 131 93 ¥ 36 20 6 1 NE

Clinical cutoff: October 21, 2022; median follow-up duration: 17.4 mo. At clinical cutoff, 110 of 334 patients (33%) in the atezo + bev arm and 133 of 334 (40%) in

the active surveillance arm experienced disease recurrence or death.
FU, follow-up; NE, not estimable. HR is stratified. P value is a log rank.

Chow et al IMbrave050
https://bit.ly/3ZPKzgM _ .



Early RFS benefit was not maintained with longer

follow-up

BARGELOMNA ONgress
2024

33.2 (24.3, NE)
36.0 (22.7, NE)

100 Updated median RFS (95% Cl), mo:
Atezo + bev
Active surveillance
80 - HR=0.90 (95% CI: 0.72, 1.12)
$ - . .
°. Median FU: | p=NA; descriptive
S 35.1 mo
)=
S 60
(7]
(0]
t
C 40 ] ] ]
© : :
§ First IA median RFS (95% Cl), mol2: : :
X o9 | Atezo+bev NE (22.1, NE) | :
Active surveillance NE (21.4, NE) i |
HR=0.72 (95% CI: 0.56, 0.93) ! !
P=0.012 ! !
07 : :
I I I I I I I I I I I I : II I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Months
No. at risk
Atezo + bev 334 305 290 268 245 216 191 177 167 164 147 123 62 45 18 18 NE
Active surveillance 334 285 247 221 207 197 185 175 170 164 145 124 63 42 16 14 NE

Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. At clinical cutoff, 162 of 334 patients (49%) in the atezo + bev arm and 164 of 334 (49%) in

the active surveillance arm experienced disease recurrence or death. HRs are stratified. P values are log rank.

FU, follow-up; NA, not applicable; NE, not estimable. 1. Qin et al. Lancet 2023. 2. Chow et al. AACR 2023 [abstract CT003].

Yopp etal.
IMbrave050 update

hitps:/iter.lilgdcyll
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Subgroup analysis for RFS

Baseline risk factors N{T' of Unstratified HR (95% CI)
patients
All patients 668 —0{- 0.91(0.73, 1.13)
<65 years old 427 —r— 0.98 (0.75, 1.28)
=65 years old 241 —te 0.78 (0.54, 1.13)
Male 555 —0{- 0.91(0.72, 1.15)
Female 113 —_—— 0.96 (0.53, 1.73)
Asian 545 —Of- 0.90(0.70, 1.15)
White 78 G 0.79 (0.42, 1.48)
Other race 45 — 1.32 (0.61, 2.86)
ECOGPSO0 527 —0—: 0.84 (0.65, 1.07)
ECOG PS 1 141 i e 1.19(0.75, 1.88)
PD-L121% 294 + 0.98 (0.70, 1.37)
PD-L1 <1% 269 —— 0.73 (0.53, 1.02)
-1 105 e e | -
1 high-risk feature® 312 —— 0.85 (0.60, 1.22)
>1 high-risk features?® 2_73 — 0.94 (0.69, 1.27
BCLC 0/A 572 —0:— 0.92 (0.73, 1.18)
BCLC B 56 = 0.78 (0.39, 1.56)
BCLC C 40 1 0.99 (0.47, 2.11)
0.3 = 1 » 3

Atezo + bev better Active surveillance better

Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo.
a Patients who underwent ablation were categorized as NA.

BARGELOMNA ﬂng
2024

Baseline risk factors N?' of Unstratified HR (95% CI)
patients I
Hepatitis B etiology 418 —— 0.96 (0.72, 1.27)
Hepatitis C eticlogy 72 1.04 (0.55, 1.99)
Non-viral etiology 86 —— 0.91 (0.50, 1.64)
Unknown etiology 92 —0—:- 0.64 (0.36, 1.13)
Resection 585 —r 0.89 (0.71, 1.12)
Ablation 83 * 1.04 (0.55, 1.97)
In patients who underwent resection: :
1 tumour 526 —r 0.91(0.71, 1.17)
=1 tumours 59 ¢ i 0.75(0.39, 1.45)
Tumour size =5 cm 327 — 0.84 (0.64, 1.12)
Tumour size =5 cm 258 —_—— 1.10 (0.73, 1.65)
mV| present 358 —‘I— 0.96 (0.72, 1.28)
mV| absent 227 —_—— 0.78 (0.53, 1.15)
Poor tumour differentiation 244 o 0.83 (0.58, 1.17)
No poor tumour differentiation 341 — 0.94 (0.69, 1.28)
T Recelved TACE o7 =h=1m
Did not receive TACE 518 e 0.86 (0.67, 1.10)
Within up-to-7 criteria 302 + 1.01 (0.70, 1.46)
Qutside up-to-7 criteria 283 —0—:— 0.84 (0.62, 1.13)
0.3 = 1 > 3
Atezo + bev better  Active surveillance better
Yopp etal.
IMbrave050 update
https://ter.liig4cyll
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RFS among resection patients was numerically EEESMD ™
better in those who were outside up-to-7 criteria

Within up-to-7 criteria Outside up-to-7 criteria

Post hoc median RFS (95% ClI), mo: Post hoc median RFS (95% CI), mo:
Atezo + bev NE (35.9, NE) Atezo + bev 16.9 (14.7,27.6)
Active surveillance NE (36.1, NE) Active surveillance 13.7 (8.4,19.4)
Unstratified HR=1.01 (95% CI: 0.70, 1.46) Unstratified HR=0.84 (95% ClI: 0.62, 1.13)

S 100- P=0.973 1007 P=0.244

g 3

> i > i

S 80 < 80

5 7

(7)) 4

60 60

:

b 40 1 b 40 L

(&) o | I

o o l l

S 201 £ 201 o

3 3 ]
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0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
. Months . Months
No. at risk No. at risk

Atezo + bev 158 148 141 132 127 118 105 96 91 90 84 70 35 26 7 7 NE Atezo+bev 135 122 115 103 88 72 62 57 54 53 46 39 18 11 7 7 NE

Active 144 128 115109 105102 96 92 92 88 83 75 42 27 9 7 NE Active

surveillance surveillance 148 117 96 81 73 66 62 59 55 55 45 35 11 9 5 5 NE

Yopp etal.
IMbrave050 update
Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. https:/iter.liig4cyll
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Updated OS remained immature but showed o | Al |
numerical improvement from the first IA

100 — g/gnzlr?n%m FUS Median Fu:
' 35.1mo
80 — ; “IIII-IIIIIIII
< Updated median OS (95% CI), mo:
= Atezo + bev NE (NE, NE)
= 60 7 Active surveillance  NE (NE, NE)
5 HR=1.26 (95% CI: 0.85, 1.87)
(7]
= P=0.250
§ 40 —
© Atezo + bev surveillance
First IA median OS (95% CI), mo?: o (n=334) ]
20 -| | Atezo + bev NE (NE, NE) (%)
Active surveillance NE (NE, NE) All deaths _ _ 54 46
HR=1.42 (95% CI: 0.80, 2.54) Progressive disease 35 (64.8) 35 (76.1)
P=0.229 Adverse events 6 (11.1) 2 (4.3)
0- Other 13 (24.1) 9 (19.6)
I I I I I I I I I I I I I I I I I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months
No. at risk
Atezo + bev . 334 327 322 319 310 301 294 286 271 266 243 206 142 101 60 34 16 3 NE
Active surveillance 334 327 323 321 320 314 304 299 293 286 266 226 157 108 71 38 15 3 NE
Yopp etal.
Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. HRs are stratified. P values are log rank. IMbrave050 update
https:/iter lilg4cyll

1. Qinet al. Lancet 2023.
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BARGELOMNA l]ngress
Recurrence patterns EERESMD

First post-baseline unequivocal recurrence Patients with intrahepatic recurrence
(regardless of extrahepatic recurrence)

Atezo + bev Ac_tive Atezo + bev AcFive
(n=334) surveillance (n=334) surveillance
Patients with recurrence, n 141 160 Intrahepatic recurrence, n 106 116
Location of recurrence, n (%) Macrovascular invasion, n (%)
Intrahepatic only 103 (73.0) 109 (68.1) Yes 14 (13.2) 15 (12.9)
Extrahepatic only 35 (24.8) 44 (27.5) No 92 (86.8) 100 (86.2)
Both intra- and extrahepatic 3(2.1) 7(4.4) Not evaluable 0 1(0.9)
Outside Milan criteria, n (%) Tumour liver lobe invasion, n (%)
Yes 51 (36.2) 67 (41.9) Unilobar 99 (93.4) 110 (94.8)
No 89 (63.1) 89 (55.6) Bilobar 7 (6.6) 6 (5.2)
NA2 1(0.7) 4 (2.5)
Outside up-to-7 criteria, n (%)
Yes 51 (36.2) 67 (41.9)
No 89 (63.1) 89 (55.6)
NA2 1(0.7) 4 (2.5)
Yopp etal.
Clinical cutoff: 3 May 2024; median follow-up duration: 35.1 mo. 2 Patients were considered NA for Milan and up-to-7 criteria if they did not have extrahepatic IMbrayeOSQ update

spread or MVI and had 21 non-measurable lesion. hitps:/iter.lilgdcyll


https://ter.li/q4cyl1
https://ter.li/q4cyl1

- BRHIGELDN!-\ ungress
First post-recurrence treatment EERESMD

Atezo + bev Active surveillance
n=147 n=156
Curative intent, n (%) 49 (33.3) 59 (37.8)
Resection 28 (19.0) 28 (17.9)
Radiofrequency ablation 17 (11.6) 17 (10.9)
Microwave ablation 4 (2.7) 13 (8.3)
Other 0 1 (0.6)
Locoregional, n (%) 45 (30.6) 18 (11.5)
Embolisation 32 (21.8) 13 (8.3)
Radiation 13 (8.8) 5(3.2)
Systemic therapy, n (%) 33 (22.4) 72 (46.2)
Atezolizumab + bevacizumab 3 (2.0) 61 (39.1)
Immunotherapy 2 (1.4) 2 (1.3)
Immunotherapy + TKI/immunotherapy + VEGF(R) mAb 11 (7.5) 2 (1.3)
Other 4 (2.7) 1 (0.6)
TKI 12 (8.2) 6 (3.8)
VEGF(R) mAb 1 (0.7) 0
resactoniradiofreaiency SbatonMIcTowave ablation FECAIVEd at GoSsover SGreaning. and CIoSSOVer aterd + bov (reatment, whichever was the first, was |Mbr23§§5%_t pdate

included. mAb, monoclonal antibody; TKI, tyrosine kinase inhibitor; VEGF(R), vascular endothelial growth factor (receptor). https://ter.liiq4cyl]


https://ter.li/q4cyl1
https://ter.li/q4cyl1

Overall safety trend was the same as the first IA e SV

Atezo + bev Active surveillance
(n=332) (n=330)
Treatment duration, median, mo AEtieei?:{!I?E-; MA
Patients with =1 AE, n (%) 326 (98.2) 208 (63.0)
Treatment-related AE 295 (88.9) MNA
Grade 3/4 AE, n (%) 141 (42.5) 46 (13.9)
Treatment-related Grade 3/4 AE 120 (36.1) MNA
Serious AE, n (%) 83(25.0) 34 (10.3)
Treatment-related serious AE 45 (13.6) MNA
Grade 5 AE, n (%) 6 (1.8) 1(0.3)
Treatment-related Grade 5 AE 2(086)y# MA
AE leading to dose interruption of any study treatment, n (%) 158 (47 6) MNA
AE leading to withdrawal from any study treatment, n (%) 62 (18.7) MNA
Clinical cutoft 3 May 2024; median ol o 30 L0 e el e, o e e s e e 4 e T 1o IMbrave0s0 update

bev only.
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AE of any grade with an incidence rate of 210% in either
treatment group by preferred term

Event, n (%) AtezE + bev Active s:lrveillance
(n=332) (n=330)
Any grade Grade 3 or 4 Any grade Grade 3 or 4
Proteinuria 154 (46.4) 29 (8.7) 12 (3.6) 0
Hypertension 127 (38.3) 61 (18.4) 10 (3.0) 3 (0.9)
Platelet count decreased 66 (19 9) 15 (4.9) 22 (6.7) 4(1.2)
Aspartate aminotransferase increased 2(15.7) 3(0.9) 18 (5.9) 2 (0.6)
Alanine aminotransferase increased 47 (14 2) 2 (0.6) 18 (5.9) 3 (0.9)
Hypothyroidism 7(14.2) 0 1(0.3) 0
Arthralgia 40 (12 0) 1(0.3) 8 (2.4) 1(0.3)
Pruritus 0(12.0) 1(0.3) 3 (0.9) 0
Rash 40 (12 0) 0 1(0.3) 0
Blood bilirubin increased 4 (10.2) 1(0.3) 23 (7.0) 1(0.3)
Pyrexia 34 (10 2) 0 7(2.1) 0

Clinical cutoff: October 21, 2022; median follow-up duration: 17.4 mo. In safety-evaluable patients.

Chow et al IMbrave050
https://bit.ly/3ZPKzgM __



What have we learned, and questions raised?

What is the ideal duration of adjuvant therapy?
1 year orlonger?

Should we expect improvement in RFS to result in improved OS?
 Crossover
e Second tumor — bimodal relapse curve

How do we select patients likely to benefit from adjuvant therapy?
* Predictive biomarkers
* High-risk features (e.g., beyond up-to-7)

Future Directions...
« Neoadjuvant/peri-operative approaches?



Pros and cons of neoadjuvant vs adjuvant approaches

Perioperative

Neoadjuvant ’ Adjuvant
Pro Con Pro Con
ﬁ*‘* High levels tumour Treatment - / Does not delay & Less tumour antigen
L 4 ©  (ICl-therapies)

%" antigen (ICI- therapy) related toxicity o resection

% Direct assessment é" Risk of delayed “\ Surgery/RFA may é Greater treatment-

M) treatment response resection augment immune related toxicity
response

Short treatment Risk of disease ‘ i'I Patient may not be fit
duration - progression i« enough for adjuvant

Risk stratification

: i ‘¥ based on patholo
kyﬁ, Development of r WAy compromiss F i May compromise

' e treatment at
% biomarkers recUITENEe treatment at recurrence

Vogel A. Hepatology. 2023.



Advantages and disadvantages of approaches to perioperative treatment

In HCC

Neoadjuvant
Adjuvant (resectable) (resectable)
Rationale Reduce recurrences and Reduce recurrences
improve OS and improve OS
Improve surgical
outcomes
Advantages RFA and surgery may augment  Tumor in situ
immune response Generate diverse
No delay of resection immune response
Histology-informed patient Faster endpoints,
selection eg, MPR

Translational research

Disadvantages Toxicity
Delay of surgery

Downstaging/

conversion

Improve chance for
curative resection
Limit extent of surgery

Downstage to
resectability

Treats micrometastatic
disease

Transplant neoadjuvant/
downstaging

Improve chances for
transplant/cure

May improve outcomes in

high-risk patients

Toxicity
Graft rejection

Abbreviations: MPR, major pathologic response; OS, overall survival, RFA, radiofrequency ablation.

Vogel A. Hepatology. 2023.



Published or present neoadjuvant trials of ICI/ICI
combinations in resectable or potentially resectable HCC

Trial/INCT
Marron et all14]
NCT03916627
Kaseb et all 15!
NCT03222076
Xia et all!®!
NCT04297202
Ho et all17]
NCT03299046
PRIME-HCC
NCT03682276

Shi et all 18l
NCT03867370

Phase

2

1b/2

1b/2

Treatment arms

Cemiplimab

Nivolumab vs. Nivolumab/

Ipilimumab

Camrelizumab/Apatinib

Cabozantinib/Nivolumab

Ipilimumab/Nivolumab

Torpalimab vs
Toripalimab/
Lenvatinib

21

27

1°EP
MPR
Safety/tolerability
ORR
MPR
Safety/tolerability
Delay to surgery/safety
MPR

Adjuvant

6 mo

2y

6 mo

No

MNo

48 wk

MPR definition
>T70%

> 70%

>90%

=90%

=T70%

> 50%

MPR,
n (%)

4/20 (20%)

319 (33%)
3111 (27%)

317 (18%)
5/12 (42%)
8/19 (42%)

2/8 (25%)
1/8 (13%)

pCR?,
n (%)
3/20 (15%)

219 (22%)
311 (27%)

1117 (6%)
1112 (8%)
/19 (32%)

1/16 (6%)

ORR
3/20 (15%)

3/13 (23%)
0/11(0%)

3118 (17%)
1114 (7%)
6/23 (26%)

NA

Dropout rate®
1/21 (5%)

7127
(26%)

1/18
(6%)
315 (20%)

1/20 (0.5)

0/16 (0%)

Surgical
delays, (nf%)

1(5.8%)

0

0

0

1 (4%)

0

Vogel A. Hepatology. 2023.



Ph Ib/Il MORPHEUS neo-HCC: Study Design (Study Ongoing)

A study evaluating the efficacy and safety of neoadjuvant immunotherapy combinations in patients with
surgically resectable hepatocellular carcinoma

/ \ Atezolizumab 1200 mg q3w +

Patient Population Bevacizumab 15 mg/kg q3w . N\ / \

« Resectable HCC
« Tumor amenable to biopsy i i
. Child-Pugh A Atezolizumab 1200 mg q3w + Liver Optlona_IrAdjuvant
P Bevacizumab 15 mg/kg q3w + — 2
- No extrahepatic disease or Resection .
- or Survival follow-
macrovascular invasion Tiragolumab 600 mg q3w u
(except Vp1/Vp2) P
- ECOGOor1
Tobemstomig 600 mg q3w + \ J \ J
\ / Bevacizumab 15 mg/kg q3w
[ )
Secondary endpoints e OS rate at 24 months
. FR’aThologflcal comple}e( Rflgss;oonse (pCR) e Overall Respcf:nse Rate (ORdR) . )
. . * helapse-iree surviva e Proportion of participants downstaged to within
PrlmarY endpoint . * Event-free survival (EFS) Milgn criteria P P &
Major pathological response e Overall survival (OS) * RO resection rate
. J



https://clinicaltrials.gov/ct2/show/NCT05908786

Emergence of treatment paradigm in advanced unresectable

HCC with conversion therapy

S
o

\ / .

=== Current Status of Conversion Therapy S-year survival rate

] : Advancod HCC Advanosd HCC Advanced HEC Eorly-stage HCC
® Advanced HCC poses survival challenges  unesoctabie Jnmmh'mm Rosected ater gy rosectod

".'-W!F!-hﬂ.ﬂ thatapy

@ Effective tumor downstaging brings =
surgical opportunities for uHCC patients
® Diverse combined conversion approaches l =

show remarkable and promising results

@ Lack of guidelines or standard protocols ra-teen  4-aw 50 60%
) wui viscins »
‘@’ Multi Disciplinary Team (MDT Model) Traditional Pattorn MDT Pattern

® Establishment of a stable MDT |@ - & o%a
® Convenient communication channels | . # -
@ Comprehensively evaluation |® et @@ el
@ Timely declslon-maifmg or adjustment @ souend @ @6

of treatment strategies

¥  Short-termgoal W Ultimate goal

Wang et al. Cancer Science. 2024.



In China, HCC conversion therapy has made significant

progress in recent years

1990s

Studies reported 5-year survival rates of 50-60%
in patients undergoing ‘conversion and
resection’, preliminarily demonstrating the
benefit of conversion therapy?

Conversion therapy was first listed as one of the
treatment options for unresectable HCC by
Chinese guidelines?

2019 2021

The Chinese expert consensus on conversion
therapy for hepatocellular carcinoma was published?®

2

Review Article

Chinese expert consensus on conversion therapy for
hepatocellular carcinoma (2021 edition)

Hui-Chuan Sun', Jian Zhou', Zheng Wang', Xiufeng Liu’, Qing Xie', Weidong Jia', Ming Zhao’,

Xinyu Bi", Gong Li", Xueli Bai®, Yuan _]i". LiXu', Xino-Dong Zhu', Dﬂushcng Bai'!, Yajin Chen",
Yongjun Chen", Chaoliu Dai", Rongping Guo"', Wenzhi Guo"’, Chunyi Hao"', Tao Huang",

Zhiyeng Huang'", Deyu Li", Gang Li*', Tao Li”, Xiangcheng Li”, Guangming Li*', Xiao Liang™,
Jingfeng Liu', Fubao Liu*’, Shichun Lu*, Zheng Lu®, Weifu Lv'", Yilei Mao"', Guoliang Shao®,
Yinghong Shi'", Tiangiang Song"', Guang Tan”’, Yungiang Tang™*, Kaishan Tao", Chidan Wan'",
Guangyi Wang", Lu Wang", Shunxiang Wang"', Tianfu Wen", Baocai Xing"', Bangde Xiang",

Sheng Yan", Dinghua Yang®, Guowen Yin¥, Tao Yin®, Zhenyu Yin", Zhengping Yu™, Rixiang Zhang"”,
Jialin Zhang"', Shuijun Zhang™, Ti Zhang”, Yamin Zhang"', Yubao Zhang”, Aibin Zhang™,

Haitao Zhao'', Ledu Zhou®, Wu Zhang”', Zhenyu Zhu", Shukui Qin", Feng Shen®, Xiujun Cai®,
Gaojun Teng™, Jiangiang Cai*’, Minshan Chen*, Qiang Li”", Lianvin Liu™, Weilin Wang®’,

Tingbo Liang™, Jiahong Deng™, Xiaoping Chen", Xuehao Wang”™, Shusen Zheng”, Jia Fan'; Alliance of
Liver Cancer Conversion Therapy, Committee of Liver Cancer of the Chinese Anti-Cancer Association

1. Chen X et al. Front Oncol. 2021.
2. Zhou J et al. Liver Cancer 2020.
3. Sun HC et al. Hepatobiliary Surg Nutr. 2022.



Conversion surgery is associated with better survival benefit than palliative
care or upfront surgery in patients with intermediate/advanced-stage HCC

OS with conversion-surgery was significantly better The DFS of conversion-surgery was
than non-surgical palliative care? significantly higher than upfront surgery?
24-month survival rates were 95.8% vs 35.8% for patients mDFS was not reached vs 5.4 months for patients with
who underwent vs did not undergo conversion surgery conversion-surgery vs upfront surgery
Surgery - No == Yes
. s i 100 —— Upfront surgery (n = 68)
S s o = e ----t-CT (n = 15)
!_L —
08 i\ 3'9' BU
\ ,;
£ 06 1""-1 $3.2% © B = W Gssssssnesssesies
5 R Y =
3‘ ' oy . . H—} 40
g 04 ' e | 35.8%
- : | T (=]
= H +H—t 20
02 ; P = 0.039 gy I
! 1 1 1 |
0.0 : 0 6 12 18 24
0246 BI10121416182022242628 303234363840 i
Timehmoriks Months after resection
Study enrolled 101 patients who received combined TKl/anti-PD-1 + 30 patients with initially uHCC receiving triple combination therapy
antibodies as 1L treatment for initially uHCC, including 24 patients (23.8%) (t-CT) were enrolled, 15 of whom underwent conversion-surgery

who underwent RO resection after initiation of systemic therapy

1. Zhu XD etal. Ann Surg Oncol. 2023.
2. Qu WF et al. BJS Open. 2022.



TALENTop I1S: Hepatic Resection with Peri-operative Atezo/Bev in HCC
Patients with MVI

« A multicentre, randomised, open-label study evaluating the efficacy and safety of hepatic resection for HCC with macrovascular invasion
after initial atezolizumab plus bevacizumab therapy

Patient Population

* ECOGO0-1 Arm A Surgery Atezo+Bev Q3W
" Confirmed diagnosis of HCC Tumor assessments after C2 and C4 (0-2 weeks after x1year or loss of cIinic_aI.benefit
* No prior anti-tumour therapies e PR/SD randomisation)  unacceptable toxicity
* 21 measurable lesion Atezo+Bev Atezo « Technically
* MVI(+
. EHS( ) Q3W x3 cycles x1 cycle Resectable (by Atezo+Bev Q3W
©) _ investigators) _ __ _

* Remnant liver volume (RLV%) until loss of clinical benefit /

= 25% N=396 Arm B unacceptable toxicity
® Child-Pugh A

Stratification factors:
* Target lesion shrinkage vs

Primary endpoint: Time-to-treatment failure (TTF)
(IRF-RECIST v1.1)

Secondary endpoint:
* OS (the time from randomisationto  * RFS (Arm A)

* Defined as the time from randomization to the first death) * ROrate (Arm A) non-shrinkage
documented treatment failure (i.e., local recurrence * TTF (INV-RECIST v1.1, IRF/INV- * pCRrate (ArmA): ¢ ECOGPSOvsl
or progression, EHS, or death from any cause) MRECIST) * Safety

* ORR (Induction and arm B)
* TTEHS (the time from randomisation
to EHS)

Dose: Atezo 1200mg Q3W IV
Bev 15mg/kg Q3W IV

.

PR: partial response; SD: stable disease; Q3W: once every 3 weeks; MVI: macrovascular invasion; PVTT: portal vein tumor throm bosis; EHS: extrahepatic spread,
IV: intravenous; INV: investigator; IRF: Independent review facility; RFS: recurrence-free surviva; pCR: pathological complete regression; TTEHS: time to EHS after
randomization; ECOG: Eastern Cooperative Oncology Group; PS: performance status.

https://www clinicaltrials.gov. NCT04649489



TALENTop IIS Update: Conversion response and prognostic factors

From Apr 2021 to Dec 2022, 201 patients were enrolled and entered induction phase and completed induction phase therapy of atezo/bev
at cut-off date (Apr 2023). Treatment efficacy in induction phase is analysed. Study is ongoing.

Baseline clinical characteristics of enrolled patients Tumour response of enrolled patients
Characteristic n=201 n=201 RECIST1.1, n (%) mRECIST
A, VEEE ORR,% 38 (18.9) 47 (23.4)
Median (Range) 55 (26-78) PR 38 (18.9) 46 (22.9)
Aetiology (%) SD 106 (52.7) 97 (48.3)
HBV 187 (93) DCR,% 71.6 144 (71.7)
Vessel characteristic (%)
MVI 201(100) In univariate logistic regression, the following clinical measures were
PVTT 191 (95) associated with randomization (i.e. high viability for conversion):
Vp classification, n (%)
Vpl 3 (1.5) VP1-2 PVTT
Vp2 37 (18.4) AFP <400 ng/mL
Vp3 108 (53.7)
Vp4 43 (21.4) NLR (neutrophil-to-lymphocyte ratio) <2.63
Tumour size by IRF (mm) _
Tumor diameter <100 mm
Mean 100
Range 26-231

Of 201 patients, 73 patients (36.3%) were evaluated as suitable for RO resection and randomized. Atezo/bev
showed high response rate and conversion rate in the HCC patients with MVI, suggesting a promising conversion
strategy in this population.

Wang et al. ESMO ASIA 2023.



Sequential transarterial chemobolization and stereotactic

radiotherapy followed by immunotherapy (START-FIT)

- ® - - ] +
Sequential transarterial chemoembolisation and stereotactic 'k (M A novel tri-modality strategy 5 HKU  patientcentered care
T & Med * Only 1 episode of hospital stay

body radiotherapy followed by immunotherapy as for TACE

TACE * SBRT — daily visits for 5 days

conversion therapy for patients with locally advanced, R ki) f £10 -~ day center
. . n b i e; * No anaesthesia
unresectable hepatocellular carcinoma (START-FIT): O, " WA - smoee awetines
i 1 DirectB:n.lt-i-tumor b P ——— reatment endpoint for patien
a single-arm, phase 2 trial S reament endpomtforpetients

Chi Leung Chiong”, Keith Wan Hang Chiv, Kenneth 5tk Kwan Chan, Francis Ann Shing Lee, James Chun Bong L, Catherine Wing Swet Won
Wing Chiur Dai, Tay Chung Lam, Wengi Chen, Natafie Sean Man Wong, Andy Lar Yin Cheong, Venus Wan Yon Lee, Vince Winig Hang Low, Aya Ef Helall,

Kwan Mor, Feng Ming (Spring) Kang, Chung Maou Lo, Atbert Chi-Yan Chan™ Operation /

Observation

Diagnosis

A B C
100 LG — 00T T Ty

_I_"Ll 5
= oo fo —‘\_‘—\_‘ ~ B
: = oy s %
% B0 5 o SRS
¥ Meadian progression-itee E | =
‘E_ 40 :lr'"'f'-'ﬂ:’ o — :: a0 fzdian avemll 1llf'-lT!:-.1l|_ ) E 40
;- 007 mnikhs (g T 1g-6-26-4) —'l 5 303 manths £05% C23-7-M) = fadian local comtro rate: NE
L. -month e 7% [05% CF54-85) . B-monthrte 1% (959 O 74-97) & | Smonthrate g8% (5% 0 04-100)
i_i " 13-manth rate: E2% (05w O 33-65) 2 y9.manth rate: 72% [gew O 53-24) 7 - 12-month rate-02% {g5m Cl #4-100)
o Z4-month rate- 385 (§5% O 17-53) 24-month rate: 63% (g5% O 45-83) Z4-month rate-2% (55% O B4-1040)
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Timee since- tramsasierial chemoembofisation [moths) Time since transarierial chemoembolsation {months) Temu since trassartetal chemoembaation (months)
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Frgure 3 Sunnval outcomes and local controf
(A Progressiain-tree surnvival, parpatient {n=33}. (B) Ovemall seivival, perpatient {n=33), {T] Lol contrl, per kesion (n=45). NE=not reached

Chiang CL....Chan AC. Lancet Gastro & Hepatol 2023 Feb



M/70, STEMI 2021 with PCI, AF
Non-B, Non-C HCC — 10.6x7.6x8.7 cm
1ICG 20.2%, LFT normal, Plt 142x109/L,

Inoperable due to small left liver
and borderline ICG

TACE x 1 24.5.2023
SBRT (5Gy x 5) 26-30.6.2023
Atezo + Bev 24.7.2024 Q3W x 11

cycles

Now eligible for S4/5
wedge resection




M/36, Good past health
HBV-HCC 11.8x8.7x11.3 cm
Bilirubin 10 umol/L, ALP 305 u/L, GGT 238 u/L, AST 298 u/L

Would require a left trisectionectomy if
proceed
Close margin
Inadequate remnant volume
Bile duct compression, may required bile
duct resection and reconstruction

ERCP + biliary stenting 16.1.2024
LFT improved 02
TACE 21.2.2024 =
SBRT (5Gy x 5) 18-22 March 2024 8.2X7.5X9.
A + B started on 12.4.2024 x 5 I e N
cycles

y s B K
Sy e S =l & ! Py
‘-".“. A S nd Vo R '.L‘;: : S0

Would only require an extended
left hepatectomy now

Simpler operation

More remnant reserve



Current status and guestions to be answered with conversion

therapy

o

Patient
Selection

—

—
Decision
Making

Duration of
treatment

Prognosis

Current Status

& Patients with initfally unresectable HCC ]
#® Surgical and (or) Oncological ressons
® A wide range of stagings for included patients [

® Evaluation Indicator: Objective response rate .
& Regimen: systemic combining local trestments L
® Triple therapy: TACEHAIC + TKI +anfi-PD-1/PD-L1 o

& Mo strict requirements on the -duration [ ]

® A general perlod of 3-4 months with the goal to [
achleve conversion resection

® Highsr incidence of AEs in Triple therapy va Double @
therapy for HOCC conversion

@ Strengthen AE management to reduce risks L]

® Consldering postoperative adjuvant therapy for L)
high-risk population after conversion for HCC

& Obvious survival benefite after conversion resection @

Hot Spots & Questions

Definition of "potentinl” resectable HCC
Identification of unresectable HCC populations in China
Exploration of survival bensfits for different patlents

Leck of high-quality, large sample, prospective trails
Inconsistent criteria for svccess of conversion therapy
Dstermination of the most effective combination

Determination of surgical timing

Development of novel biomarkers for timely predict
dissase progress

Exploring balance between efficacy snd safety in HCC
conversion treatment

Refinement of monitoring strategies for AEs

No consensus on adjuvant therapy after successful
conversion resection for HCC

Lack of high-quality research evidences

Wang et al. Cancer Science. 2024.



Challenge of pre-transplant immunotherapy and post-
transplant immunosuppression
A B

( Immunotherapy ] [LWQrHamphnl an:i'frmmurmaupmml

R ® inhibition of effector T cells®
0y Redugtion of memory T cells®

(€ Impact on NK cells (7).

() Impact an Treg (?)

il-"-d mq;mim
of wifechar T oids

,r;hl Bq:m ol myelosd-derived sUppressar
cedls (MDSC)Y

Reprogramming of myeloid cefls (7)

Mazzaferro et al. J Hepatol. 2024.



VITALITy: Validate Immunotherapy for HCC pre-Liver Transplant

* First, multicenter US study (2016 to 2023) to evaluate immune checkpoint inhibitors pre-LT
» High downstaging percentage (76%) and survival rates (3-yr ITT OS 71%)

Study Pepulation VITALITy: An Intention to Treat Analysis

n=117 Liver Transplant
0 @ =~ " h=43 P Syt R
, v 3LDLT T ) '
' (e % ~— v" 10 (23.8%) complete necrosis Lﬂh\\_‘ﬁ\h
, | h ¥ v 15 (35.7) necrosis > 50% = T,
v 3-years cumulative probability T
33.9% " —

Activated T Cell

Survival Probability
o
-

v 3-years post-LT survival 85%
v T post-LT rejections, 1 graft loss

ANTHCTLA-4
Activaied T Cell

I—b Ipiimumat,
Prfnr:iﬁjrﬁ:ve o v No Grade 4-5 TRAE '
. \) during waitlist
Checkpoint 4. R 9 sk | 1w w o @ x

Inhibitors |

o
2]

i

e
=]

2

ANTHPD-LY ANTIPD-1 1 0 10 20 » 40 £
nhiRitn T Ced inhton  Cea f’\"r{’% .. cOsTRARLATION Dropout Sunval_frst_treatment
Avelsmab Nivohimab . \ n=59
Durvalumab lb"“-b- .
), * ¥ 18 tumor progression v' 1-year ITT survival 94.6%
| v 3-years cumulative probability v 2-years ITT survival 81.5%
42.6% . . v' 3-years ITT survival 71.1%
v 3-years cumulative probability v No differences for patients

within MC 28%
v 3-years cumulative probability
beyond MC 48%

within MC vs beyond MC

Always within MC
n=31

Beyond MC
n =86

Downstaged
n=65

Study also highlights the potential efficacy of combining LRT with ICI. This strategy could be beneficial for high-risk patients,
including those requiring downstaging or with elevated AFP levels despite LRTSs.

Tabrizian et al. J Hepatol. 2024.



ImmunoXXL: ITT analysis of atezo-bev for downstaging in HCC

» Observational, prospective, single-arm multicenter study evaluating LT in HCC with partial/complete and sustained (>3
months) response to atezo+bev (i.e. achieving >=60% post-transplant survival according to the Metroticket 2.0 calculator)
* A minimum washout period of 30 days prior to LT is required
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Mazzaferro et al. EASL. 2024.



Conclusion

Surgical resection is a common treatment option in APAC. However, clinical outcomes of surgical
resection in HCC remains poor with high recurrence rates.

IMbrave050 was the first Phase 3 study to demonstrate that an adjuvant immunotherapy-based
regimen could delay recurrence following curative intent resection or ablation at the pre-
specified IA. While initial RFS benefit with was not sustained over time, questions still remain on
optimal duration and patient selection for adjuvant therapy.

A number of early peri-operative trials also suggest that combination immunotherapies may be
useful towards conversion and expanding eligibility for liver transplantation (downstaging) in
select high-risk patients.

A multidisciplinary, collaborative approach is essential to tailor individualized treatment plans
and establish the most appropriate treatment sequence.
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