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Novedades en el tratamiento del HCC

Tratamiento del estadio avanzado
= CheckMate 9DW
= Triple terapia
v" IMBrave 152
v’ Triplet-HCC
= Atezolizumab+ Bevacizumab (vida real)

Tratamiento del estadio intermedio
= TACE + Terapia sistémica?
= Terapia sistémica inicial de eleccidon? (IKF 035-ABC/HCC).
e
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BCLC is the Most Widely Used and

Validated Staging System?-

HCcec

l

l

l

l

T Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
liver function and : : - ’
” e  Single <2 cm - Single or <3 cm nodules each <3 cm + Multinodular « Portal invasion and/or extrahepatic spread + Any tumor burden
K3 « Preserved liver function?, PS 0 « Preserved liver function® « Preserved liver function?, PS 0 « Preserved liver function, PS 1-2 « End-stage liver function, PS 3-4
g
& Refined by AFP, ALBI score,
Child-Pugh, MELD
Potential candidate Single <3 nodules Well defin
for liver each 3 cm Extended liver io:jesed Diffuse, infltrative,
transplantation transplant preserved extensive
criteria bilobar liver
¢ portal flow, 4
(size, AFP) § involvement
selective access
8 Portal pressure
g bilirubin
§ To decide individualized No Yes
g i=akzertanpicact N Contraindications
g
5 toLT
§
2 Normal  Increased®
& N
Yes® No
15t treatment option Ablation Resection Ablation Transplant TACE Systemic treatment BSC
Expected survival I I >5 years I I >2.5 years I I >2 years I I 3 months

The BCLC staging system identifies patients according to patient prognostic and disease characteristics, and recommends initial treatments accordingly

sExcept for those with tumor burden acceptable for transplant; *Resection may be considered for single peripheral HCC with adequate remnant liver volume.

. AFP

MELD = model for end-stage liver disease; PS = performance status; TACE = transarterial chemoembolization.
. 1. Parikh ND et al. PLoS Med. 2016;13:e1002005. 2. Reig M et al. J Hepatol. 2022;76:681-693.

Ipha-fetoprotein; ALBI = albumin-bilirubin; BCLC = Barcelona Clinic Liver Cancer; BSC = best supportive care; HCC = hepatocellular carcinoma; LT = liver transplantation;
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HCC avanzado
_ Tratamientos de 12 linea con
inmunoterapia + antiangiogénicos

Rama
Control

Sorafenib

Sorafenib

Sorafenib

Sorafenib

Lenvatinib

HCC avanzado
Tratamientos de 12 linea con doble inmunoterapia
(anti-PDL-1+anti CTLA-4)

Rama en investigacion

Rama Rama en
control investigacion

CheckMate 1084 Sorafenib or Nivolumab +
9IDW Lenvatinib Ipilimumab

Atezolizumab +
Bevacizumab

Sintilimab +
Bevacizumab

Camrelizumab +
apatinib

Durvalumab or
HIMALAYA 1200 Sorafenib Durvalumab +
Tremelimumab

Atezolizumab +
Cabozantinib

Anti PD-1/PDL-1CTLA-41

Pembrolizumab +
Lenvatinib
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Evolution of systemic therapies in 1L HCC:
from anti-angiogenics to immune-based therapies'

mos mos mos / mOS\ / mOS\

(months) (months) (months) (months) (months)
- 25 - 25 - 25 - 25 - 25
A
100 - 100 = 100 = 100 = 100 = 23.7
MORR (%) MORR (%) MORR (%) months
90 -MGrade3-4 [ %0 %0-|mGrade 34 [0 90+ 20 904 mGrade3-4 [ 20 90 20
£ 80 TRAE (%) £ 80 TRAE (%) £ 804 19.2 £ 804 TRAE (%) £ 80
i g g ORR ) i P ORR (%
70 L 70 - L 70 L 70 - L 70 - L
3 15 3 13.6 15 3 M ORR (%) 15 3 m.:h 15 S MORR (%) 15
= 60 = oo "months E g0 {MGrade 3-4 F g0 months F ¢od Grade 3-4
I 10.7 I I TRAE (%) I 3 TRAE (%)
o 50 — W 50 o 50 & 50 W 504
= months - 10 < =10 o - 10 o - 10 < - 10
T 40 T 40 T 404 T 40 T 40
(G Q Q (G o
5 30- 5 30- S 30- 5 30- 5 30-
& -5 & -5 g -5 & -5 & -5
& 20~ E 20+ & 20~ & 20~ & 20+
10 4 10 10 - 10 . 10
0 Lo o Lo 0- o) 0- Lo 0- Lo
SHARP! REFLECT? IMBRAVE1503 HIMALAYA* CMIDW?

SOR vs PBO LENVA vs SOR ATEZO + BEVA vs SOR K DURVA + TREME vs SOR / \ NIVO + IPI vs LENVNSOR/

1. Llovet JM et al. N Engl J Med. 2008;359:378-390; 2. Kudo M et al. Lancet. 2018;391:1163-1173; 3. Cheng AL et al. J Hepatol. 2022;76:862-873; 4.
Abou-Alfa GK et al. N Eng J Med Evid. 2022;1:EVID0a210007; 5. Yau T et al. Lancet. 2025;405:1851-1864.
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Nivolumab plus ipilimumab versus lenvatinib or sorafenib as @+k ®™
first-line treatment for unresectable hepatocellular -
carcinoma (CheckMate 9DW): an open-label, randomised, Lancet 2025; 405: 1851-64

phase 3 trial

Thomas Yau®, Peter R Galle*, Thomas Decaens, Bruno Sangro, Shukui Qin, Leonardo G da Fonseca, Hatim Karachiwala, Jean-Frederic Blanc, m
Joong-Won Park, Edward Gane, Matthias Pinter, Ana Matilla Pefia, Masafumilkeda, David Tai, Armando Santoro, Gonzalo Pizarro,

Chang-Fang Chiu, Michael Schenker, Aiwu He, Hong Jae Chon, Joanna Wojcik-Tomaszewska, Gontran Verset, Qi Qi Wang, Caitlyn Stromko,

Jaclyn Neely, Prianka Singh, MariaJesus Jimenez Exposito, Masatoshi Kudo, on behalf of the CheckMate 9DW investigators

* CheckMate 9DW is a global, phase 3, randomized, open-label study of NIVO in combination with IPI compared with LEN
or SOR as 1L treatment in patients with unresectable HCC?

Key eligibility criteria Primary endpoint
. Unresectable HCCP n =335 NIVO 1 mg/(kg IV + IPI 3Im§/kg IV Q3w « 0S5
- > up to 4 cycles
- At least 1 measurable N = 668 then NIVO 480 mg Q4w
lesion (RECIST v1.1)

= Systemic therapy naive
" Child-Pugh scare 5 or 6 Investigator’s choice of Key exploratory endpoints

- ECOGPSOorit LEN 8 mg® or 12 mgf PO QD « PFS by investigator per RECIST v1.1

n =333 or SOR 400 mg PO BID = PFS2 by investigator
« Safety

Secondary endpoints
+« ORR and DOR by BICR per RECIST v1.1

» No main portal vein
invasion (Vp4)

Treatment until disease progression,

Stratification factors unacceptable toxicity, withdrawal of consent
- Etiology (HBY vs HCV vs uninfected)c (all arms), or a maximum treatment duration
« MVI/EHS (present vs absent) of 2 years (NIVO + IPl arm only)

* AFP (< 400 vs > 400 ng/mL) Among 325 patients treated with LEN/SOR:

275 (85%) received LEN and 50 (15%) received SOR

+ At data cutoff (January 31, 2024), the median follow-up® was 35.2 months (range, 26.8-48.9)

2ClinicalTrials.gov: NCT04039607. "Disease not eligible for, or progressive disease after, curative surgical and/or locoregional therapies. “Based on central lab serology results for stratification purpose. Minimum
of 1 dose of NIVO + IPI is required before proceeding to NIVO monotherapy. ©If body weight < 60 kg. ‘If body weight > 60 kg. ¢Time between randomization date and cutoff date.
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CheckMate 9DW
NIVO +1PI LEN/SOR
{n=335) {n=333)
100 1 Events 194 228
90 A Median 0S, mo 237 20.6
80 4 95% Cl 18.8-29.4 17.5-225
g HR (95% C1) 0.79 (0.65-0.96)
— 701 Palues 0.018
_g 60 24-month rate
< -
5 50 . 36-month rate
= I 38%
g 407 —o : NIVO + IPI
g 139% !
3 307 E :
20 - | i
| i o
1 1
10 1 ! ! LEN/SOR
1 1
0 T T T T T T T 1 T T T i T T T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
Months
No. at risk
NIVO + 1Pl 335 300 264 239 220 206 179 162 150 137 104 71 42 24 11 8 0 0
LEN/SOR 333 310 280 245 216 194 164 144 116 106 76 44 34 20 4 3 1 0

« Statistically significant and clinically meaningful OS benefit with NIVO + IPl vs LEN/SOR

— Longer median OS and long-term survival benefit with higher OS rates at 24 and 36 months

Median OS5 is estimated using Kaplan-Meier methodology. HR and 95% Cl from stratified Cox proportional hazard model. HR is HIVO + IPl over LEN/SOR. Symbols represent censored observations. *Two-sided P value from
stratified log-rank test. Boundary for statistical significance: P value < 0.0257.
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Objective response

I P < 0.0001° I
0 - ORR: 36%
(95% Cl, 31-42) N cr
35 - ™ er
CR: 7%
30 |
g 25 4
E 20 - ORR: 13%
© 15 4 PR: 29% (95% Cl, 10-17)
10
5 4
0 .
NIVO + 1P LEN/SOR
(n = 335) (n=333)
Best overall response,® %
SDe 32 62
PD 20 14
Not evaluable 12 11
Median TTR (range),*¢ mo 2.2 (1.1-11.6) 3.7 (0.6-11.2)
Median DOR (95% Cl),>¢ mo 30.4 (21.2-NE) 12.9 (10.2-31.2)

Best reduction from baseline in sum of

Best reduction from baseline in sum of

diameters of target lesion® (%)

diameters of target lesion® (%)

00 |V0 + [Pl Best reduction

754

50

CheckMate 9DW

from baseline
Median (IQR), % -27.6(-65.3t00.0) -13.2 -25.8t0 0.0)

Reduction, n (%) 210 (74) 207 (73)
>50% 103 (37) 2(8)
>75%

LEN/SOR

100q@

754

50

754

W HBY
W Hev
Uninfected patients

~100-

« Statistically significant and clinically meaningful improvement in ORR with NIVO + IPI vs LEN/SOR, with a higher complete response rate (7% vs 2%, respectively) and durable

responses

* Responses with NIVO + IPI were observed regardless of etiology
*Assessed by BICR based on RECIST vi1.1. *Two-sided P value from stratified Cochran-Mantel-Haenszel test. Boundary for statistical significance: P value < 0.025. “Includes non-CR/non-PD: NIVO + IPI, n = 6 (2%); LEN/SOR,
n =7 (2%). Non-CR/non-PD refers to patients with persistence of 1 or more non-target lesion(s). “In confirmed responders (HIVO + IPI: n = 121; LEN/SOR: n = 44). *Response evaluable patients defined as those with a best
overall response of CR, PR, SD, non-CR/non-PD, or PD; target lesion(s) assessed at baseline; and = 1 on-study assessment of all baseline target lesion(s). Horizontal reference line indicates the 30% reduction consistent with a response per RECIST
v1.1. Asterisk symbol, responders; square symbol, percent change truncated to 100%. Ten patients with HBV-HCV coinfections were categorized to HCV.
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CheckMate 9DW
Any-grade IMAEs in = 5% of patients treated N N - hd Patients with Received high-dose Leading to D/C,
with NIVO + IPI (n = 332)¢ Median (range) time to onset and resolution™ of IMAEs (weeks) resolution, n/n (%) steroids, n (%) n (%)
Henatiti Onset @ 6.0 (0.9-88.9)
e_pa itis, . 56 (17) 19 (6)
n =63 (19%) Resolution O 10.3 (0.9-129.3+) 47/63 (75)
Hypothyroidism/ Onset @ 9.7 (2.9-52.3)
thyroiditis, 2(<1) 0
n =62 (19%) Resolution NR (1.1-186.0+) 26/62 (42)
Rach Onset @ 4.6 (0.1-55.3)
=sh, 10(3) 1(<1)
n =51 (15%) Resolution m=() 12.6 (0.6-161.4+4) 39/51 (76)
Hyperthyroidism, Onset @ 6.1(2.7-36.0) o~ 0
n =36 (11%) Resolution () 6.9 (2.1-155.1+) 28/36 (78)
Diarrhea/colitis, Onset @ 8.6 (0.7:62.0) 27(8) 9(3)
n =28 (8%) Resolution () 3.9 (0.7-137.34) 26/28 (93)
Adrenal insufficiency, Onset . 20.7 (5.6-106.9) 2(<1) 4(1)
n =18 (5%) Resolution NR (0.6-143.1+) 5/18 (28)
T T T T T
0 50 100 150 200 @ Mediantimetoonset (0 Median time to resolution

* Any-grade IMAEs occurred in 58% of patients treated with NIVO + IPI; grade 3/4 IMAEs occurred in 28% of patients

*  Most IMAEs were manageable and did not result in treatment discontinuation

= indicates ongoing events. + indicates a censored value. *IMAEs are specific events considered as potential immune-mediated events by investigator, occurring within 100 days after the last dose of study
treatment, regardless of causality, and, with the exception of endocrine events, are treated with IMM. ®From Kaplan-Meier estimates. “Time to resolution measured from the date of IMAE onset; patients who
experienced IMAE without worsening from baseline grade were excluded from time to resolution analysis. Events without a stop date or with a stop date equal to the death and grade 5 events were considered
unresolved. “Some endocrine IMAEs were considered unresolved due to continuing need for hormone replacement therapy.
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MORPHEUS-Liver: a phase Ib/ll, open-label, multicenter,

randomized study

+ MORPHEUS-Liver is an umbrella study evaluating multiple immunotherapy-based treatment combinations

in participants with uHCC who have not yet received prior systemic therapy
«  Cohort 1 investigated the addition of tiragolumab to atezolizumab + bevacizumab

Cohort 1 (n=40)

uHCC Tiragolumab 600 mg IV +
ECOG PS 01 atezolizumab 1200 mg IV +
Child-Pugh A bevacizumab 15 mg/kg IV QW3

Measurable disease i:oﬁ
stratification

No prior systemic therapy Control arm (n=18)
Atezolizumab 1200 mg IV +

Do acie SR bevacizumab 15 mg/kg IV QW3

Primary endpoint Secondary endpoints
» Investigator-assessed ORR by RECIST v1.1 ! RS
« Safety

Q3W, every 3 weeks; EBV, Epstein-Barr virus; ECOG PS, Eastern Cooperative Oncology Group performance status
IV, intravenous; ORR, objective response rate; PFS, progression-free survival; RECIST, Response Evaluation Criteria in Selid Tumers

'
1
]
|
[}
|
|
]
1
]
]
|

Treatment
until loss of
clinical benefit
or unacceptable
toxicity

S P (o ) (i

- - -

NCT04524871



20®Jornades HITOS o 20
ONCOLOGICOS: pe'™®

Investigator-assessed PFS per RECIST v1.1

100 1 IMbrave150" MORPHEUS-liver
Tiragolumab +
Atezolizumab + Atezolizumab + atezolizumab +
bevacizumab bevacizumab bevacizumab
(n=336) (n=18) (n=40)
2 iy Patients with events, % 76.5 833 575
:,-—E— Median PFS, months (95% Cl) 6.9 (57,88)" 4.2(1.6,7.4) 11.1 (8.2, NE)
& HR (95% ClI) 0.42(0.22,082)
b 50
>
b
=
T
2
g
o 25
+ IMbrave150: atezo + bev
+ MORPHEUS: atezo + bev
0- 4 MORPHEUS: tira + atezo + hev
T T T T L) T T T T L) 1 T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)
IMbrave150: atezo + bev 336 271 234 174 141 113 102 88 i 64 41 25 12 3
MORPHEUS: atezo + bev 18 12 9 7 4 4 3 3 3 0 0 0 0 0
MORPHEUS  tira + atezo +bev 40 36 32 30 25 17 16 I T S 2 2 0 0

Efficacy evaluable population. Data cut-off: 28 November 2022
“Independent-review facility assessed PFS

1. Cheng etal. J Hepatol 2022; NCT03434379
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IMbrave152/SKYSCRAPER-14: a phase 3, double-blind,
placebo-controlled, randomised, global study

= 669 patients randomised to treatment between 14 September 2023 and 23 September 2024

Key eligibility criteria
- Aged =18 years

Tira 600 mg + atezo 1200 mg + bev 15 ma/kg, IV Q3IW
n=331

Treat until loss

- Unresectable locally advanced or metastatic HCC of clinical

. ECOG PS 0 or 1 benefit or

- Child-Pugh A Imaging every 6 £ 1 weekst u"‘:CD?F_"ta ble

- Mo prior systemic therapy for advanced disease LBl

- Systemic adjuvant freatment permitied . Mo crossover
{recurrence =6 months from treatment Pbo + atezo 1200 mg + bev 15 mg/kg, IV Q3W permitted

n=338

completion’”

Stratification factors Primary endpoints Other key secondary endpoints

Geographic region (Asia and Africa, excluding - INV-PFS per RECIST v1.1 - ORR
Japan, ve rest of world, including Japan) - 08 . DOR
MVI and/or EHS (presence vs absence) . PES/OS rate at selected time pmrﬂs
Baseline_ AFP l[--'4_t]ﬂ wvs 2400 |_1gme] . Safet}'
HCC astiology (viral vs non-viral) .- PROs
M A p A

RCTOESME3E,

sAlowed for adjuvant sezoizumabvbevacizumab, which may be approved during the condut of the stuty; | Inberval changed 1o every 9 £ 1 weeks afler Week 54

AFP, alpha-eioprofein; ai=zn, at=solzumaly bev, bevacizumaly; DOR, duration of response; ECOG PS, Easiem Cooperaiive Onooiogy Group performence staius; EHS, exirahepatic spread; INV-FFS, ilvestigalor-assessed progression-free surdial

I, intravenous; MV, macrovascular imvasion; O, overal response raie; 05, overall sunival; pibo, placebo; PRO, patient-reporied outcomes; O3W, every 3 weeks; R, randomised; RECIST, Response Evaluation Criena in Sold Tumours; i, fragoiumat

5
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Primary endpoint:

INV-PFS per RECIST v1.1

1004 Tira + atezo + bew Pbo + atezo + bev
(n=331) [n=338)
Patients with event, n (%) 215 (85.0) 224 (68.3)
Median INV-PFS, months (85% C1) B.3(7.1-0.8) 52(7.0-87)
?5 -
Stratified HR* (25% CI) 0.87 (0.8-1.2)
= p-value (siratified log-rank)
T e T T
z h
I
1
I
1
I
25 - 1
1
1
1
1
1
1
1
n T T T L) T T T III T T T T T T T T T T L)
L] 1 2 3 4 5 ] T g a 10 Ll 12 13 14 15 16 17 18 19
Time (months)
Patients at risk:
Tira + atezo + bev 331 3z 276 250 238 213 182 175 158 142 122 10 85 42 38 18 17 3 3 o
Pbo + atezo + bev 338 326 278 254 248 227 205 174 162 136 112 =] a7 54 51 26 22 1 1 [u}

NCTO5904886. Dita cuiod date: B May 2025 Minimum FU=T.5 monts. Median FU=12.5 mants. *Siatiication Sriors: gengraphic region (Afica and Asia, exciuding Japan, vs rest of word, induding Japany;

HCC aeficlogy [virall v nom-viral); M1 andior EHS {presence s absence]; and baseline AFP [<400 vs 2400 ng/mL); 'Statistical boundary: 0.005. C1, confidence imenal; FU, follow-up; HR, hazard rafio

VD
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Adding Ipilimumab to Atezolizumab plus Bevacizumab in
patients with unresectable hepatocellular carcinoma in
first-line systemic therapy

PRODIGE 81/FFCD 2101 - TRIPLET HCC
i

b4
MERLE Philippe, BLANC Jean-Frédéric, EDELINE Julign, Karine LE HIMERON Jean-Marie, |
BOURGEOIS Vincent, BOUATTOUR Mohamed, TOWC Yann, VI Carole, KHEMISSA AKOUZ

Faiza, HEURGUE Alexandra, GIROT Paul, ASSENAT U KHAC Eri BRONOWICKI JeaiF:ierre,

v o

VIAUD Juliette, BEN ABDELGHANI Me LT ; Ivain, PHELIP JeangMare =

3

18 October 2025
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Objective response Objective response Non evaluable
Recist 1.1

Arm-A TRIPLET n=113 34 (30.1%) 84 (74.3%) 12 (10.6%) 17 (15.0%)
Arm-B DOUBLET n=113 31 (27.4%) 96 (85.0%) 11 (9.7%) 6 (5.3%)

RESULTS (2) - Secondary endpoints of efficacy
median (95% CI) follow-up of 12.0 mo (10.6-13.1) for arm-A vs 12.5 (11.2-13.4) for arm-B

TRIPLET DOUBLET TRIPLET DOUBLET
Arm-A Arm-B Arm-A Arm-B
100 -
Median, months 8.0 a6 100 Median, months 226 NE
0 (5% CI) (5.8107)  (7.6-10.2) 40 {95% CI) (132NE)  (14.7-NE)
a0 a0
g —
- 60 ;e 80
m —
g g = "
40 o 40
a0 a0 L
0 ]
10 10
o ; ; ; ; ; ; ; ; ; ; . ; o
0 2 4 ©& B8 10 12 14 1B 18 0 2 M4 D 2 4 B8 8 10 12 14 18 18 20 2 M
Mo at Risk Months Mo at Risk Months
3 67 81 YD 56 3@ 2% 12 5 3 1 10 M3 12 104 o7 8 60 40 25 14 8 3 2 0
13 o4 78 8 5B 228 19 11 8 & 1 10 3 108 102 &7 @2 S50 35 22 13 & 4 2 0
e Cm%umms 0 4 18 23 33 W0 40 42 42 42 o. Cumuistive Censars
00 0O 2 8 M 43 56 &4 B0 T4 5 77
o o 0 04 N X X AN I} ¥ 3\ I o 0 1 2 & 32 43 54 B2 8 T 73 T4
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1487P- EXTENDED FOLLOW-UP AT 42 MONTHS OF ATEZOLIZUMAB-BEVACIZUMAB
INSIGHTS FROM THE CHIEF PROSPECTIVE STUDY

FLOW CHART OF THE STUDY

p ) CARACTERISTICS OF THE POPULATION Whole paort
Number of patients in CHIEF at
the time of data extraction in Gender (male) B8 %
Febnary 2025 Age 60 [63, 75]
- Abcohol only 28%
- el - Underlying Wiral only 4%
| liver disease MASLD only 16 %
" Mumber of patients treated by | At least alcohol 58 %
AtezoBev in first line Child-Pugh A 7B %
e Srde Ta0i%l6%
- - . Albi Grade 11273
Liver function Esophageal varices 57 %
Excluded patients Large size varices 26 %
-2 patient BCLC-D Ascite G
-12 patients Child-Pugh C HCC BCLCABI-C 5 %l 28 % 1 67 %
features Multinodular form A5 %
- ! - Vascular invasion 47 %
Included patients Metastasis 32 %
n=880 AFP (ngimL) 47 [7 —608]
o AFP > 400 ng/mL 30 %

Data updated in Aprd 2025
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1487P- EXTENDED FOLLOW-UP AT 42 MONTHS OF ATEZOLIZUMAB-BEVACIZUMAB

FROM THE CHIEF PROSPECTIVE STUDY

| Overall survival |

05 44% at 42 months

& 12w M W w4 4
Tree n moniss

Median 0% 22 8 months

Predictive factors of mortality
Multivariate analysis
HR 1]
Esophageal varices 1.26 0.04
Ascites 1.5 0.02
ALB! grade 2 133 0.003

05 according to Child-Pugh score

ow |

CHLD &

CHLDE

i fuivd | paoha bty

.|
LEL -
am |

[ 1 o il W ¥ ¥ 4 W
Timrss i reoris

Median 0OS 27 4 months for Chid-Pugh A and
8.8 months for Child-Pugh B.

085 according to ALBI grade
[ ] .
gon ———
E.\"-.-
H
@ n= _
p 00201
lllll (1] ] o [ ] ) * £O -

i F ¥
T in manie

Median 0S5 not reached for ALBI grade 1 and
15.8 menths for ALBI grade 273,

08 according to BCLC

ECLCE
==l

]

Zurwinl probabibty
5 2

| peooge

L] 1 I-:'- .::rmdr‘ i & L3
Median 0S5 27 .8 months for BCLC-B and
1B.5 months for BCLC-C.

08 according to vascular invasion
Tes
o=y Ha

Survenl proba ity

R I
Dilas |
1] L LEd .I!l"- :‘..:",_I:,I; 1) = i)
Median 05 16.2 months in case of vascular
iwasion and 33.0 months withowt.

INSIGHTS
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ATHECA: Final safety and efficacy analysis of a phase llib study of atezolizumab + bevacizumab
in Spanish patients with unresectable HCC

N. Lugue?, J.L. Lledd®, A.M Matilla*, J L. Momen:us R. Pazo CidS, M. Varel . M. Vergara®, J.M. Ordoliez"‘ P. Vlaltez’..\ Argem|‘° 2 Brulx‘ C Gnmez" R. Pera Lopez'2, R a‘“ B Sangro".. 5astre‘5
IEmlegy Liver Unit. Hospital Unwsltmbmal@ksunas IUOPA. FINBA. Uni dad de Oviedo. Ovi
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Table 1. Baseline characteristics - . -~ .
=ww  Overall survival (OS) OS by baseline BCLC category
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Median age, years ag
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BCLC stage A/ stage B / stage C, % 172871 : ﬁ: wcry DOLDMAJED. 203 M (MW C1 12 o)

MNon-viral HCCMepattis B/ C, % 83/6/33" - o 2 + . :“"’I’:"'" e

Macrovascular Invasion (MVI), % 242 o . :: ! 1

Alpha-fetoprotein (AFF) = 400 ngiml, % 245 R * 70 » +

Varices, % 2 by e, e +
large, % 313 a4 P s 348 a0 - E
treated, % 344 = 4 i N 1 IR Ry # 2' + +——

Comorbidities # 5 " g ol ¥ -
Hypertension /Diabetes Mellibus / STrar2 i L] — o | Raadan . o
i £ -l | T TP, ] i i
Dyslipidasmia, % 2 4 I - 'S ! | I -

BMI (<25 255BMI<30 / 230). % 30/38/23 ] i L i: I i
Alcohol consumption, 28715157 -] I 124 i H

(neverfcument/previous), % = | 104 | ]

Prior locaregional treatments 1.0 =1 ! g [P ! !
radiofrequency ablation. % 40 =1 ! " — —T — T .I — T
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transarterial embolization, % 30 5 |
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Table 2. Safety primary endpoint Table 4. Objective response rate (ORR)
All (N=100) All (N=99)

I TR B DO 8.6/80 ORR during the study [n, (%)] 24 (24.2) [95% CI: 16.9 - 33.5]

Du. “f = L ) e Best Overall Response (BOR)

Patients with AE. % % Complete Response (CR) 4 (4.0)

Patients with AE G3-4, % 58 Partial Response (PR) 20(20.2)

Patients with TRAESs, % az Stable Disease (SD) 59 (59.6)

Patients with SAEs, % 45 Progressive Disease (PD) 12 (12.1)

AEs G3-4 leading to discontinuation”, % 1 nNﬂ‘i’st:ir‘:;'“ab'e gg'g; L. L. . .

e == Di Control Rate (DCR) - : B m

4 Clinical trial identification: EUDRACT 2020-005268-71, NCT04732286
Isease Control Rate
" Discontinuation of ATZ andior BEV; AE- aiverse event; G: grade, TRAE
westment SAE: sefi CR+PR+SD

83 (83.8) —
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NUEVAS INTERROGANTES EN EL MANEJO DEL ESTADIO BCLC-B

Seleccion de pacientes para terapias de

? / rescate (importancia de la RO)

Mot sliahl & for
locaregional

;E_‘mw_ Combinacion de TACE + Terapia sistémica
v (¢Cuando?, iComo?)

Systemic
treatment

(see Figure 2)
| S

e | éSe puede prescindir de la TACE?

adapted

g - ¢En qué pacientes?
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Phase-3 studies evaluating the combination of TACE with
immunotherapy in HCC:

Patient

Outcomes

EMERALD-1?
NCTO3778957

o EMERALD-3?
NCTO05301842

LEAP-012?
NCT04246177

o TACE-34
NCT04265888

TALENTACESS
NCT04712643

CARES-0057
NCT04559607

2/3

Investigational arm(s)
Arm A: TACE + durvalumab

Arm B: TACE + durvalumab
+ bevacizumab

Arm A: TACE + STRIDE +
lenvatinib

Arm B: TACE + STRIDE

TACE + pembrolizumab +
lenvatinib

TACE / TAE + nivolumab

TACE + atezolizumab +
bevacizumab

TACE + camrelizumab +
apatinib

enrolment, N

724 (actual)

725
(estimated)

450
(estimated)

522
(estimated)

342 (actual)

188 (actual)

Primary endpoint(s)

PFS (Arm B vs Arm C; BICR)

PFS (Arm A vs Arm C;
RECIST 1.1 by BICR)

PFS
(RECIST 1.1 by BICR)

0s
os

TACE PFS (investigator-
assessed)

0s

PFS (investigator-assessed)

(primary endpoint)
Showed a statistically

significant improvement in
PFS

Results not yet reported

Showed a statistically
significant improvement in
PFS

Results not yet reported

Showed a statistically
significant improvement in
TACE-PFS

Showed a statistically
significant improvement in
PFS
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Combination immunotherapy improves PFS in embolization eligible HCC

Pembrolizumab Placebos

Durvalumab Placebos
i + lenvatinib +TACE
1.0 - TR | (0o 100 e
0.9 4 Events, n (%) 136 149 90 12-month Events, n (%) 132 154
0.8 4 12-month Median PFS 15.0 82 80 62.2% Median PFS 148 100
95% Cl), month 12.6-16. 8.1-12.2
@ 07 55.5% (95% Cl), months (11.1-18.9) (6.9-11.1) 20 4 43.‘4% 18-month (HR “;:un s ( 05:0514324 )
_;l_- 06 | 30.8% 18-month HR (95% CI) 0.77 (0.61-0.98) 0 4 39.1% { ) .66 (0. .84)
; . 43.1% p-value 0.032° s 27.9% p-value 0.0002°
£ 05+ 28.3% g 50 -
S 04 _ = 40
‘g 03 | Durvalumab + bevacizumab + TACE 30 - ‘ Lenvatinib + pembrolizumab + TACE
a | s . .
0.2 ! | 20 | i
014 | ! 10 4 i | A . ,
. i ‘ Placebos + TACE | } Placebos + TACE
0.0 — T T T T T t T T T T T T T T T T T 1 0 I ! f 1 T 1 T T I I T T T 1
0 3 6 S 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time from randomisation, months . Months
No. at risk No. at risk
204 162 134 114 94 82 64 53 43 32 23 15 6 4 2 2 0 0 0 237 207 176 136 M1z 72 57 26 22 15 10 7 2 10
205 159 121 81 62 51 39 35 32 24 15 10 5 2 2 0 0 0 0 243 190 144 89 72 48 37 18 12 8 5 3 3 1 0
i i Atezolizumab Placcbos
b e 1007 Atezolizumab + bevacizumab A s
! Progression by RECICL ! -TACE SEEER) G
i >2 TACE without responss ‘ . 80 \P Events,n (%) - -
i CPB8 deterioration ! = Median PFS 1.3 7.0
Lo e ! 4 60 - “‘H\:\‘\_Hﬁ_ f48‘46% ; o (95% Cl), months (7.5-15.1) (5.3-8.4)
E T '|j#|_ :37'98 o HR (95% CI) 0.71(0.55-0.92)
- 407 ! ) p-value 0.009"
a0 33.60% | "'”tﬂﬂ —HHH
(29-0070 129.85% L
0 ! ! Placebos + TACE 1
T T T T T T T T T
0 6 12 18 24 30 36 42 48
Time (Months)
Sangro B, et al. Lancet 2025:405216-232. No- of Patients at Risk
igro B, et al. Lancel ;405:
Kudo M, et al. Lancet 2025405203215, 17 104 7 2 26 1 7 L 0
Dong J, et al. ESMO Gastrointestinal Cancers Congress 2025, LBA2 171 81 46 39 22 9 0
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LEAP-012

However...

No evidence for OS benefit

‘ Events, n (%) |

1007 Lenvatinib + pembrolizumab + TACE
50 68.6%
% Dual placebo + TACE

82 (33.7)

69 (29.1) ‘

HR, 0.80 (95% Cl, 0.57-1.11)
Pa=0.0867

No, at rigk
237 i 24 21

243 42 23 6

“One-sided P from re-andomization test; threshold #=0.0012. Data culof daie for 1A January 30, 2024

Kudo M, et al Lancet 2025405 203-215

Dong J, et al. ESMO Gastrointestinal Cancers Congress 2025, LBA2

08, %

TALENTACE

—— TACE + Atezo + Bev (N=171)
78.13% ——— TACE (N=171)

SR
M‘”ﬂ»

73.92% #%w‘

Largely immature datasets

30 36 42 48
29 14 3 0
32 14 4 0
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Phase-3 studies evaluating the combination of TACE with
immunotherapy in HCC:

E We have accepted PFS as primary endpoint for these clinical trials

And the trails have met the primary endpoint of PFS: positive trials

O But... d

" The combination is not widely implemented in clinical practice, because [ir
o, we have not accepted PFS as only primary endpoint to change clinical practice pd

- Unmet need: we need to agree on clinically meaningful endpoints [in

N ! apatinib - S S PFS ko




IKF-035/ABC-HCC Study Design D™

an international, randomized, multicenter, open-label, investigator-initiated phase 3b tnal

Treatment phase (either systemic drug treatment

screening  -------»  Stratiffcation - Rondemizotin oo OF locoregianal therapy’ - Follow-Ug
Stratification criteria AT &
caticom C| - g 160
4 Mezolizumab 1:200mg i.v. aw

* Region [Western
couniries incl, Japan
we. Azian countries 12 cycles / 24 months max. * survhal status

—— =
« AFP < 200ng/ml vs. + aubseguent therpy lines

2 200ng/mL ¢ Dissase status (if PD not

Bavaclzumab 15mg/kg v FL et ot ey e

) 4

=320 prs * ALBI[1vs. 2) wet seturmed at EOT)
randomized * Vascular invasion EREE — TN, ~ ~ — = == ==~
{ves vs, ra) vl g
as long as TACEabla =254 eventE

S Patients will be treated wnfil Ioss of clinical beneft, development of unaccaptable toxicity,
parficipant requeest, o withdrawal of consent (whateves first),

* Both conventional TACE (cTACE) and drug-sluting beads (DEB-TACE) approaches are
eccepted. Howevar, sech study site is required to maintain consistency in the TACE procedure
and the use of doxorubicin or epinibicn & 8 chamosmbolization agent threughout the shidy
duration,

Main Inclusion Criterion: Intermediate stage HCC - not amenable to curative surgery,
liver transplantation or curative ablation BUT disease amenable to TACE (minimal
rarr caie  Vascular invasion Vp1/Vp2 allowed)
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Primary endpoint:

allowing a fair comparison between two modalities (Systemic Tx vs. locoregional Tx)

Time to failure of treatment strategy (TTFS)

it H

Failure of strategy = Arm A (Atezo/Bev) Arm B (TACE)

1stcondition @——— radiologic progession radiologic prt?gression
or stable disease

2" conditon —F— > AND any of the following:

» |oss of clinical benefit OR
— Progrescion at critical anatomical sites
— Development of symptoms and signe (inchuding laboratory values) unequivocal progression of dicease
— Dedine m ECOG performance stafus atfributed to disease progression
— No evidence of clinical benefit as assessed by the investigator
* unacceptable toxicity OR
» |iver function deterioration OR

» therapy not further applicable for other reasons
Patar R Galle



Time to Failure of Treatment Strategy (TTFS)

1.0
w 09
2
5
o, 0.8+
(=]
s
g o7
"
i
=
B 06
™ Arm A Am B
2 aterofbev TACE
5 *° (N=8T ) (N=81)
=
S 044 Events; n (%) 44 (508) 56 (69.1)
a
g 03
o b39 Median time 14.59
-t until event, . 9.46
B g2 month (6% CI)  (11.07-1787)  (6.97-11.27)
=3
5
0 g1- HR (35% CI) 0,545 {0.358-0626); p=0.0043
0.0 + Censored
T T
0 5 10 15 20 25 30
Time (months)
Pater R Galls Treatment arm Atezolizumab plus Bevaczumab (Arm A) TACE (Arm B) |

@m nCUI’IQ[ES—S
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CONCLUSIONES

La terapia sistémica con anti.PD-1/PDL-1 + antiangiogénico o doble inmunoterapia anti-PD1/anti-CTLA4 es el tratamiento de
eleccién en pacientes con HCC avanzado, pacientes en estadio B de patrén difuso y tras fallo a terapia local.

Los estudios de vida real refrendan los datos obtenidos de los ensayos clinicos pivotales y aportan informacién sobre la eficacia y
toxicidad de poblaciones infrarrepresentadas en dichos ensayos pivotales.

El doble bloqueo inmunoldégico asociado a antiangiogénico no ha demostrado mejorar los resultados.

En pacientes con HCC estadio B candidatos a TACE, la asociacién de inmunoterapia +/- antiangiogénicos incrementa la tasa de
respuestas y la SLP pero no mejora la SG.

La seleccidn del tratamiento en pacientes con estadio B es un nuevo reto terapéutico y se necesitan nuevos estudios en
poblaciones hiper-seleccionadas.

Resultados preliminares de un estudio fase Ill abren la posibilidad de un tratamiento sistémico inicial sin TACE en el estadio B.



