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~ Agenda para hoy...

m  “Pyesta en escena..”

= "No hace tanto tiempo..."(antes de 2019)
"Otros se unieron rapidamente..."
”Y no se quedaron ahi..."
"Proximos pasos...”

=  Conclusiones
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~ Conceptos Generales

[”Hepatocarcinoma: Problema de Salud”}

= ELHCC es la 3° causa principal de muerte por cancer en todo el mundo, habiendo sido
responsable de 868. 391 muertes (7,3%) en 2022.
El cancer de higado es mas frecuente en los hombres
En Espafia, en 2024 se diagnosticaron:

* 6.856 nuevos casos de cancer de higado (90% son HCC)

5th

most
common
worldwide

9th

most
common
worldwide

- 5.184 fallecimientos (72 causa) por este tumor (Aprox. 75%)

Las cifras del Cdncer en Espaiia 2025. Informe SEOM.
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 “De que estamos hablando...”

= Estadificacion: Sistema BCLC

HCC
Intermadiate stage (B) Advanced stags (C)
= Multinadular Porlal irvasion andior exirahespatic
+ Prasenved Iver funclion®, PS 0 Iivar funchion, PS5 1-2

Child Pugh A

{m,.,. EalS
selctvs accass - * (ALBI 1-2)

| 1\

e ) S—

(*) Fuera de ficha técnica Reig M, et al. J Hepatol. 2022
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“No hace tanto tiempo...”

= "Opciones antes de 2019..." (12 linea: Sorafenib)

@Valdecilla, —_—

Llovet JM, et al. N Engl J Med 2008 & Cheng AL, et al. Lancet Oncol 2009

SHARP
(Europe, US)

1.00
E 0.75+
=
=
wv
E 0.50—
g Sorafenib
E 0.254
Placebo
0.00

T —T T T T T T —T T 2 od 1
(4] 1 2 3 4 5 6 ¥ B8 9 10 11 12 13 14 15 16 17
Months since Randomization
No. at Risk

Sorafenib 299 290 270 249 234 213 200 172 140 111 89 68 48 37 24 7 1 0
Placebo 303 295 272 243 217 189 174 143 108 83 69 47 31 23 14 5 3 0O

0S: 7.9 vs 10.7 mo (HR:0.69) p = 0.0001

Asian-Pacific
(Asia)

100
—q‘j{l.‘ —— Placebo

075+

050 Ty

025 b L 7_
o

Survival probabiity

ey
- T T T T T T T T T T 1
o 4 1) = 10 14 6 18 20 22
Months
Mumber at risk
Sorafenib 150 134 103 78 53 32 n 15 B 4 1 0
Placebo 76 67 41 26 23 as 9 3 4 > 3 o L]

0S:4.2 vs 6.5 mo (HR:0.68) p=0.01
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No hace tanto tiempo...”

T,

= "Opciones antes de 2019..." (12 linea: Lenvatinib)

Global, randomised, open-label, phase 3 non-inferiority study

Patients with
unresectable HCC
(N=954)
. ) Lenvatinib
= No prior systemic therapy for Stratification {N=4?E:|
unresectable HCC - > 8 mg (BW <60 kg)
® =1 measurable target lesion * Region: — or
per mRECIST [Asia-Pacific or E 12 mg (BW =60 kg)
® BCLC-B [not applicable for - Wester‘?] . E ancad mily
TACE) or BCLC-C MY sn/aar EHEG: E
[yes or no) = S f ib
= Child-Pugh A = ECOG-PS: (O or1l) E Aot
* ECOG-PS <1 * Body weight: N (N = 476)
(<60 kg or 260 kg) 400
= Adequate organ function . d"-;?ly

= Patients with 250% liver
occupation, clear bile duct
invasion, or portal vein
invasion at the main portal
vein were excluded

= Primary
objective:
- 0s

=  Secondary
objectives:
PFS
TTP
ORR

Quality of life
PK lenvatinib
exposure
parameters

* Tumour assessments were
performed according to
mRECIST by the investigator

2018



“No hace tanto tiempo...”

= "Opciones antes de 2019..." (12 linea: Lenvatinib)

104 PFS, months HR Lntg;:nk
0.9+ (95% C1) (95% C1) 5
p-value
0.8 7.4
— Lenvatinib (6.9,8.8) 0.66 S
3.7 (0.57,0.77) g
z 064 Sorafenib (356, 4.6)
2 o054
g 0.4 100 oS HR
03 %] (95%cCl) | (95%Cl)
13.6 months
0.2 80.] L i
envatinib 151 149) 0.2
0.1 -~ 70 12.3 months (0.79, 1.06)
1 & : s
dod L Sorafenib (104, 13.9) ﬂ
T T T T T T T T T T T T T S -
0 3 6 9 12 15 18 21 2 27 30 33 36 39 3 %
2 =1 . .
Tirme {months) = “No inferioridad”
£ 40|
Number of patients at risk: g
Lenvatinib 478 345 223 172 106 69 44 28 14 9 4 2 0 0 0
Sorafenib 476 262 140 94 56 41 33 22 14 & 4 2 2 0 20+
10-|
Investigator
assessment (mRECIST) mRECIST 0-
e o T T T T T T T T T T T
Lenvatinib Sorafenib Lenvatinib Sorafenib Lenvatinib ‘ Sorafenib 12 15 18 21 24 27 30 33 36 39 42
Response rate Time (months)
ORR 24.1% 9.2% 40.6 % 124% 18.8% 6.5%
(95% C1) (20.2,27.9) (6.6,11.8) (36.2, 45.0) (9.4,15.4) (15.3,22.3) (4.3,8.7) Number of patients at risk:
Odds ratio 3.13 5.01 3.34 lenvatinb 478 436 374 297 253 207 178 140 102 67 40 21 8 2 0
(95% C1) (2.15, 4.56) (3.59, 7.01) (2.17, 5.14)
e p<0.00001 $<0.00001 p<0.00001 Sorafenib 476 440 348 282 230 192 156 116 83 57 33 16 8 4 0
Mean time to 3.6 a8

ORR (mo)

2.7 3.4

Kudo M, et al. Lancet 2018



‘No hace tanto tiempo...”

= "Opciones antes de 2019..."

AE, n, %

PPE
Diarrhoea

14
20

(Perfiles de Toxicidad)

N 476 N=475

[ Grede3/ NN

3%
4%

[ Hypertension

111

23%

Decreased appetite
Decreased weight
Fatigue

Alopecia

22
36
18

0

5%
8%
4%

0

[ Proteinuria

27

6%

Dysphonia

Nausea

Abdominal pain
Decreased platelet count
Elevated AST
Hypothyroidism
Vomiting

Constipation

Rash

Increased blood bilirubin

1

26
24

w

31

<1%
1%
2%
5%
5%
0%
1%
1%
0%
7%

Grade 3/4
e ()
20 4%
68 14%
6 1%
14 3%
17 4%
0 0
8 2%
0 0%
4 1%
13 3%
16 3%
38 8%
0 0%
5 1%
0 0%
2 <1%
23 5%

2018



“Opciones hasta 2019...” (22 linea...“post-SOR”)

Bruix J, et al. Lancet 2017

Probability of survival (%)

" HR 063 (95% C1050-079); one-sided p<0-0001

Overall survival (%)

Zhu AX, et al. Lancet Oncol 2019

60

40+

204

Probability of Overall Survival

Abou-Alfa GK, et al. NEJM 2018

Hazard ratio for death, 0.76 (95% Cl, 0.63-0.92)
P=0.005

10,2 8m

Cabozantinib

HR 0710 (95% C10-531-0-949); p=0-0199

Time since randomisation (months)

T T T T T T T T T T T T |
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
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“Asi en el afno 2019...”

Terapias Sistémicas para aHCC

1° Linea 2° Linea 3% Linea?
Sorafenib Regorafenib?
Lenvatinib Nivo/Pembro?
Cabozantinib Cabozantinib?
Ramucirumab?
— PFS4-7,5m PFS3-5m
0S12-14m 0S8,5-12m
2 AFP > 400 ng/mL
Llovet JM, et al. NEMJ 2008 Bruix J, et al Lancet 2017
Kudo M, et al. L 2018 El-K i tal. L t 2017
i FDA, EMA, AEMPS
Abou-Alfa KG, et al NEJM 2018 FDA, EMA

= - Zhu AX, et al Lancet Oncol 2019 FDA
(@ s B



°  Sorafenib -
" Lenvatinib

i

TKis

"Otros se unieron rapidamente...”




“Otros se unieron rapidamente...”

SINGAPORE SIA
2019

IMbrave150 study design

Stratification
* Region (Asia, excluding
Key eligibility Japand/rest of world)
or metastatic COGPS (01)
and/or — * Macrovascular invasion
unresectable HCC (MVI) and/or extrahepatic
= No prior systemic spread (EHS)
therapy (presence/absence)

» Baseline a-fetoprotein
(AFP; < 400/ 400 ng/mL)

Co-primary endpoints
« 0S
+ IRF-assessed PFS per RECIST 1.1

Atezolizumab

1200 mg IV g3w
+

mad bevacizumab

15 mg/kg q3w Until loss of
clinical
benefit or
N = 501b — un-

acceptable
toxicity

Sorafenib

400 mg BID

(open-label)

Key secondary endpoints (in testing strategy)
* |IRF-assessed ORR per RECIST 1.1
* IRF-assessed ORR per HCC mRECIST

Cheng AL, et al. ESMO Asia 2019

— follow-up



“Otros se unieron rapidamente...”

Updated PFS by IRF RECIST 1.1

1004
g Atezo + Bev  Sorafenib
=g Updated PFS (ot (ne168
=
s 6-mo PFS PFS events, n (%) 257 (76) 130 (79)
2 604 So Median PFS, mo 69 4.3
A % (85% CI) (57, 8.8) (4.0, 5.6)
& 12-mo PF8 Stratified HR 0.65 (0.53,0.81)
£ 40 ; % il o
5 0 s 35% TS (95% CIy P =0.0001
w . T .
w
2
> 204
<]
o

04

No. of pafients at risk

Time (months)

10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27

Alezo+Bev 336 323 271 245 234 204 174 140 141 132 113 111 102 03 B8 80 77 67 64 47 41 27 25 17 12 4 3 NE

= Perfil de Seguridad "favorable"...
Impacto en Calidad de Vida

Updated OS

1004

Sorafenlb 165 150 110 68 84 63 52 44 39 34 31 26 24 22 19 16 17T 14 13 9 9 4 3 2 1 1 NENE E? 801
Clinical cutoff: August 31, 2020; median follow-up: 15.6mo_ ;
2 604
Updated analysis® S
RECIST 1.1 HCC mRECIST : i
Atezo + Bev Sorafenib Atezo + Bev Sorafenib E 1
>
0 " 35 14 2 20
Confirmed ORR (95% Cl), % (25, 35) @17 (30, 41) ,20)
CR, n (%) 25 (8) 1(<1) 39(12) 4(3) 0
PR, n (%) 72(22) 17(11) 76(23) 18 (1)
SD, n (%) 144 (44) 69 (43) 121(37) 65 (41)
No. of patients at risk
. DCR, n (%) 241 (74) 87 (55) 236/(73) 87 (55)
PD, n (%) 63 (19) 40 (25) 65 (20) 40 (25) R
Ongoing response, n (%) 54 (56) 5(28) 58 (50) 6(27)
181 14.9 16.3 126
Median DOR (95% Cl), mob
) MealanDOR (7% ) m (14.6,NE) (49,17.0) (13.4,21.4) (64,17.7)

8-mo 08

g

85%
i 12-mo 0S

Atezo + Bev Sorafenib

67
2% ML

{95% CI)

Undated 03 n=336)  (n=165)
OSewents,n(%)  180(54)  100(61)
Wedian O mo 192 134

(17.0,237) (11.4,16.9)

Stratified HR
(95% CI*

0.66 (0.52, 0.85)
P = 0.000%

L e T e o B e e S S e e e B S S S S
0123456789 1011121314151617 18192021 2223 24 25 26 27 28 29

Time (months)

Alezo + Bev 336 320 320 312 302 288 278 263 252 240 233 221 214 209 202 192 186 175 184 156 134 105 80 57 42 24 12 11 2 NE

165158 144 133 128 119106 96 82 85 B85 81 78 72 66 64 B1 58 55 48 44 32 24 18 12 7 23 2 NENE

Clinical cutoff: August 31, 2020; median follow-up: 156 mo.

Finn RS, et al. NEJM 2020 & Cheng AL, et al. J. Hepatology 2022




“Otros se unieron rapidamente...”

Safety?

2 10% frequency of AEs in either arm and > 5% difference between arms

Atezo + Bev Sorafenib

Diarrhoea

PPE

Decreased appetite
Hypertension
Abdominal pain
Alopecia

Asthenia

Pyrexia

ALT increased
m All-Grade AEs

M Grade 3-4 AEs

m All-Grade AEs
m Grade 3-4 AEs

Proteinuria

Infusion-related reaction

60% 50% 40% 30% 20% 10% 0 10% 20% 30% 40% 50% 60%

PPE, palmar-plantar erythrodysaesthesia.
2 Safety-evaluable population.

NE “Unicamente 3 casos (0,6%) de HDA (G5) en Atezo-Bev...”
@ valgecina e Finn RS, et al. NEJM 2020 & Cheng AL, et al. J. Hepatology 2022




ICIs + AntiVEGF

" Sorafenib
"~ Lenvatinib

i

TKis

Atezo-Beva

"Otros se unieron rapidamente...”



“Otros se unieron rapidamente...”

ICI
ICI x 2

TKis




“Otros se unieron rapidamente...”

HIMALAYA:

Diseno

-~

Study population

«Adults with confirmed uHCC

«Child-Pugh A

+BCLC B (not eligible for
locoregional therapy) or C

=No prior systemic therapy for HCC

ECOG PS 0-1

+*No main portal vein thrombosis

«EGD was not required

Stratification factors

= Aetiology of liver disease:
HBV / HCV / nonviral

*MVI: yes / no
*ECOGPS:0/1

STRIDE (n=393):
tremelimumab 300 mg x 1 dose
+ durvalumab 1500 mg Q4W

Durvalumab (n=389):
durvalumab monotherapy
1500 mg Q4W

Sorafenib (n=389):
sorafenib 400 mg BID

Primary objective
=0OS superiority:
STRIDE vs sorafenib

Key secondary

objectives

=0OS noninferiority:
durvalumab vs sorafenib

=36-month OS rate

=PFS, ORR and DCR
(investigator-assessed

T75+D (n=153): arm closed to
enrolment*

tremelimumab 75 mg Q4W x 4 doses
+ durvalumab 1500 mg Q4W

per RECIST v1.1)
=Safety

Multiple testing procedure

OS superiority for

STRIDE vs sorafenib

OS noninferiority for
durvalumab vs

Noninferiority margin: 1.08

OS superiority for

durvalumab vs
sorafenib

Abou-Alfa GK, et al. ASCO Gl & NEJM Evidence 2022

36-month OS rate for
gl STRIDE vs sorafenib




“Otros se unieron rapidamente...”

HIMALAYA: Eficacia

1.0 — STRIDE (N=393) STRIDE Sorafenib
— Sorafenib (N=389) (N=393) (N=389)
0S events, n (%) 309 (78.6) 332(85.3)
0.8 Median OS 16.43 13.77
(95% CI), months (14.16-19.58) (12.25-16.13)
HR (95% CI) 0.76 (0.65-0.89)
B 06 ‘“'";:“T‘n'; 0s: p-value (2-sided) 0.0008
5 41'50; 24-month OS: Median follow-up duration 62.49 59.86
= 3% 40.5% 9 4764,
g Pl 36-month OS: (95% Cl), months (59.47-64.79) (58.32-61.54)
£ 044 0S rate \.\\ 30.7% 48-month 0S:
Osrate, NS% 25.2% 60-month OS:
0S rate Mﬂ % 19.6%
retio: 1.24 -‘——-ﬁ_.“.‘-g;“%
024 ——— [ e
0S data maturity 0S rate T h——
across the STRIDE and ratio: 1.54 m?isoﬁ% 0S rate
sorafenib arms: 82.0% ratio: 2.09
00 1 1 ) 1 ) T 1
0 6 12 18 24 30 36 42 48 54 60 66 72
No. of participants at risk Time from randomisation (manths)
STRIDE: 393 308 235 190 158 131 104 89 83 72 46 20 2
Sorafenib: 389 283 21 155 121 84 66 51 45 37 18 6 0

Rimassa L, et al. ESMO 2024



“Otros se unieron rapidamente...’

]

‘

HIMALAYA: Eficacia

e P
@Valdecilla, —_—

Full analysis set’

STRIDE Sorafenib

(n=393) (n=389)

BOR, n (%)

CR 12(3.1) 0

PR 67 (17.0) 20 (5.1)

SD 157 (39.9) 216 (55.5)

PD 141 (35.9) 118 (30.3)

NE 16 (4.1) 35(9.0)
Median TTR (IQR), 217 3.78
months (1.84-3.98) (1.89-8.44)
Median DeR (1QR), 22.34 18.43
months (8.54-NR) (6.51-25.99)
DCR*, n (%) 236 (60.1) 236 (60.7)

eLTS'(>48 months)
STRIDE Sorafenib
(n=83) (n=45)
10 (12.0) 0
41 (49.4) 7(15.6)
23 (27.7) 30 (66.7)
8 (9.6) 6 (13.3)
1(1.2) 2 (4.4)
2.10 549
(1.84-3.94) (1.64-11.01)
NR NR
(20.50-NR) (8.31-NR)
74 (89.2) 37 (82.2) * Extended “long term survivors”

eLTS included participants regardless of response

Rimassa L, et al. ESMO 2024



“Otros se unieron rapidamente...”

HIMALAYA: Seguridad

0.754

0.504

0.25+

Probability of Deterioration free

Sorafenib (n=323)

Median Time
Events, to Deterioration, Hazard Ratio
no. (%) mo (95% Cl) (95% 1)
STRIDE (n=302)  142(470) 7.5 (582-1084) 076 (061-0.96)
Duvalumab (n=319) 153 (480) 7.4 (5.68-933) 077 (062-096)

162(502) 57 (480-7.39)

f

Durvalumab

t

Sorafenib

No. at Risk
— STRIDE 302
=== Durvalumab 319
=== Sorafenib 323

20
180

]

87

69

16 18 20 2 24 26 28 30 32 34 3% 38 40 4
Time from Randomization (mo)

50 4 37 3% 27 16 1 1 8 7 7 4 0 0

45 39 33 3 30 2 16 16 10 5 4 3 2 0

3L 2 19 7 M4 9 7 7 6 3 2 0 0 0

@ v S

!

!

Table 4. Treatment-Emergent Adverse Events That Occurred in 10% or More of Patients or Grade 3 or 4 Treatment-Emergent Adverse Events That
Occurred in 2% or More of Patients in Any Treatment Arm in the Safety Analysis Population.*

STRIDE ( ) Durvalumab (3 ) fenib (n=374) T754D (N=152)

Any Grade Any Grade Any Grade Any Grade
Event Grade 3or4 Grade 3or4 Grade 3or4 Grade 3or4
Diarrhea 103 (265) 17 (4.4) 58 (14.9) 6(LS) 167 (447) 16 (43) 32 (211) 4 (2.6)
Constipation 36 (9.3) 0 42 (10.8) 0 35 (9.4) 0 12 (7.9) 1(0.7)
Abdominal pain 46 (119) 5(13) 37 (95) 4(10) 63 (168) 12(32) 26(17.1) 3 (20)
Nausea 47 (12.1) [ 37 (9.5) 0 53 (142) 0 14 (9.2) 0
Pruritus 89 (22.9) 0 56 (14.4) 0 24 (6.4) 1(03) 27(17.8) 0
Rash 87 (224) 6 (15) 40 (10.3) 1(03) 51 (136) 4 (1.1) 27 (17.8) 0
Alopecia 2 (0.5) 0 5 (1.3) 0 53 (142) 0 1(0.7) 0
Palmar-plantar erythrodysest ynd 3 (0.8) 0 1(03) 0 174 (465) 34 (9.1) 3 (2.0) 1(0.7)
Aspartate aminotransferase increased 43 (124) 20 (5.2) 56 (14.4) 26 (6.7) 24 (6.4 12 (32) 16 (10.5) 10 (6.6)
Alanine aminotransferase increased 36 (9.3) 10 (2.6) 44 (11.3) 12 (3) 20 (5.3) 7(19 10 (6.6) 5 (3.3)
Amylase increased 2 (7.5) 14 (3.6) 9 (2.3) 3 (08) 10 2.7) 4(1L)  6(3.9 4(2.6)
Blood bilirubin increased 20 (5.2) 308 2359 7 (18) 29 (7.8) 8(21) 5(33) 1(0.7)
Ga glutamyltransfe d 18 (4.6) 821 1231 7(18) 19 (5.1) 79 746 4(2.6)
Lipase increased 34 (88) 24(62) 23 (5.9) 16 (4.1) 15 (40 1129 8 (53) 5(33)
Decreased appetite 66 (17.0) 5(13) 53 (13.7) 2 (05) 67 (179) 3 (0.8) 25(164) 1 (0.7)
Asthenia 39 (10.1) 7 (18) 49 (12.6) 8 (2.1) 44 (118) 10 (27) 20 (132) 2 (13)
Fatigue 66 (17.0) 8 (21) 38 (9.3) 0 71 (190) 11 (29) 25 (16.4) 2 (1.3)
Pyrexia 50 (12.9)  1(03) 36 (9.3) 7 (18) 33 (8.9) 0 16 (10.5) 0
Edema peripheral 33 (8.5) 2(05) 24 (62) 1(03) 19 (5.1) 0 16 (10.5) 0
Cough 30 (7.7) 0 31 (8.0) 0 22 (5.9 1(03) 17 (112) 0
Insomnia 40 (103) 1(03) 21 (5.4) 0 16 (4.3) 0 10 (6.6) 0
Hypothyroidism 47 (12.1) 0 19 (4.9) 0 16 (4.3) 0 20 (13.2)  1(0.7)
Hypertension 2 (5.9) 7(1.8) 17 (4.4) 4(10) 68 (182) 23 (6.1) 6 (3.9) 3 (2.0)
Anemia 36 (9.3) 11 (2.8) 29 (7.5) 9(23) 3388  12(3.2) 15(9.9) 3 (2.0)
Hyperkalemia 20 (5.2) 6(1.5) 20 (52) 8 (2.1) 13 (3.5 9 (24) 4(26) 2 (13)
Hypokalemia 13 (3.4) 4(1.0) 9 (2.3) 3(0.8) 12 3.2 2(05) 4(26) 4(2.6)
Hyponatremia 21(54) 16(41) 12 (3.]) 5 (13) 15 (4.0) 1129 2(13) 1(0.7)

Abou-Alfa GK, et al. ASCO Gl & NEJM Evidence 2022




“Otros se unieron rapidamente...”

CheckMate-9DW : Diseino

* 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?

@Valdecilla, g

Key eligibility criteria

» Unresectable HCCP

» At least 1 measurable
lesion (RECIST v1.1)

» Systemic therapy naive

+ Child-Pugh score 5 or 6

+ ECOGPSOort1

« No main portal vein
invasion (Vp4)

Stratification factors:

» Etiology (HBV vs HCV vs uninfected)<
* MVI/EHS (present vs absent)

« AFP (< 400 vs > 400 ng/mL)

n =335

n=333

Primary endpoint:
NIVO 1 mg/kg IV + IPI 3 mg/kg IV Q3W [N

N=668 [ * (up to 4 cycles)

d
then NIVO 480 mg Q4W Secondary endpoints:

+ ORR and DOR by BICR per RECIST v1.1
+ Time to symptom deteriorationg

Investigator’s choice of .
LEN 8 mge or 12 mg' PO QD Key exploratory endpoints:

or SOR 400 mg PO BID « PFS by BICR per RECIST v1.1
« Safety

Treatment until disease progression,
unacceptable toxicity, withdrawal of consent
(all arms), or a maximum treatment duration

of 2 years (NIVO + IPl arm only)

Among 325 patients treated with LEN/SOR:
275 (85%) received LEN and 50 (15%) received SOR

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

Galle PR, et al. ASCO 2024
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“Otros se unieron rapidamente...”

Overall survival

CheckMate-9DVW : Eficacia

| P <0.0001° |

NIVO+ [Pl | LEN/SOR
(n=33) | (n=333)
104 Events 19 )
90 Median 05, mo W 23.7 206
%4 954, 18824 17525
g HR (35% ) 079 (0.650.96)
= 701 P valuer 0.018
3wl 24-month rate
4 49% J
5 50 36-month rate
E 401 : NIVO + IPI
[} | 1
> 30 A : i
o] | e
- 1 1 e
X ! o L,
1 1
Ly : : LEN/SOR
1 1
0 T T T T T T T T T T T i T T T T T
0 3 6 9 12 i) 18 A 24 7 30 3 36 39 4 45 48 51
Months
No. at risk
NIVO + IPI 335 300 264 239 0 206 179 162 150 137 104 il 4 4 1 8 0 0
m=ENSOR 3 30 W0 M5 6 1% 4 W 16 6 % 4 M1 4 3 1 0

@Valdecilla, -

40 - ORR: 36% -
(95% Cl, 31-42) I
35 - W PR
CR: 7%
30 A
g 25 A
& 20 1 ORR: 13%
O 15 PR: 29% (95% Cl, 10-17)
10 A
5
0 T
NIVO + IPI LEN/SOR
(n =335) (n =333)
Best overall response,? %
SDe kvl DCR 68% 62
PD 20 14
Not evaluable 12 11
Median TTR (range),>»4 mo 2.2 (1.1-11.6) 3.7 (0.6-11.2)

Median DOR (95% Cl),>4 mo

30.4 (21.2-NE)

Galle PR, et al. ASCO 2024

12.9 (10.2-31.2)



“Otros se unieron rapidamente...”

CheckMate-9DW : Seguridad

TRAEs occuring in = 10% of patients
NIVO + IPI (n = 332) LEN/SOR (n = 325)

Hypertension 2

Diarrhea 14 1

PPE syndrome 2

Pruritus 28 2
Hypothyroidism 12

Decreased appetite 7

=> AST increased 20 6

Proteinuria

=> ALT increased 19 5
=> Rash 19

<1

20 Any grade

NIVO + 1Pl
)

mTTD (FACTHep) ol

HRQoL deterioration-free (%)

Median, mo 2.6 21
95% CI 2.0-3.9 1.6-2.8

HR (95% CI) 0.76 (0.62-0.93)

P value® 0.0059

NIVO + IPI

LEN/SOR

o

wd

-

in FACT-Hep total score

Mean change from baseline

Months
Minimally important difference: 8 points
P s e a0
N EELN it I AT T T LT 71
T YT U T T TJT =%

Asthenia 10 e
Fatigue 8
Dysphonia
Lipase increased 1 5
Weight decreased
Hyperthyroidism 10
Nausea 6
r T T t T T
L 0 60 40 20 0 20 40
Incidence,® %

@Valdecilla e

NIVO+IPI 329 274 231194 179 170 159

Nominal time point (week)

mMo14 93 92 8 85 75 M T3 73 e 6 64 & N 38

Galle PR, et al. ASCO 2024



"Otros se unieron rapidamente..."
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 “De que estamos hablando...”

= Estadificacion: Sistema BCLC

(*) Fuera de ficha técnica

HCC

ge (0) Early siage [A) Intermadiate stage (B)
« Bingle, ar 53 rodules sach £3 cm + Mulinadular
cian®, P! + Prasaned livar function”, P50 * Praseryad Bver function®, PS 0

didate =3 nodules, El.‘lnﬁdnd [ 'Well dafined I:hﬂu
each =3 cm r
uuz .I.FP‘] nlm:ln- aﬁr.au

FN“W:

Reig M, et al. J Hepatol. 2022



“Y NO se quedaran ahi...”

@Valdecilla, —

Liver Cancer: S—-year Survival Rates®

5-year Relative Survival

Percent of Cases By Stage

m Localized
m Regional
m Distant 3
m Unknown

Percent of Cases
N

Distant Unstaged

5-year survival rate for well-selected patients (receiving potentially curative
treatments) can be as high as 60%-70%

http://seer.cancer.gov/statfacts/html/livibd.html
Llovet JM, et al. Nat Rev Dis Primers 2016;2:16018




“Y NO se quedaran ahi...”

‘ Estadio Intermedio BCLC-B & Terapia Sistémica

@Valdecilla, p—

EMERALD-1 was a global, double-blind, placebo-controlled Phase 3 study

-

St

udy population*
Adults with confirmed HCC

+ Notamenable to curative therapy, e.g.

surgical resection, ablation, transplantation

+ Noextrahepatic disease

+ Child-Pugh A to BY

+ ECOGPSO0or1

+ Measurable disease per mRECIST
+ Excludes Vp3 and Vp4

+ No prior systemic therapy or TACET

Stratification factors
+ TACE modality (DEB-TACE vs ¢TACE)
+ Geographical region (Japan vs Asia

[excluding Japan] vs other)

+ Portal vein invasion (Vp1 or Vp2+ /-Vp1

VS none)

Arm A:
Durvalumab*
(1500 mg Q4W)
+ TACES

Arm B:
R1:1:1 Durvalumabt
N=616 (1500 mg Q4W)
+ TACES

Arm C:
Placebo for
durvalumab (Q4W)
+ TACES

Durvalumab
(1120 mg Q3W) + placebo
for bevacizumab (Q3W)

Durvalumab
(1120 mg Q3W) +
bevacizumab
(15 mg/kg Q3W)

Placebo for durvalumab
(Q3W) + placebo for
bevacizumab (Q3W)

Number and timings of TACE at the

investigator’s discretion:

+ 1-4TACE procedures within 16 weeks

“Mayoria 1-2 TACEs”

Primary endpoint;
+ PFSlifor ArmB vs Arm C
using BICR per RECIST 1.1

Key secondary endpoints:
+ PFSforAmAvs ArmC
+ 08

+ QoL

Other secondary endpoints:

+ ORR and TTP using BICR
per RECIST 1.1

+ Safety

+ PFS, ORR, and TTP using
investigator and BICR per
MRECIST

J

Lencioni R, et al. J Hepatol Nov 2021



“Y NO se quedaran ahi...”

Probability of PFS

@Valdecilla, g

‘ Estadio Intermedio BCLC-B & Terapia Sistémica

D+ TACE
(n=207)

Median PFS (95% CI), months ~ 10.0 (9.0-12.7)

HR (95% Cl)

Stratified log-rank p-value

Placebos + TACE
(n=205)

82 (6.9-11.1)

0.94 (0.75-1.19)

0638

1.01 101
0.9 1 0.9
D+B+TACE | Placebos + TACE
084 e (n=204) (n=205) 08
074 55.5% Median PFS (95% CI), months ~ 15.0 (11.1-18.9)  8.2(6.9-11.1) 9 g7
39.8% 18-mo PFS HR (95% C) 0.77 (0.61-0.98) & 064
. 1% Stratifed log-ank p-vlue 0,032 =
05 83% g1ankp : 2 g4
041 Y
) H a =
1 : 16.8 meses S
03 ! £ 03
] |
021 i i 024
014 i | 014
i |
00 T T T t T f T T T T T T T T T T T 1 0.0 T T
0 3 6 9 12 15 18 21 24 27 30 B 3B/ 39 42 45 48 5 54 0 3 8

Time from randomization (months)
Odds rato (95% Cl): 1.87 (1.24-284)
ddsato (65 CIFH 7120 2.8

Oddsratio (95% Cl): 1.67 (1.10-254)
T 1

41.0%

296%

D + TACE (n=207)

D+B + TACE (n=204)
Participants with measurable disease at baseline 205 202 203

Confirmed response,” n (%) 84(41.0) 88 (43.6) 60 (29.6)
Complete response, n (%) 3(1.5) 6(3.0) 5(2.5)
Partial response, n (%) 81(39.5) 82 (40.6) 55 (27.1)

Stable disease 220 weeks, n (%) 42(20.5) 45(22.3) 63(31.0)

Median duration of response, (LQ-UQ) months 14.0(6.9-30.7) 22.1(11.2-30.3) 16.4 (6.3-26.3)

Time from randomization (months)

AEs g3/4 < 6%

Placebos + TACE (1=205)

Lencioni R, et al. J Hepatol Nov 2021



“Y NO se quedaran ahi...”

[Estadio Intermedio BCLC-B & Terapia Sistémica} LEAP-012

Key Eligibility Criteria Lenvatinib 12 mg (BW 260 kg) or
« Confirmed HCC not amenable to 8 mg (BW <60 kg) PO QD
curative treatment + End

+ 21 measurable HCC lesion per Pembrolizumab 400 mg IV Q6W Prlmary PFSc¢ and OS
RECIST v1.1 (up to 2 years) - IA1 is the final analysis for

PFS
* All lesions treatable with TACE in + —
1 or 2 sessions . TACE" ¢ Seconary ' ) ’ E)OR e
C, C,
* No portal vein thrombosis or DC]ERI TTP, PFS and
extrahepatic disease Placebo PO QD + satety
. Child-Pugh liver class A Placebo IV Q6W (up to 2 years)
+
* ECOGPSof0or1 TACE® Analyses and Power Estimates:
v' PFS: 276 events for 89%
power to detect HR of 0.68.
Stratification Factors v' 0S: 318 events for 79% power
+  Study site to detect HR of 0.73.
+  Alpha fetoprotein (<400 ng/mL vs >400 ng/mL) v' Positive Study: If null
+ ECOGPS(0vs1) hypothesis for PFS is rejected.
. " ALBI grade (1 vs 2 or 3)
W

1,
or burden score’ (<6 vs >6 but <12 vs >12) The overall median follow-up was 25.6 months (IQR 19-5-32-4)

Kudo M. et al Lancet. 2025 Jan 18;405(10474):203-215



“Y NO se quedaran ahi...”

LEAP-012

‘ Estadio Intermedio BCLC-B & Terapia Sistémica ]

89.0% | Events, n (%) |

100 Events, Median (95% ClI), 100 ’N'W" 74.6% Lenvatinib + pembrolizumab + TACE | 69 (29.1)
n (%) months zg: 68}“’ Dual placebo + TACE 82(33.7)
907 Lenvatinib + pembrolizumab + TAGE | 132 (55.7) | 14.6 (12.6-16.7) < 7] ‘
s 60
80 62.2% Dual placebo + TACE 154 (63.4) | 10.0(8.1-12.2) 8 s |
43.4% % i :
70 . ] s
i ; HR, 0.80 (95% ClI, 0.57-1.11)
< 601 i 39.1% fg P2 =0.0867
(Dn 501 i HR’ 0.66 (95 CI’ 0'51'0'84) "o 3 6 12 15 18 21 214 27 30 33 36 39 42 45
E> u , P+ =0.0002 e Monins
407 ! ‘ e
307 ! S , 0 A14.6% (95% Cl, 5.9-23.1)2
_ ! ; P=0.0005 inal
20 : ; (nominal) TTP (RECIST v1.1)
B ! ! L L il J CRHE H
10 ! | 501 46.8% (40.3-53.4) . e | M. |
! i PR m m 100 n (%)
0 T T T T T ! T T T U T T J 1 X 90 Lenvatinib + pembrolizumab + TACE | 112 (47.3) | 166 (14.6-18.7)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 = 40 2 ¥ Dual placsbo + TACE 146(60.1) | 10.3(82-125)
o g 10
No. at risk Months % 33.3% (27.4-39.6) 2 0 HR, 0.59 (95% Cl, 0.46-0.77)
27 207 176 136 112 I 57 26 2 15 10 7 2 1 0 w 30 4 g 50 P<0.0001*
243 190 14 89 72 48 37 18 12 8 5 3 3 1 0 5 g 40
o 304
& 20~ 2]
10
0

Perfil de Tox. “conocido” 0

Lenvatinib + Dual placebo +
pembrolizumab + TACE
TACE

@Valdecilla,, —_—

Kudo M. et al Lancet. 2025 Jan 18;405(10474):203-215



“Y NO se quedaran ahi...”

\ Estadio precoz BCLC-A & Terapia Sistémica

IMbrave050 study design

ANNUAL
AA50 MEETING
for Cancer Research’ e — 2023

APRIL 14-19 « #AACR23

Patient Population \
« Confirmed first diagnosis of
HCC and had undergone
curative resection or
ablation
Disease free
Child-Pugh class A
High risk of recurrence?
No extrahepatic disease or
macrovascular invasion

(except Vp1/Vp2)
« ECOGPSOor1 J

4-12 weeks

1 cycle of
TACE, if
indicated

<—— 12 months or 17 cycles ——»

Atezolizumab 1200 mg q3w +
bevacizumab 15 mg/kg q3w
(n=334)

Active surveillance

(n=334)

rStratification
= Region (APAC excluding Japan vs rest of world)
= High-risk features and procedures:
» Ablation
« Resection, 1 risk feature, adjuvant TACE (yes vs no)
« Resection, =2 risk features, adjuvant TACE (yes vs no)

e

|
J

Recurrence® or
unacceptable toxicity
Survival follow-up

~~

=

Crossover permitted ]

Primary endpoint

review facility®

= Recurrence-free survival assessed by the independent

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

TACE, transarterial chemoembolization.

3 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.

Chow et al IMbrave050
https://bit.ly/3ZPKzgM 5
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‘ Estadio precoz BCLC-A & Terapia Sistémica

Early RFS benefit was not maintained with

longer follow-up

100 -

2 80

s

2

2

> 60

o

&

@

S 40

g

5

H

© 20 -
0

First IA median RFS (95% Cl), mo'2:

Atezo + bev NE (22.1, NE)
Active surveillance NE (21.4, NE)
HR=0.72 (95% Cl: 0.56, 0.93)

P=0.012

Median FU:

35.1 mo

Updated median RFS (95% CI), mo:

Atezo + bev 33.2 (24.3, NE)
Active surveillance 36.0 (22.7, NE)

HR=0.90 (95% CI:0.72, 1.12)
P=NA,; descriptive

@Valdecilla, —_—

20

100 1

Overall survival, %

Updated OS remained immature but showed
numerical improvement from the first IA

80 1

60

40

20

First 1A median OS (95% Cl), mo™:

HR=1.42 (95% ClI: 0.80, 2.54)

52 [N 1

Minimum FU:

29.2mo Median FU:

351 mo

Updated median OS (95% CI), mo:
Atezo + bev NE (NE, NE)
Active surveillance NE (NE, NE)
HR=1.26 (95% CI: 0.85, 1.87)

i
| i
| i
i i
| i
i i
i
1 :
! i P=0.250
| i
i .
3 : BlezOioed SUI’C::;;’BEHCQ
I =
| ! n (%) (LD =334
| 1 All deaths 54 46
. | Progressive disease 35 (64.8) 35 (76.1)
| | Adverse events 6(11.1) 2(4.3)
i
. H

Other 13(24.1)  9(196)
"

T T T T T T T T T T T
21 24 27 30 33 36 39 42 45 48 51 54
Months

Yopp A, et al. ESMO 2024
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‘Préximos pasos...”

Approximately 35 sites participating, up to 150 patients (n=50 per arm)

ciic
MORPHEUS m} Expandon 020

COMBINATIONS PLATFORM
Atezolizumab + Bevacizumab
PD-L1/VEGF blockade (IV, Q3W)

Screening
Patients with Atezolizumab + Bevacizumab + o

untreated, e Tiragolumab RSXN
resectable PD-L1/VEGF/TIGIT triple blockade (IV, Q3!

HCC

Closed as of 25Sep2024

=)

Stratification factors: * Patients will receive up to three cycles of neoadjuvant treatment until surgery or unacceptable toxicity
@;P Milan criteria * Safety evaluation of approximately 10 patients who have received at least one dose of treatment will be
performed
* Following resection, patients will be complete 2 years of follow-up.

Neoadjuvant Adjuvant
-
Arm A) atezotbey | pococion atezotbev (12mo) R
n= (within2mo) v
\
{
. Aml B) o Notreatment oo Surveillance >
n = 80 patients
Stratification:

o AFP 2400 ng/mL
o Number of high-risk factors
o Cirrhosis

NCT05908786

b Neoadjuvantici +
adjuvant ICI

|
|
|
|
|
|
|
|
i
!
4
v
|
!
|
l
I
I
|
|
|
'
i
'
|
I

different T cells

(&) Valdecilla BEESSSS

Primary endpoint.  Secondary endpoints:
RFS Pathological response at resection
Safety and tolerability

Surgeon removes
tumour lesion

mmunotherapy Activation of many

,,,,,,,,,,,, fundacion cientifica
asociacion espafiola ASPIRE
contra el cancer Agce

Many more, and more-diverse T cells
search for cancer cells

Llovet JM et al, Nat Rev 2024.




“Proximos pasos...”

“Future directions in the treatment landscape...”

« New |-O agents

Anti-TIGIT (eg, tiragolumab: MORPHEUS-liver and
IMbrave152/SKYSCRAPER-14)

Anti-TIM-3 (eg, cobolimab: NCT03680508)
Bispecific antibodies (eg, cadonilimab: COMPASSION-03)
CAR T cell therapy (eg, GPC3-CAR-T/C-CAR031: NCT05155189)

« Targeting pathways of immune escape

— Epithelial-mesenchymal transition (eg, NP137: Liver-NET1) \'d
— Wnt pathway (eg, E7386: NCT04008797) |

mmune
— Hypoxia (eg, belzutifan: MK-6482-016) checkpoint

— Macrophage differentiation METRStor

Antibody-drug

« Using new agent to increase TAA presentation to immune cells por .ot

— Vaccines (mMRNA, dendritic cells)
— Oncolytic viruses

Oncolytic
virothe

CAR-T
therapy
Vaccine
therapy
@9 Tumor
peptides

Adapted from Front Immunol.

ACT, adoptive cell therapy; CAR, chimeric antigen receptor; CTL, cytotoxic T lymphocyte; HCC, hepatocellular carcinoma; 1-O, immuno-oncology; ITIM, immunoreceptor tyrosine-based inhibitory

TIGIT, T-cell immunoreceptor with immunoglobulin and ITIM domain; TIM-3, T cell immunoglobulin and mucin-domain containing-3.
Giraud J et al. Front Immunol. 2021:12:655697.

motif; NK, natural killer cell; NKT, natural killer T cell; PD-1, programmed death-1; PD-L1, programmed death ligand 1; T, T cell; TAA, tumor-associated antigens; TAM, tumor-associated macrophage;

From Decaens T. ESMO 2024



“Proximos pasos...”

“Biomarkers are urgently needed...”

The diversity and composition
The dy ic variation ch isti
Blood Metabonomic
Child-Pugh
ALBI
HBV/HCV
infection
TGF-B,IL-6, LDH
ECOG score
PG-SGA
g
S
-CRAFITY score Math model injection %;
LIPI score -
Radiology
EOB-MRI /7
MRE <—| (E g}
PET/CT \
Blood
AFP crc
PIVKA-lIl ¢— Minimally invasive
PLR Convenient
NLR Easily repeatable

Dynamic monitoring

@Valdecilla,, —_—

; N
/@ Fibroblast W(c’ Dendritic cell

maximum diameter?

@ Leaky blood Cancer
vessel

=Density
=Spatial distribution

1] *Clonal structure
' =Activity

TMB-high
cancer cell

o~

Zhang N, et al. Biomarker Research 2024

' PD-L1 expression

Specific pathway
WNT/B-catenin
Notch pathway
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"~ Conclusiones...

=  "Antes de 2019..." So6lo TKis: SOR & LEN
v'mOS 12-14m & ORR 10-25%
= "Otros se unieron rapidamente..."
v'ICl + AntiVEGF (Atezo-Bev): mOS 19 m & ORR 30% + QOL
v Doble ICls (STRIDE & Nivo-IPl): mOS 16-24m + LTS* & ORR 20-35% + QOL
» “Laterapia sistémica sigue avanzando..”
v En “BCLC-A/B”: TACE + Durva/Bev o LEN/PEM -> Beneficio ORR & PFS/TTP pero ¢0S?
v En “BCLC-A de alto riesgo”: Adyuvancia NO (por ahora...)
= “Proximos pasos...”
v’ éBeneficio de la Neoadyuvancia?
v Multiples combinaciones en 12L y posteriores...
v/ Se necesitan BIOMARCADORES sdélidos “con urgencia”...

= “El futuro es prometedor..”
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GRAN HOTEL SARDINERO. PLAZA DE ITALIA, 1

carlos.lopez@scsalud.es




