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IMPORTANCIA DEL PROBLEMA
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HCC
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» || Based on tumor burden, liver Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Terminal stage (D)
'3 function and + Single <2 cm + Single, or 53 nodules each <3 cm + Multinodular + Portal invasion and/or extrahepatic spread | |+ Any tumor burden
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Reig M et al. J Hepatol 2022;76:681-93
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SHARP: Sorafenib mejora la SG en 12L vs placebo

12 linea v
2008 2017 2018 2019 2020 2021 2022 2023
22 linea

Adaptado de: Vogel A et al. Lancet 2022;400:1345-62
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The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ”

Sorafenib in Advanced Hepatocellular

Carcinoma
Overall Survival
1.00 -“‘
mOS 10.7vs 7.9 m
= ors HR 0.69; 95% Cl, 0.55-0.87

Survival

SORAFENIB ES SUPERIOR A PLACEBO

5 =
[=]
& 025
P<0.001 Placebo
000 T T T T T T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 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 6 3 0O

1. Llovet JM et al. N EnglJ Med 2008;359:378-90; 2.- Kudo M et al. Lancet 2018;391:1163-73

Lenvatinib versus sorafenib in first-line treatment of @ ()]
patients with unresectable hepatocellular carcinoma:
arandomised phase 3 non-inferiority trial

100 Median overall survival duration
(months; 95% Cl)
90 -
—— Lenvatinib 136 (12.1-14.9)
80 —— Sorafenib  12.3(10-4-13.9)
70 HR 0:92 (95% Cl 079-1.06)
60

wvival (%)

LENVATINIB NO ES INFERIOR A SORAFENIB

30

0 T T T T T T T T T T T T T 1

0 3 6 9 12 15 18 21 2|4 7 30 33 36 39 42

Number at risk Time (months)

Lenvatinib 478 436 374 297 253 207 178 140 102 67 40 21 8
Sorafenib 476 440 248 282 230 192 156 116

Sorafenib o

Median PFS, mo 0.66 (0.57-0.77) <.00001

(]
o

ORR, % 24.1 9.2 OR: 3.13 (2.15-4.56) <.00001
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SHARP: Sorafenib mejora la SG en 12L vs placebo IMbrave 150: Atezo + Beva mejora la SG vs Sorafenib

REFLECT: Lenvatinib no es inferior a Sorafenib

1?2 linea v
2008 2018 2019 2020 2021 2022 2023
22 linea

RESORCE: Regorafenib mejora la SG vs placebo

CELESTIAL: cabozantinib mejora la SG vs placebo

REACH-2: Ramucirumab mejora la SG vs placebo en pacientes con AFP > 400 ng/mL

Adaptado de: Vogel A et al. Lancet 2022;400:1345-62
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E INNOVACION TERAPEUTICA ANTIANGIOGENICOS E INMUNOTERAPIA

Bevacizumab targets Sorafenib targets Lenvatinib targets | | Regorafenib targets | | Cabozantinib targets
= VEGFA = VEGFR1-3 * VEGFR1-3 * VEGFR1-3 * VEGFR1-3

Immune-
checkpoint

: « PDGFR + PDGFR « PDGFR * MET inhibition
?aV'EE'I::IRr‘;mah targets « RAE « FGFR1—4 « RAF «RET
«KIT « RET +* FGFR1-2

|
I l l

1 Antitumour immunity | | 4 Pro-tumour immunity i Tumaour

Vascular
normalization TDCs 1 MDSCs cell death
L T T cell infiltration 1T, cells (lenvatinib)
e T PD-1 expression on 1 M’? TAM s (sorafenib)
Abnormal Tcells
vasculature T N1 neutrophils
drug delivery (cabozantinib)

Vascular targeting

T, TACE or RFA Immune-checkpoint inhibition
# MDSC 1 Pro-inflammatory
N2 neutrophil cytokines 1
TVEGF [ 1
‘Cold" tumour T HIF
Anti-PD-1/PD-L1 antibodies | | Anti-CTLA4 antibodies
* Activates CD8' T cells * Increases B7-CD28
* Increases phagocytic interaction between
activity of TAMs DCsand T cells
* Reduces M2 TAM * Inhibits tumour
polarization immune evasion

Llovet JM et al. Nat Rev Clin Oncol 2022;19:151-72
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Updated efficacy and safety data from IMbrave150: Atezolizumab
plus bevacizumab vs. sorafenib for unresectable
IMbravel50 hepatocellular carcinoma

Overall survival

100 A=t ——— Aleroirumal phus bevacrumal
—_ Soratenly
E‘?- BU ] ‘Hetited HR 0.66 (95% Cl 0.52-0.85);
" —_ bg-rank p<0.001

Atezolizumab (1,200 mg) plus T
bevacizumab (15 malkg) every 3 weeks % 60
OR 3 40

3 |

g 201 |

04 : 19.2 (95% CI 17.0-23.7) mo
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Time (months)
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Time (months)

Median follow-up for 2 100 4w, —— Mezdizumab phus bevaczumab
this analysis: - I Soralenb
15.6 (range, 0-28 6) mo E 80 Simiibed HR 0.55 (95% CI 0.53-0.81);
g leg-rank p-<0.001
o
o B0
g _______________________
¢ 404 |
2 |
7]
w20+ |
= I
ne- 04 | E:.B{BS% Cl15.7-8.6) mo

Confirmed objective response rate: 30% with atezolizumab plus bevacizumab, 11% with sorafenib

1.- Finn RS et al. N Engl J Med 2020;382:1894-905; 2.- Cheng AL et al. J Hepatol 2022;76:862-73
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Anti-PD-1/L1

Anti-PD-1/L1 +
Anti-CTLA-4
\ - OREGON22 W womLo anae
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RATIONALE-3013

E INNOVACION TERAPEUTICA

CHECKMATE-4591

W

HIMALAYA?

NIVOLUMAB VS SORAFENIB DURVALUMAB VS SORAFENIB TISLELIZUMAB VS SORAFENIB
NO INFERIORIDAD NO INFERIORIDAD
mmmmmm
CM 459 Nivolumab 16.4 3.7 15% 60% 37%
HIMALAYA Durvalumab 16.6 3.65 17% ND 39.6% 24.7%
RATIONALE 301 Tislelizumab  15.9 2.2 14.3% 58.3% 39% 29.2%

1.-Yau T et al. Lancet Oncol 2022;23:77-90; 2.- Abou-Alfa GK et al. NEJM Evidence 2022;1:EVID0a2100070; 3.- Qin S et al. ESMO 2022
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SHARP: Sorafenib mejora la SG en 12L vs placebo IMbrave 150: Atezo + Beva mejora la SG vs Sorafenib

REFLECT: Lenvatinib no es inferior a Sorafenib

HIMALAYA: Durvalumab no es inferior a Sorafenib

RATIONALE 301.: Tislelizumab no es inferior a Sorafenib
1?2 linea v v l l
2008 2018 2019 2020 2021 2022 2023

22 linea

RESORCE: Regorafenib mejora la SG vs placebo T

CELESTIAL: Cabozantinib mejora la SG vs placebo KEYNOTE 394: Pembrolizumab mejora la SG vs placebo en Asia

REACH-2: Ramucirumab mejora la SG vs placebo en pacientes con AFP > 400 ng/mL

Adaptado de: Vogel A et al. Lancet 2022;400:1345-62
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Cabo; nib 40 mg QD PO +

Advanced HCC Atezolizumab 1200 mg Q3W IV
(N ~ 740)
« No prior systemic therapy
+ Child-Pugh Score A
*BCLC Stage Bor C
«ECOG PS =1
« Measurable disease per

RECIST v1.1

Sorafenib 400 mg BID PO

Cabozantinib 60 mg QD PO

Median progression- Kumber
freesurvival (Qo% Cp. of

10 months Eevents
£ . — cabozantinib plus 68 (56-83) 174
f% Y atezolizumnz (250
Z & — sorafenlb (n=127) 4228-70) 78
K \i‘\\’ HR 0-63 (9% O 0-44-0-91)
= 4 p-00012
i o p
P 3
=
Ot T T T T T T T T
) 3 3 [) L 5 & 4 @ x
Mumber at risk
(number censored)
Cabozantinibplus 250(0) 177 (16) 119(25) B4(30) S1(30) 11(67) 2(5) OFE) OF6) 0O(F6)
aterolizumab

sorafenib 122(0)  57(22) 32(30) 20(34) 10(F) 3I(42) O(44) 044 O(44) O[44

Median overall Number
survival (96% CI). of
months events
— cabogantinib plus 154 (13-7-177) 183
10 aterolrumah (n=437)
— somfenib n=217) 155 (12-1-NE) a0
= g HR 0-30 (D6% Ol 0-69-118); p-0-44
-
[
z 4
é
I
mO0S 15.4 vs 15.5 m
-
) 3 3 [) L 5 % 11 14 1
Time since rndomisation (months)
Mumber at risk
{number censo:
Caborantinibplus 432(0) 304(8) 343(10) 268 (54) 173(111) &7 (I75) 18(237) 0(249) 0(249) 0(249)
aterclizumab

Sorafenib 217 (0) 190(5) 156(11) 116(36) 74063) 42(89) 12(115) 1[126) 1(126) 1(126)

LEAP-0022

PFS (FA), %
8
1
1
1
|
1
1
|
1
1
1
I
I
i
|
I
i
|

Lenvatinib
mg (BW <60 kg) or
Patients 12 mg (BW =60 kg) oral QD
« Confirmed diagnosis of HCC?2 *

Pembrolizumab

+ No prior systemic therapy for 200 mg IV Q3W

advanced HCC

+ Not amenable to curative therapy

+ Child-Pugh class A —

-ECOGPS 0 or 1 8 "EB'\',‘V’,E(“"'*’

+ EGD within 3 mo of randomization mg {

+ No main portal vein invasion (Vp4) o
Placebo (saline)

IV Q3W
Events, n HR (95% Cl)

Len + pembro 293

0.834 (0.712-0.978)
Len + placebo 336

12;;'_‘; ,:,: te 24-mo :ate
3% P Median (95% CI)

8.2mo (6.3.8.3)
8.1mo (6.3-8.3)

O—T—T—T1 — T T T T T T T T T T T
02 4 6 8 1D1214181820222426233032343633
Time, months
No. atrisk
385 358 280 228178 137 112 81 72 B4 56 53 48 44 37 26 15 7 ]
3099 363284 233184 132101 83 57 45 33 31 25 17 13 7 2 2 2 O
Events,n  HR (95% CI)
100+ Len + pembro 252 0.849 (0.108-0.097)
Len +placebo 282 =0.022r2
90
80
704 24-mo rate
3.7%
o 604 40.0%
BN ' Median (95% Cl)
B T L TR, - e 21.2 mo (19.0-23.6)
O 4o 19.0 mo (17.2.21.7)
1
304 !
20 |
1
4 mOS 21.2 vs 19 mi
0
T T T T T T
2 4 ﬁ B 10121416 182022242628303234363840

No. at

Time, months.

risk
395 382 365 357 337 313 284 257 238 225 204 190 171 165 142 108 74 51 29 10 0O
399 389 378 349 330 308 262 261 234 215 191 173 158 142 119 82 53 35 17 & 1

1.- Kelley RK et al. Lancet Oncol 2022;8:995-1008; 2.- Finn RS et al. ESMO 2022
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[ |3 1

Kev eligibilitv criteria
Camrelizumab (200 mg, iv, Q2W)
Camrelizumab plus rivoceranib vs.
sorafenib as first-line therapy for
unresectable hepatocellular car

a randomized, phase 3 trial

* Unresectable or metastatic HCC
BCLC Stage B (unsuitable for

radical surgery and/or locoregional

+ rivoceranib (250 mg, po, QD)

Caracteristicas

o R .
treatment) or C > 80% pacientes asiaticos
Shukul Qin ', WLCM'C':-\KNW‘VuMM'

Ruan . Xaoysn Lin , Zandong Chan . Woidong i *, Yonglong Je + No prior systemic therapy Etiologia asociada a VHB en 75%
Yabing Guo ™. Alexander Sultanbaev "', Monika Pazgan-Simon Y, Margaryts
e e e i g * ECOGPS0or1
® COriHEmARL Sorafenib (400 mg, po, BID)
* At least one measurable lesion per
RECIST v1.1
Camrelizumab Sorafenib
Camrelizumab Sorafenib + rivoceranib
100~ + rivoceranib 100+ Na. of events (%) 111 (40.8) 151 (35.7)
9 No. of events (%) 158 (58.1) 181 (66.8) Median OS (95% CI), mo  22.1(19.1-27.2)  15.2 (13.0-18.5)
B
3 75 Median PFS (95% CI),mo 5.6 (5.5-6.3) 3.7(2.8-3.7) 5 75 76.5% Stratified HR, 0.62 (95% CT .49-0.80)*, p <0.00017
] 4
; Stratified HR, 0.52 (95% CI 0.41-0.65)", p <0.0001° b= 60.9%
o E 60.8% f
8 50 7 504 :
5 i § 45.2%}
% 25 i S 25 H
o T i
2 E mo0s 22.1vs15.2 m |
1 1
0 T T T T T T T T T T 0 T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 0 2 4 [¢] 8 10 12 14 16 18 20 22 24 26 28 30 32
No. at risk Time (months) No. at risk Time (months)
Camrelizumab Camrelizumab+
triveceranb 272 197 131 79 50 27 12 g 9 1 0 rivoceranib 272 265 250 231 224 215 190 165 118 80 57 34 25 18 5 1 0
Sorafenib 271 138 71 34 18 10 3 2 2 1 0 Sorafenib 271 268 232 214 198 171 149 124 91 70 53 31 22 17 5 1 0

A SIGNIFICATIVO AUMENTO DE TOXICIDAD CON LA COMBINACION (EA G3/4: 80.5 vs 52%)

Qin S et al. ESMO 2022
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iﬁ XV SIMPOSIUM IMPACTO DE LA ETIOLOGIA

Control NAFLD/NASH
@ Bcals
! ® CD4* Tcells
: L ; @ CD&* Tcslis
Study HR [95% CI] HR +95% CI Immunctherapy n  Control n - Weight ] o L @ CD&*PD1-CD103+
' ) @ CD8*CD4* Tcells
_ CheckMate 459 ~ 0.95[0.74, 1.22 168 168 55.1% 4 N e i
Non-viral  |\brave150 0.91[0.52,1.59 100 53 11.0% " a s « § e
HCC  KEYNOTE-240  0.88[0.64, 1.21 163 85 33.9% o B : a' F e
Subtotal 0.92 [0.77, 1.11 431 306 100.0% S = ’ - ® T, cells
3 B  enKrca
CheckMate 459  0.71[0.50, 1.01 el 87 86 56.6% UMAR 1 ——>
HCV-HCC IMbrave150 0.43[0.21,0.87 _— 72 36 21.4%
KEYNOTE-240 0.96 [0.48, 1.92 . 43 21 22.0%
Subtotal 0.68 [0.48, 0.97 PN 202 143 100.0%
Control MAFLO/MASH COA+*CO103+PDi+
CheckMate 459 0.77 [0.56, 1.06 i 116 n7 48.9% % g 0.0477
HBV=-HCC Mbrave150 0.51[0.32, 0.81 - 164 76 26.5% 10 o —_——
KEYNOTE-240 0.57 [0.35, 0.93 —a— 72 29 24.5% a
Subtotal 0.64[0.49, 0.83 * 352 222 100.0% = o4 2
f . a8 i
! { o g 2
0.1 1.0 10.0 k:
Favours immunotherapy Favours control g
05 I

-5 0 05 10 Control MAFLDVMASH

Las etiologias no virales, principalmente NASH, podrian predecir peor respuesta a
inmunoterapia, probablemente debido a una activacién aberrante de las células T

Pfister D et al. Nature 2021;592:450-6
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SHARP: Sorafenib mejora la SG en 12L vs placebo IMbrave 150: Atezo + Beva mejora la SG vs Sorafenib
REFLECT: Lenvatinib no es inferior a Sorafenib COSMIC-312: Atezo + Cabozantinib mejora la SLP vs Sorafenib

SHR-1210: Camrelizumab + Rivoceranib mejora la SG vs Sorafenib

HIMALAYA: Durvalumab no es inferior a Sorafenib

RATIONALE 301: Tislelizumab no es inferior a Sorafenib

12 linea & 4 l l ll
2008 2018 2019 2020 2021 2022 2023

22 linea

RESORCE: Regorafenib mejora la SG vs placebo T

CELESTIAL: Cabozantinib mejora la SG vs placebo KEYNOTE 394: Pembrolizumab mejora la SG vs placebo en Asia

REACH-2: Ramucirumab mejora la SG vs placebo en pacientes con AFP > 400 ng/mL

Adaptado de: Vogel A et al. Lancet 2022;400:1345-62
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s B\
Stidyipopuiation T300+D (n=393):
+ Patients with confirmed uHCC Tremelimumab 300 mg x 1 dose
* BCLC B (noteligible for + durvalumab 1500 mg Q4W*
locoregional therapy) and C
« No prior systemic theral
. ECCF;G PSYO-1 24 Durvalumab (n=389):
« Child-PughA ?:(;\éalum;ix?nomerapy
H I M A LAYA + No main portal vein thrombosis (G SaY
« EGD was not required
Stratification factors
« Macrovascular invasion: Y / N :
« Etiology of liver disease: HBV / closed
HCV / others Tremelim mg Q4w
+ Performance status: ECOG 0/ 1 * 4 dose mab Q4w
\ y,
1.004
Median
Events, Overall Survival,
no. (%) mo (95% Cl) Hazard Ratio
S — STRIDE (n=393) 262 (66.7%) 1643 (14.16-15.58)  0.78 (36.02% CI, 0.65-0.93)
e Durvalumab (n=389) 280 (72.0%) 1656 (14.06-19.12)  0.86 (35.67% Cl, 0.73-1.03)
£ Sorafenib [n=389) 293 (75.3%)  13.77 (12.25-16.13)
w
e
2
O  os0 STRIDE
K Sorafenib |
z
F=1
£
B 0.254
<—Durvalumab
0.00 T T T T T T T 1
0 [ 12 18 24 i0 36 42 43
Time from Randomization (mo)
No. at Risk
—— STRIDE 393 308 235 190 158 98 32 1 0
— Durvalumab 389 286 230 183 153 37 27 & 0
—— Sorafenib 389 283 211 155 121 62 21 1 0

Objetivos secundarios
Sin beneficio en SLP

Mayor TR con Durvalumab (20.1% T300 + D, 17% D y 5.1% Sora)
Retraso en el tiempo hasta deterioro del estado general /
Q@

Q?

T300+D vs sorafenib

All patients —
Sex Male ——

Female
Age <65 yr ] == ==N

265 yr p— N
Region Asia (except Japan) —_—

Rest of world (includes Japan) e
Viral etiology* HBV S e
ECOG PS* 0 e —

1 __
BCLC score B

c g
mvi Yes _——————

No B S
EHS Yes —

No ————
MViandlor  Yes ———
EHS No/no _——— 1
PD-L1 status  Positive' —————

legative —_—

AFP <400 ng/ml —_—

2400 ng/ml _  e—

r T
0.25 0.5

Favors T300+D

HR (95% CI)

Favors sorafenib

HR (95% CI)

0.78 (0.66-0.92)
0.73 (0.61-0.88)
1.02 (0.67-1.56)
0.82(0.65-1.04)
0.73 (0.58-0.93)
0.71(0.54-0.92)
0.82(0.66-1.02)
0.64 (0.48-0.86)

(0.63-0.98)
(0.57-0.95)
(0.57-1.33)
(0.63-0.91)
(0.57-1.07)
(0.63-0.93)

(0.59-0.89)
(0.58-1.06)
(0.65-1.11)
(0.65-1.05)
(0.63-1.05)
(0.45-0.91)

Abou-Alfa GK et al. NEJM Evidence 2022;1:EVID0a2100070
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CHECKMATE 040

Key eligibility criteria

Advanced HCC
Sorafenib treated

(intolerant or progressors)
Uninfected, HCV infected,

Arm A:
NIVO1+IPI3
Q3w x4

Arm B:
NIVO3+IPI1

Nivolumab
240 mg
Q2w
flat dose

Unacceptable

toxicity

Primary endpoints:

+ Safety and tolerability
using NCI CTCAE v4.0

+ ORR and DOR based on
investigator assessment®

Secondary endpoints:
+ TTP and PFS by BICR and

or HBV infected Q3W x 4 disease investigator assessment®
+ Child-Pugh score A5 or A6 progression * DCR, 05, TTR
+ ECOGPSOor1 Other endpoints:
+ BOR and ORR based on
BICR-assessed tumor
response®
Minimum follow-up: 44 months
100 ° NIVO1+IPI3 Q3W (events: 30/50)
90 Median and 95% Cl, 22.2 (9.4-NA) : “Long-term‘ -
e— NIVO3+PI1 Q3W (events: 37/49) 2owsUD Perio
A B 80 - Median and 95% Cl, 12.5 (7.6-16.4)
O » 0 O . 0 \V —_— —_—— D3 Q2W +IPI1 Q6W nt: 37/49
: : SRLOY & 704
ORR by BICR per RECIST v1.1, % (95% Cl)** 32 (20-47) 31 (18-45) 31 (18-45) 2 60 -
Complete response, n (%) 4(8) 3 (6) 1(2) ; 50 -
Partial response, n (%) 12 (24) 12 (24) 14 (29) -; 40
o .
Stable disease, n (%) 9 (18) 5(10) 9 (18) ]
>
Progressive disease, n (%) 20 (40) 24 (49) 21 (43) o 30
Time to response, median (range), months 2.0 (1-13) 2.6 (1-5) 2.7 (1-9) 20
ion of resp dian (95% Cl), mont! 17.5 (8.3-NE) 22.2 (4.4-NE) 16.6 (4.3-NE)
104 m0S22.2vs12.5vs12.7 m
0 T T T T T T T T T T T T T T T T T 1

3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

Months

El-Khoueiry AB et al. ASCO Gl 21



X/ SIMPOSIUM EVOLUCION DEL TRATAMIENTO SISTEMICO q

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

SHARP: Sorafenib mejora la SG en 12L vs placebo IMbrave 150: Atezo + Beva mejora la SG vs Sorafenib
REFLECT: Lenvatinib no es inferior a Sorafenib COSMIC-312: Atezo + Cabozantinib mejora la SLP vs Sorafenib

SHR-1210: Camrelizumab + Rivoceranib mejora la SG vs Sorafenib

HIMALAYA: Durva + Treme mejora SG vs Sorafenib

HIMALAYA: Durvalumab no es inferior a Sorafenib

RATIONALE 301: Tislelizumab no es inferior a Sorafenib

12 linea v l ll ll
2018 2019 2020 2021 2022 2023

22 linea

<
<«

RESORCE: Regorafenib mejora la SG vs placebo

CELESTIAL: Cabozantinib mejora la SG vs placebo KEYNOTE 394: Pembrolizumab mejora la SG vs placebo en Asia

REACH-2: Ramucirumab mejora la SG vs placebo en pacientes con AFP > 400 ng/mL

CheckMate-040: Aprobacién de Nivo + Ipi por FDA

Adaptado de: Vogel A et al. Lancet 2022;400:1345-62



XV

SIMPOSIUM

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

Diferentes esquemas de tratamiento, diferentes poblaciones incluidas, diferentes resultados

| IMbrave1so! | HIMALAYA? | COSMIC312* | SHR-1210*

IMbravel50
Asiaticos 40%
VHB 48%, VHC 22%, no viral 31%

HIMALAYA
Asiaticos 40%
VHB 31%, VHC 28%, no viral 42%

POSITIVO: SG POSITIVO: SG POSITIVO SOLO SLP POSITIVO: SG

Farmaco Atezo + Sora Durva + Sora Caho + Sora Rivo + Sora

Bev Treme Atezo Camre
mSG, meses 19.2 13.4 16.4 13.8 154 15.5 22.1 15.2
HR para 5G 0.66 0.78 0.9 0.62
mSLP, meses 6.8 4.3 3.78 4.07 6.8 4.2 5.6 3.7
ORR (RECIST 1.1) 29.8% 11.3% 20.1% 5.1% 11% 4% 25.4% 5.9%
EAIM que requieren 12.2% 20.1% 16.2%
esteroides
Eventos hemorragicos 25% 17.3% 1.8% 4.8% 17% 14% 32% 14.9%
(cualquier grado)
Hemorragias G3/4 6.4% 5.8% 0.5% 1.6% 3% 5% 3.3% 0.4%

COSMIC-312
Asiaticos 25%
VHB 30%, VHC 28%, no viral 42%

SHR-1210
Asiaticos 83%
VHB 75%, VHC 9%, no viral 16%

1.- Finn RS et al. N Engl J Med 2020;382:1894-905; 2.- Abou-Alfa GK et al. NEJM Evidence 2022;1:EVID0a2100070; 3.- Kelley RK et al. Lancet Oncol 2022;8:995-1008; 4.- Qin S et al. ESMO 2022



SG, meses
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BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

xh XV siMPosium EVOLUCION DEL TRATAMIENTO SISTEMICO Ty

SUPERVIVENCIA GLOBAL EN ENSAYOS FASE 3

- Experimental .\ Sorafenib/Lenvatinib

22.1

21 m Combinaciones con inmunoterapia

20

19 m Lenvatinib

15—

14 m Sorafenib +

107 11 m Sorafenib . Lo

10

7.9

7.2

6.5

Adaptado de: Vogel A. TTD 2022
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BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

1& XV SIMPOSIUM BIOMARCADORES EN HCC

Clinical Biomarkers Translational Biomarkers
©
- Extrahepatic . ‘
e Spread” Hepatocellular Carcinoma ° @
S 3 _ ey % 4
23 Higher PD-L1 on anti-PD-1/PD-L1 ® PD-L1*CTCs
X o expression? ) T-effector
B-wral v H'gé‘g'a?_?li'sm Inflammation
C-V|ra| BCLC stage B* R g ‘X
" AFP level?
Eticle

9y Gene signature }
P Angiogenesis 3
S Immune exhaustion piasma TGF-B
a2 2V Cell-cycle
£= = Notch
S g High NLR, PLR »
é NAFLD WNT/B-catenin
o |

Anti-drug antlbody
*First-line anti-PD-1/PD-L1 benefit compared to sorafenib

Lee C et al. Cancers (Basel) 2022;14:3213



XV SIMPOSIUM ALGORITMO DE TRATAMIENTO EN HCC AVANZADO

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

s

HCC avanzado (BCLC C) o intermedio (BCLC B) no candidato a tratamiento locorregional

¢El paciente es candidato a terapia sistémica?
e Child A (preferible) o B
* ECOG 0-1 (preferible) o 2

si

no | ¢Contraindicacién para inmunoterapia? | si
* Enfermedad autoinmune
\ 4 * Trasplante de érgano

éAlto riesgo de sangrado?

|no

Durvalumab + Tremelimumab Sorafenib

Durvalumab (sino es candidato a combinacién)

Atezolizumab + Bevacizumab

m Regorafenib Cabozantinib Ramucirumab
(si AFP >400 ng/mL)

Adaptado de: Girardi DM et al. Cancers (Basel) 2023;15:1680




oy Y/ sMposiM TRATAMIENTO SISTEMICO %
& E INNOVACION TERAPEUTICA EN ESTADIOS TEMPRANO E INTERMEDIO

HCC
Based on fumor burden, liver Very early stage (0) Early stage (A) Intermediate stage (B) Advanced stage (C) Teminal stage (0}
function and + Single £2 om * Single, or £3 nodules esch <3cm | |+ Multinodular + Portal invagion andlor extrahepatic spread | |+ Any umor burden
physical status. + Presenved Iver function®, PS0 | | + Preserved liverfunction®, PS 0 + Preserved liver function®, PS0 | |+ Preserved liver function, PS 1-2 End stage liver function, PS 34
- T T T

Refined by AFP, ALB| scors,
Child-Pugh, MELD

TRATAMIENTO SISTEMICO

Early stage | Intermediate stage Advanced stage

KEYNOTE-937: Pembrolizumab after resection

Importancia del EQUIPO MULTIDISCIPLINAR que reevallie y
adapte las opciones terapéuticas e identifique el momento
apropiado para la transicion del tratamiento local al sistémico

CHECKMATE-9DX: Nivolumab after resection
EMERALD-2: Durvalumab = Bevacizumab after resection

LEAP-002: TACE = Pembrolizumab/Lenvatinib

EMERALD-1: TACE = Durvalumab/Bevacizumab
ML42612: TACE == Aterolizumab/Bevacizumab
TACE-3: TACE = Nivolumab

ABC-HCC: Atezolzumab/Bevacizumab == TACE

EMERALD-3: TACE == Durvalumab/Tremelimumab + Lenva

CHECKMATE-9DW: Nivolumab + Iplimumab vs. LenvalSora

IMbrave251: Atezo/TKI vs TKI after Atezo/Bev

El uso repetido de TERAPIAS LOCORREGIONALES puede asociar un

dafio hepatico acumulado y un deterioro de la funcién hepatica que
comprometa las opciones de tratamiento sistémico posterior

Vogel A et al. Lancet 2022;400:1345-62
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XV SIMPOSIUM

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

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)

- ECOGPSOori

4-12 weeks

1 cycle of
TACE, If
indicated

7
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)

.

«—— 12 months or 17 cycles ——»

Atezolizumab 1200 mg q3w +
bevacizumab 15 mg/kg q3w

(n=334)

Recurrence® or
unacceptable toxicity

Survival follow-up

Active surveillance
(n=334)

Caracteristicas
> 70% pacientes asiaticos
Etiologia asociada a VHB en 62%
82% estadio BCLC A
Reseccién 87%/Ablacién 12%

Crossover permitted
Primary endpoint

= Recurrence-free survival assessed by the independent
review facilityt

2 High-risk features include: tumor >5 cm, >3 tumors, microvascular invasion, minor macrovascular invasion Vp1/NVp2, or Grade 3/4 pathology.
® Intrahepatic recurrence defined by EASL criteria. Extrahepatic recurrence defined by RECIST 1.1.

100
78% (73, 82)
JR - e Treatment duration, median, mo
=
- PR Loy vy M Patients with 21 AE, n (%)
s 50 65% (60, T1) _hr"_%-p: b‘?“——-ﬁ] , Treatment-related AE
g Grade 3/4 AE, n (%)
8 h 12-mo IRF-RFS event-free Median FU: Treats t_related Grade 3/4 AE
i 40 rate (86% CI), % 17.4mo . - reatment-related Grade 3/
E Median IRF-RFS (95% Cl), mo: Serious AE, n (%)
§ Atezo + bev NE (22.1, NE) .
20 - Active surveillance NE (21.4, NE) Treatment-related serious AE
HR=0.72 (95% CI: 0.56, 0.93) Grade 5 AE, n (%)
P value=0.012 !
Treatment-related Grade 5 AE
04
T T T T T T T T T T T T r AE leading to dose interruption of any study treatment, n (%)
0 3 6 9 12 15 ) 8 2 2 a 30 33 36 AE leading to withdrawal from any study treatment, n (%)
No. at risk Time (menths)
Alezo + bev 334 305 290 268 211 139 97 63 37 22 ] 1 MNE
Active surveillance 334 283 245 214 179 13 93 57 36 20 6 1 ME

Atezo + bev su:::lil‘;ence IMbrave15012
(n=332) n=330 (n=329)
Atezo: 11.1 NA Atezo: 7.4
Bev: 11.0 Bev: 6.9
326 (98 2) 205 (62.1) 323 (98.2)
293 (88.3) NA 276 (83.9)
136 (41.0) 44 (13.3) 186 (56.5)
116 (34.9) NA 117 (35.6)
80 (24 1) 34 (10.3) 125 (38.0)
44 (13.3) NA 56 (17.0)
6 (1.8) 1(0.3) 15 (4.6)
2(0.6)2 NA 6(1.8)
155 (46.7) NA 163 (49.5)
63 (19.0) NA 51 (15.5)

Chow P et al. AACR 2023



BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

g XV SIMPOSIUM

= Actualmente, ATEZOLIZUMAB + BEVACIZUMAB y DURVALUMAB + TREMELIMUMAB
son los tratamientos de elecciéon en la 12 linea del HCC avanzado.

=  En caso de contraindicacidon para inmunoterapia, tanto SORAFENIE como
siguen siendo alternativas validas en 12 linea.

= En ausencia de biomarcadores con validez demostrada, la eleccion del tratamiento
sistémico se basa en criterios clinicos y perfil de eficacia/toxicidad de cada esquema.

= Eltratamiento sistémico va cobrando importancia en lineas mas tempranas, siendo
fundamental el MANEJO MULTIDISCIPLINAR.
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