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SHARPSorafenib mejora la SG en 12L vs placeb

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

Adaptado de: Vogel A et al. Lancet 2022;400:1G625
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE L. . .
“ ” Lenvatinib versus sorafenib in first-line treatment of @+k®
patients with unresectable hepatocellular carcinoma
Sorafenib in Advanced Hepatocellular arandomised phase 3 non-inferiority trial
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1
24 7 30 33 36 39 42
Number at risk Time (months)
No. at Risk

Lenvatinib 478 436 374 297 253 207 178
Sorafenib 476 440 248 282 230

Sorafenib 299 200 270 249 234 213 200 172 140 111 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

140 102 67 40 21 8 2 0
192 156 116

Sorafenib o
Efficacy outcom (n=476) HR (95% CI)

Median PFSno

0.66 (0.570.77) <.00001
ORR, % 241 9.2 OR: 3.13(2.18.56) <.00001
1. Llovet JM et al. N Endv&d 2008;359:3780; 2- KudoM et al. Lancet 2018;391:1163
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SHARPSorafenib mejora la SG en 12L vs placeb IMbrave 150: Atezo +Bevamejora la SG vs Sorafenil
REFLECTenvatinibno es inferior a Sorafenib
v

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

RESORCRERegorafenib mejora la SG vs placebo

CELESTIAtabozantinibnejora la SG vs placebo

REACF2: Ramucirumabmejora la SG vs placebo en pacientes con¥@® ngmL

Adaptado de: Vogel A et al. Lancet 2022;400:1G625
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RACIONAL PARA LA COMBINACION Dg
ANTIANGIOGENICOS E INMUNOTERAPIA

Bevacizumab targets
= VEGFA

Ramucirumab targets
« VEGFR2

Sorafenib targets
= VEGFR1-3

= PDGFR
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= KIT
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*RET * FGFR1-2
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TVEGF [ 1
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polarization immune evasion
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Immune-
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Tumour
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Llovet JM et aNatRevClin Oncol 2022;19:1542
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Updated efficacy and safety data from IMbrave150: Atezolizumab
plus bevacizumab vs. sorafenib for unresectable

IMbravel50 hepatocellular carcinoma

Overall survival
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OR 3 40
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g 201 |
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Confirmed objective response rate: 30% with atezolizumab plus bevacizumab, 11% with sorafenib

1.-Finn RS et al. N Endfiéd 2020;382:1894005; 2- Cheng AL et al.Hepatol2022;76:86273
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HIMALAYA
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CHECKMATE9

RATIONALBO23

NIVOLUMAB VS SORAFENIB DURVALUMABS SORAFENIB TISLELIZUMAB VS SORAFENIB
NO INFERIORIDAD NO INFERIORIDAD
CM 459 Nivolumab 16.4 15% 60% 37%
HIMALAYA Durvalumab 16.6 3.65 17% ND 39.6% 24.7%
RATIONALE 30 Tislelizumab 159 2.2 14.3% 58.3% 39% 29.2%

'SG-16meses TR-15% SGa2a-~39%

1.- YauT et al. Lancet Oncol 2022;23:90; 2- Abou-Alfa GK et al. NEJEVidence2022;1:EVID0a2100070: Rin S et al. ESMO 202
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SHARPSorafenib mejora la SG en 12L vs placeb IMbrave 150: Atezo +Bevamejora la SG vs Sorafenil
REFLECTenvatinibno es inferior a Sorafenib
v

HIMALAY Aburvalumabno es inferior a Sorafenib

RATIONALE 301islelizumato es inferior a Sorafenib
12linea v v l l

2008 2017 2018 2019 2020 2021 2022 2023
CELESTIALabozantinibmejora la SG vs placebo KEYNOTE 39Hembrolizumabmejora la SG vs placebo en Asic

22linea

RESORCRERegorafenib mejora la SG vs placebo

REACF2: Ramucirumabmejora la SG vs placebo en pacientes con¥@® ngmL

Adaptado de: Vogel A et al. Lancet 2022;400:1G625
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Advanced HCC

(N ~ 740)

« No prior systemic therapy

+ Child-Pugh Score A

*BCLC Stage Bor C

«ECOG PS =1

« Measurable disease per
RECIST v1.1

m0S15.4vs15.5m

Cabozantinib 40 mg QD PO +
Atezolizumab 1200 mg Q3W IV
Sorafenib 400 mg BID PO

Cabozantinib 60 mg QD PO

ANTIPD-1/L1 + TKI EN 12 LINEA

Lenvatinib
8 mg (BW <60 kg) or

Patients 12 mg (BW =60 kg) oral QD
- Ci It SIS Ca *
Mo pror sysiomc horapy for S

advanced HCC 20N
+ Not amenable to curative therapy

hild-Pugh class A
*ECOGPSOor1
= EGD within 3 mo of randomization
ki 1QD

+ No main portal vein invasion (Vp4) 9) oral Q

LEARFOOZ

+
Placebo (saline)
IV Q3W

mOS21.2vs19m

1.-Kelley RK et al. Lancet Oncol 2022;8:9088; 2- Finn RS et al. ESMO 20z



