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BCLC staging system and therapeutic
strategy. EASL-EORTC guidelines

| HCC )
Stage 0 [ Stages A-C Stage D
Child-Pugh A Child-Pugh A-B Child-Pugh C*
ECOGO0 L ECOG 0-2 ECOG >2
o l ;
Very early ( Early stage (A)  Intermediate . Advanced Il Terminal
stage (0)* Single or <3 nodules <3cm stage (B) stage (C) ~ stage (D)
Single nodule [ ECOG 0 Multinodular Portal invasion || -
<2¢m 1 ECOGO ‘ N1
g sl { B s . M1
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* Bilirubin
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— 7 ; i Best ;
P ransplantation » /e | supportive
Ablation* Resection ] (DDLT/LDLT) } Ablation = Chemoembolizatiory | Sorafenib || care (10%) |

Curative treatment (30-40%) o Palliative treatment (50—60%)5
Median OS: >60 months Median OS for intermediate HCC with TACE: 26 months (range, 45-14)
5-year survival: 50-80% Median OS for advanced HCC with sorafenib: 11 months (range, 20-6)

Nature Reviews | Disease Primers



Sorafenib targets both tumor-cell
proliferation and angiogenesis in Vitro
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Sorafenib in Advanced Hepatocellular
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Figure 1. Enrollment and Outcomes.

ECOG denotes Eastern Cooperative Oncology Group. ECOG scores range from © (fully active) to 5 (dead).
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Table 2. Surnmary of Efficacy Measures.*
|—=| 1 Hada protocol violation Sorafenib Placebo Hazard Ratio
Outcome M =295 M =303} (955 1) P value
owerall survival {mao) 069 (0.55-0.87) 0,001
302 Beceived placebo Madian 107 74
[safety population] 95% C1 9.4-13.3 6591
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90 Had an adverse svent
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25 Withdirew consent : . PO o
7 Had ECOG stome of 4 Time to radialogic progression (ma) 0.58 (0.45-0.74) 0,001
b D Madian 55 18
52 Had other reason
9535 C1 4.1-6.9 2.7-39
Lewvel of response [38)1
&0 Included in the ongoing shady Complete o o MNA
Partial 2 1 0.05
Stable disease 71 &7 017
Disease-control rate (3§ 43 32 0.002

Llovet JM, et al. NEJM 2008




ORIGINAL ARTICLE

Sorafenib in Advanced Hepatocellular
Carcinoma

Table 3. Incidence of Drug-Related Adverse Events (Safety Population).*

Adverse Event Sorafenib (N=297) Placebo (N =302) P Value
Grade
Any Grade Grade3 Grade4 AnyGrade Grade3 Grade4  AnyGrade 3or4
percent
Overall incidence 30 52
Constitutional symptoms
Fatigue 22 3 1 16 3 <1 0.07 1.00
Weight loss 9 2 0 1 0 0 <0.001 0.03
Dermatologic events
Alopecia 14 0 0 2 0 0 <0.001 NA
Dry skin 8 0 0 4 0 0 0.04 NA
Hand-foot skin reaction 21 3 0 3 <l 0 <0.001 <0.001
Pruritus 8 0 0 7 <1 0 0.65 1.0
Rash or desquamation 16 1 0 11 0 0 0.12 0.12
Other 5 1 0 1 0 0 <0.001 0.12
Gastrointestinal events
Anorexia 14 <1 0 3 1 0 <0.001 1.00
Diarrhea 39 3 0 11 2 0 <0.001 <0.001
Nausea 11 <1 0 8 1 0 0.16 0.62
Vomiting 5 1 0 3 1 0 0.14 0.68
Voice changes 6 0 0 1 0 0 <0.001 NA
Hypertension 5 2 0 2 1 0 0.05 0.28
Liver dysfunction <l <l 0 0 0 0 0.50 0.50
Abdominal pain not otherwise specified 8 2 0 3 1 0 0.007 0.17
Bleeding 7 1 0 4 1 <l 0.07 1.00

* Listed are adverse events, as defined by the National Cancer Institute Common Terminology Criteria (version 3.0), that occurred in at least
5% of patients in either study group. NA denotes not applicable.
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EPATOCARCINOMA

Dose piena 400 mg bis in die
Primo livello di riduzione 200 mg bis in die
Secondo livello di riduzione 200 mg bis in die ogni 2 giorni

Qualita Forza della
dell’evidenza Raccomandazione clinica raccomandazione
SIGN clinica
Nei pz con HCC avanzato e funzionalita epatica piuttosto
B compromessa (classe Child-Pugh B), il sorafenib non dovrebbe | Negativa debole

essere utilizzato. (115)

Abou-Alfa GK et al, 2006



Implication for clinical management

Dose reductions due to adverse events 26% of the
patients

Dose interruptions due to adverse events 44% of the
patients (11% permanent treatment discontinuation)
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Regofafenib

Inhibition of tumor
microenvironment
signaling

Inhibition of
neoangiogenesis

Inhibition of
proliferation

Kit PDGFR-8 VEGFR-1 to -3
PDGFR Ret FGFR Tie2

Regorafenib: an oral multikinase inhibitor




> @ @ Regorafenib for patients with hepatocellular carcinoma who
progressed on sorafenib treatment (RESORCE):
arandomised, double-blind, placebo-controlled, phase 3 trial
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Figure 2: Kaplan-Meier analysis of overall survival (A), progression-free survival (mRECIST; B), and time to
progression (mRECIST; C}
mRECIST=rmadified RECIST for hepatoacellular cardinoma.

Bruix J, et al. Lancet 2017



New Targets and New Agents in Hepatocellular Carcinoma
A
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Nivolumab (nivo) in sorafenib (sor)-
naive and -experienced pts with
advanced hepatocellular carcinoma
(HCC): CheckMate 040 study.

Sor Naive Sor Experienced
ESC + EXP ESC EXP
(n=80) (n=37) (n=145)

INV BICR INV BICR INV BICR
ORR, n (%)? 18 (23) 16 (20) 6 (16) 7 (19) 28 (19) 21 (14)
CR 1(1) 1(1) 3(8) 1(3) 3(2) 2(1)
PR 17 (21) 15 (19) 3(8) 6 (16) 25 (17) 19 (13)
SD 32 (40) 25 (31) 16 (43) 12 (32) 64 (44) 60 (41)
PD 26 (33) 32 (40) 12 (32) 13 (35) 47 (32) 56 (39)
Not evaluable 4 (5) 5 (6) 3(8) 4 (11) 6 (4) 8 (6)
DOR, median (95% CI), mo? NR (6-NE) 17 (NE-NE) 17 (7-NE) 19(3-NE) 12(7-NE) NR (11-NE)
12-mo OS rate (95% Cl), % 73 (61-81) 58 (40-72) 60 (51-67)

NR, not reached; NE, not estimable. 2RECIST v1.1; mRECIST ORRs (BICR): sor naive, 24%; sor experienced, 22% (ESC),

109, (FXP)
Crocenzi TS et al, ASCO 2017



