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Chemoembolization: Randomized Trials
(Nearly Identical Technigues)

Lo et allll: N = 80 with newly diagnoseahresectabl&éiCC, 80% HBYV positive, ®€m tumors
(60% multifocal)

Llovet et al?l: N = 112 withunresectablélCC, 80% to 90% HCV positive,
5-cm tumors (~ 70% multifocal)

HBV = hepatitis B virus; HCV = hepatitis C virus; TACE = transcatheter arterial chemoembolization.
Lo et al, 2002; Llovet et al, 2002.



TAE/TACE vs Best Supportive Care/Suboptimal
Therapy: Metaanalysis of RCTs (Xr Survival)

Random Effects Model (DerSimonian and Laird)
Author, Journal, Yr Patients Odds Ratio (95% CI)

Lin Gastroenterology 1988 63 ®
GETCH N Eng J Med 1995 96 —eo1{

Bruix Hepatology 1998 80 ——

Pelletier J Hepatol 1998 73 ——
Lo Hepatology 2002 79
Llovet Lancet 2002 112
Overall 503

| |
0.01 0.1 05 1 2 10

Heterogeneity P=0.14 Favors treatment Favors control

Cl=confidence interval; TAE=transarterial embolization.

Llovet. Hepatology2003;37:429.



Early HCC Treated witiRFA

A Lencioni et al, 2005:
I 206 patients with early stage unresectable HCC treated with RFA
I Favorable 5 year survival

o Tateishi et al, 2005:
-1000 RFA procedures in >700 patients:
-Survival: 94, 77, and 54% (1-, 3-, and 5-year)

Lencioni et al, 2005; Tateishi et al, 2005.
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Opportunities for Improvement
for BCLC B HCC

A Improved technologies for local treatment
| DEB-TACE
I Yttrium-90
I Microwave ablation

A Integration ofnew therapeutics into

combination studies with local treatment
I sorafenib

I Brivanib
I Lyso-Thermosensitivéiposomal
doxorubicin (LTLD, Thermodo®)



Phase lll SHARP Trial:

Overall Survival
(Intent-to-Treat Population)
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*O®rien-Fleming threshold for statistical significance was P=0.0077.
Cl=confidence interval, Nex/Pbo=sorafenilfplacebo.

Llovet IM etal NEJM 2008




Sorafenib Targets Both Tumor Cell Proliferat
and Angiogenesis
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Rationale for Combining Anti-angiogenicsas
Adjuvant to TACE in HCC Patients

A Transarterial chemembolization (TACE) has been shown to
prolong survival in intermediatstage HCC patients

I PostTACE recurrence is high

A TACE-induced hypoxia increases VEGF, FGF, and other pro
angiogenic factors that can favor increased tumor growth and
recurrence®

A Adding antiangiogenic therapy to TACE has the potential to:
I Reduce the frequency of TACE session

I Delay postTACE recurrence
i Improve survival

ILlovet JM, Bruix J. Hepatol 2003;37:429-442; ?2Lencioni R. Semin Oncol 2012;39:503-509; 3Rosmorduc O, et al. Semin Liver Dis 2010;30:258-270;
4Li X, et al. World J Gastroenterol 2003;9:2445-2449; 5Li X, et al. World J Gastroenterol 2004;10:2878-2882; 5Poon RT, et al. Am J Surgery 2001;182:298-204;
“Dafour JF. Hepatol 2012;56:1224-1225



SPACE: Sorafenib or Placebo in Combination
With TACE for Intermediate -Stage HCC

A Phase 2, randomized, dowlilind, placebecontrolled
study of sorafenib or placebo in combination with DC
Bead TACE and doxorubicin for intermediasiage HCC

Selected Eligibility : :
Criteria Primary Endpoint

A Unresectable HCC
A Multinodular HCC
A Child-Pugh A without
ascites or
encephalopathy

ATTP
DC Bead TACE Secondary Endpoints
+ sorafenib Aos

_ ASafety
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progression

ATime to vascular
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APatient-reported
outcomes
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LencioniR et al



Phase III study of sorafenib after transarterial
chemoembolisation in Japanese and Korean patients
with unresectable hepatocellular carcinoma
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Phase III study of sorafenib after transarterial
chemoembolisation in Japanese and Korean patients

with unresectable hepatocellular carcinoma **

AHigh rate of study drug discontinuation
ALonger time on drug between Korean and Japanese patients (31 weeks vs 16 weeks)
ASome baseline imbalances between the two groups as well

Kudo M, ImanakaK, ChidaN etal 2011



