
Phase III Studies in Intermediate 

Stage HCC: What we have learned 

from recent failures 

Richard S. Finn, MD 

Associate Professor of Medicine 

Division of Hematology/ Oncology 

Geffen School of Medicine at UCLA 



BCLC Staging System 

Forner etal. Lancet 2012 



Chemoembolization: Randomized Trials 

(Nearly Identical Techniques) 

Technique 
Survival, % 

Year 1 Year 2 Year 3 

TACE 57 31 26 

Supportive care 32 11 3 

Technique 
Survival, % 

Year 1 Year 2 

TACE 82 63 

Supportive care 63 27 

Llovet et al[2]: N = 112 with unresectable HCC, 80% to 90% HCV positive,  

5-cm tumors (~ 70% multifocal) 

Lo et al[1]: N = 80 with newly diagnosed unresectable HCC, 80% HBV positive, 7-cm tumors 

(60% 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: Meta-analysis of RCTs (2-Yr Survival) 

CI=confidence interval; TAE=transarterial embolization. 

Random Effects Model (DerSimonian and Laird) 

Odds Ratio (95% CI) Author, Journal, Yr 

Overall 

Heterogeneity P=0.14 Favors treatment Favors control 

Patients 

503 

Lin Gastroenterology 1988 63 

GETCH N Eng J Med 1995 96 

Bruix Hepatology 1998 80 

Pelletier J Hepatol 1998 73 

Lo Hepatology 2002 79 

Llovet Lancet 2002 112 
Z=ï2.3 

P=0.017 

0.01 0.1 0.5 1 2 10 100 

Llovet. Hepatology. 2003;37:429. 



Early HCC Treated with RFA 
Å Lencioni et al, 2005: 

ï 206 patients with early stage unresectable HCC treated with RFA 

ï Favorable 5 year survival 

3yr Survival  5yr Survival  

Child A with single lesion 89% 61% 

Child A 76% 51% 

Child B 46% 31% 

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.  



BCLC Staging System 

Forner etal. Lancet 2012 



BCLC Staging System 

Forner etal. Lancet 2012 



Opportunities for Improvement 

for BCLC B HCC 

ÅImproved technologies for local treatment 

ïDEB-TACE 

ïYttrium-90 

ïMicrowave ablation 

ÅIntegration of new therapeutics into 

combination studies with local treatment 

ïsorafenib 

ïBrivanib 

ïLyso-Thermosensitive Liposomal 

doxorubicin   (LTLD, Thermodox®) 

 

 



sorafenib 
Median: 46.3 weeks (10.7 months) 
(95% CI, 40.9 - 57.9) 

sorafenib 
Median: 46.3 weeks (10.7 months) 
(95% CI, 40.9 - 57.9) 

Phase III SHARP Trial:  
Overall Survival 
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Hazard ratio ( Nex / Pbo ): 0.69 
(95% CI, 0.55 - 0.87)  
P =0.00058* 

Placebo 
Median: 34.4 weeks (7.9 months) 
(95% CI, 29.4 - 39.4) 

Placebo 
Median: 34.4 weeks (7.9 months) 
(95% CI, 29.4 - 39.4) 
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* O ô Brien - Fleming threshold for statistical significance was  P =0.0077. 

CI=confidence interval; Nex / Pbo = sorafenib /placebo.  
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274 241 205 161 108 67 38 12 0 
Patients at risk 

sorafenib : 
276 224 179 126 78 47 25 7 2 Placebo: 

299 
303 

274 241 205 161 108 67 38 12 0 
Patients at risk 

sorafenib : 
276 224 179 126 78 47 25 7 2 Placebo: 

299 
303 

Llovet JM et al. Presented at: 2007 ASCO Annual Meeting; June 1 - 5, 2007; Chicago, IL NEJM 2008 
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Sorafenib Targets Both Tumor Cell Proliferation 

and Angiogenesis 

RAF 
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Wilhelm S, et al. Cancer Res. 2004;64:7099-7109.  



Rationale for Combining Anti-angiogenics as 

Adjuvant to TACE in HCC Patients 

ÅTrans-arterial chemo-embolization (TACE) has been shown to 

prolong survival in intermediate-stage HCC patients1 

ïPost-TACE recurrence is high2 

ÅTACE-induced hypoxia increases VEGF, FGF, and other pro-

angiogenic factors that can favor increased tumor growth and 

recurrence3-6 

ÅAdding antiangiogenic therapy to TACE has the potential to:  

ïReduce the frequency of TACE session 

ïDelay post-TACE recurrence 

ïImprove survival7 

3 

1Llovet 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; 6Poon RT, et al. Am J Surgery 2001;182:298-204; 
7Dafour JF. Hepatol 2012;56:1224-1225 



SPACE: Sorafenib or Placebo in Combination 

With TACE for Intermediate -Stage HCC 

ÅPhase 2, randomized, double-blind, placebo-controlled 
study of sorafenib or placebo in combination with DC 
Bead TACE and doxorubicin for intermediate-stage HCC  

Selected Eligibility 
Criteria 

ÅUnresectable HCC 
ÅMultinodular HCC 
ÅChild-Pugh A without 

ascites or 
encephalopathy 
ÅECOG PS 0 

Selected Exclusion 
Criteria 

ÅEHS/MVI 
ÅContraindication to 

TACE 
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DC Bead TACE 

+ sorafenib  

400 mg bid 

DC Bead TACE 

+ placebo 

Primary Endpoint 

ÅTTP 
Secondary Endpoints 

ÅOS 
ÅSafety 

ÅTime to untreatable 
progression 

ÅTime to vascular 
invasion/EHS 

ÅBiomarker analysis 
ÅPatient-reported 

outcomes 1:1  

(n = 300) 

Lencioni R et al 



Kudo M,  Imanaka  K,  Chida N  et al  2011  



Kudo M,  Imanaka  K,  Chida N  et al  2011  

ÅHigh rate of study drug discontinuation 

ÅLonger time on drug between Korean and Japanese patients (31 weeks vs 16 weeks) 

ÅSome baseline imbalances between the two groups as well 

 


