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INTRODUCTION

« Most HCC 1s diagnosed at advanced stage (i€,
unresectable/non-transplantable)

« Therapeutic choices for advanced HCC depend on
tumor and liver characteristics
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BCLC Algorithm- Advanced
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Sorafenib MOA
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Phase lll SHARP Trial: Sorafenib vs

Placebo in Advanced HCC




Overall Survival
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Phase Ill SHARP Trial:

Subgroup Analysis
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REGORAFENIB

Biochemical activity of regorafenib and sorafenib
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Figure 3: Fluoro-Sorafenib
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REGORAFENIB IN HCC

Regorafenib
160 mg po once daily

3 weeks on / 1 week off
« HCC patients with documented (4-week cycle)

radiological progression during (n=379)
sorafenib treatment

« Stratified by:

Geographic region (Asia vs ROW)
Macrovascular invasion

Extrahepatic disease
ECOG PS (0 vs 1) Placebo
AFP (<400 ng/mL vs 2400 ng/mL) (n=194)




REGO ADVERSE EVENTS

Treatment-emergent Drug-related treatment-emergent
Regorafenib Placebo
n=374 n=193
grade grade

Regorafenib Placebo
n=374 n=193

Any Any
grade grade

Hypertension 6% 5% 0 5% 3% 0
Bilirubin increased 18% 8% 3% 4% 2% 0
AST increased 20%  10% 2% 8% 5% 1%
Ascites By - - - B - - o
Anemia 1% 5% 1% 1% 1% 0
Hypophosphatemia 2% 2% 0 1% 1% 0
Lipase increased 3% 2% 0 2% 1% 0



OVERALL SURVIVAL

Regorafenlb Placebo
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Months from Randomization

Number at risk

Regorafenib 379 316 224 170 122 78 54
Placebo 194 149 95 62 37 26 16

Bruix J, et al. Presented at World Congress on Gastrointestinal Cancer 2016
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Nivolumab and Immune Checkpoint
Inhibition

={ Nivolumab

« Nivolumabis a fully human 1gG4 anti-PD-1 monoclonal antibody that selectively
blocks the interaction between PD-1 and PD-L1/PD-L2," restoring T-cellimmune
activity directed against the tumor cell

1. Topalian SL, etal. N EnglJd Med. 2012,366:2443-2454 nual 15

SUIDES ARE THE PROPERTY OF THE AUTHOR. PERMISSION REQUIRED FOR REUSE. 5 PRESENTED AT: ASC@ AR{\CL‘U“"
o

Presented By Anthony El-Khoueiry at 2015 ASCO Annual Meeting



Study Design

Dose Escalation Expansion

Uninfected sorafenib

progressors
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+ Patients received nivolumab Q2VY for up to 2 years (maximum of 48 doses), depending on response
— Imagingfor disease assessment performedevery 6 weeks
+  A3+3 designwas used inthe phase 1 dose escalation phase
+  Here, we report interim results from the ongoing dose escalation phase and part of the expansion phase
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Uninfected 0.1 mglkg 0.3 mglkg 1 mglkg

HCV-infected

HBV-infected 0.1 mglkg 0.3 mglkg




Maximal Change in Target Lesions
From Baseline
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Treatment-Related Adverse Events

Total (N=47)
Any Grade Grade 3
Patients with any treatment-related adverse event, n (%) 32 (68) 8 (17) 1(2)
Treatment-related adverse events reported in 25% of patients
AST increased 9(19) 5(11) 0
Lipase increased 8(17) 3(6) 1(2)
Rash 8(17) 0 0
ALT increased 7(15) 4(9) 0
Amylase increased 7(15) 0 0
Pruritus 6({13) 0 0
Hypoalbuminemia 4(9) 0 0
Anemia 3(6) 1{2) 0
Fatigue 3(6) 1(2) 0
Asthenia 3(6) 0 0
Diarrhea 3(6) 0 0
Hyponatremia 3(6) 0 0
*  Therewere no grade 5 treatment-related AEs |
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WHAT ELSE IS OUT

THERE?

« Awaiting results of lenvatinib phase III trial (versus
sorafenib)

o cMET inhibition for cMET + (amplified,
overexpressing?) HCC

e Combination immunotherapy strategies

 Strategies based on molecular characterization (FGFR,
CDK4/6, etc.)



