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BCLC staging and treatment strategy
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RFA = radiofrequency ablation;
PEI = percutaneous ethanol injection. Llovet JM, et al. J Natl Cancer Inst 2008;100:698-711.
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Sorafenib
Mode of action PFS 0OS Subgroup
Brivanib VEGF and FGF 4.2vs 2.7* 9.4vs 8.2 AFP<200
inhibitor (TTP) ng/mL
Everolimus mTOR inhibitor 3.0vs 2.6 7.6vs7.3 No
(TTP)
Axitinib VEGFR, PDFR, 3.6 vs 1.9* 12.7vs 9.7 Asian patients
cKit inhibitor
Ramucirumab Anti-VEGFR2 2.8vs2.1* 9.2vs 7.6  AFP>400
antibody ng/mL
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=» Overall survival: very similar results

Overall Survival of ITT Population

Ramucirumab Piacebo
Median, months (35% C1) 9.2 (3.1, 105) 76 (60, 93)

HR (35% C1) 0.855 (0.717, 1.045)
P-value (log-rank) 013

Overall Survival:
All Randomised Patients (N=202)
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Time Since Randomizsiion (Mot ) : —— Placebo 68 52  9.7(5.9,11.8)
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Abbreviations: Cl=configence Inferval HR=hazarg ratio; [TT=Intent o treat OS=overall survival

Survival fraction
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0'0 T T L T T T
0 12 16 20
Months

Number at risk
Axitinib 134 m 81 68 48 33
Placebo 68 48 38 25 18 15

*4-sided stratified logrank test
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=» As a conclusion for HCC

* There is something but we are unable to demonstrate
« Because different diseases:
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Gastric cancer: HER2 story

Subgroup
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0OS median: 9.63 months RAM+PTX vs 7.36 months PTX
(HR : 0.807 [95%0 IC : 0.678-0.962] p=0.0169)

4 One-year overall survival40% vs 30%
1.07™ RAM + PTX Placebo + PTX
@ 0.8 Pt (/r:(‘)’::;:) 330/256 335/260
% (95%Cl) 9.63 (8.48-10.81) 7.36 (6.31-8.38)
S
5 067 6-month OS 72% 57%
% 12-month OS 40% 30%
S 0.4
(e]1] . .
e == Ramucirumab + Paclitaxel
> .
5 == Placebo + Paclitaxel
» 0.2
0 I I I I I I I I I I I I I |
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Mnthis

H. Wilke et al,, ASCO GI 2014, LBA 7



a Subtype
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=>» Molecular subtypes of gastric
cancer
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=» Pancreatic cancer
Gem £ Marimasmat (Bramhall, BJC 2002) 5.5 5.5 NS
Gem = Tifarbinib (Van Cutsem, JCO 2004) 6.0 6.4 NS
Gem = Erlotinib (Moore, JCO 2007) 5.9 6.4 .03
Gem = Bevacizumab (Kindler, JCO 2010) 6.1 5.8 NS
Gem £ Cetuximab (Philip, JCO 2010) 5.9 6.4 NS
Gem x GV1001 (Buanes, ASCO 2009) 7.3 5.9 NS
Gem — Erlotinib £ Beva (Van Cutsem, JCO 2009) 6.0 7.1 NS
Gem = Axitinib (Kindler, Lancet Oncol 2011) 7.4 8.2 NS
Gem = Aflibercept (Rougier EJC 2013) 7.8 6.5 NS
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Folfirinox: Overall Survival

Gemcitabine
1.00 | * FOLFIRINOX
> 0.75 |
= HR =0.57, 95%Cl (0.45-0.73)
¥ 0.50 - MS 11.1 months (9-13.1) x 6.8 months
| Stratified log-rank test, P<.0001
a
0.25 |
0.00 | | | | I I I I | I I I | |
0 3 6 9 12 15 18 21 24 27 30 33 36
Months
Number at risk
Gemcitabine 171 134 89 48 28 14 7 6 3 3 2 2 2
FOLFIRINOX 171 146 116 81 62 34 20 13 9 5 3 2 2

Conroy T, et al. N Engl J Med. 2011;364(19):1817-1825.
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=» Work has been done...
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Core Signaling Pathways in Human Pancreatic Cancers Revealed by
Global Genomic Analyses

Sian Jones et al.
Science 321, 1801 (2008);
DOI: 10.1126/science.1164368




= Genomics and Gl cancer?




